IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 10 mg ¢unmupanu TabneTku

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika Tabnerka chabpika 10 mg neduryHomu (leflunomide).

ITomoutHM BelecTBa ¢ U3BECTHO ACHCTBHE
Bceska Tabnerka cpabpika 78 mg 1akTO3a MOHOXHUIPAT.

3a IBJIHUA CIIMCHK HA ITOMOIIHUTE BEIECTBA BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabiieTka

bsuta mo moutn Gsta, kperita GpruMupana TabneTka, ¢ otredarano ZBN oT emHaTa cTpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Jledmynomuy e mokasaH 3a JieYeHHEe Ha Bb3PACTHH MAIlUEHTH C:

o AKTUBEH PEBMATOWJICH apTPHUT KaTo “00siecT-MOAH(UITPAIIO aHTHPEBMATUYHO JIEKAPCTBEHO
cpencteo” (BMAJIC),
. aKTHBEH IICOPUATHYEH apTPUT.

CKOpOIITHO WK €THOBPEMEHHO JICUEHUE C XeIMaTOTOKCUYHN Win XematoTrokcndyan BMAJIC (nHarmp.
METOTpEeKCaT) MOKE J1a IOBEJIE IO YBEJIMYEH PHCK OT CEPHO3HU HEXKETIaHH PEaKI|H; CIe0BaTeIHO,
Tpe/Iv 3aroYBaHe Ha JeUeHUETO ¢ JedayHoMua, TpsiOBa 1a Oble BHUMATEIIHO MPEIICHEHO
CHOTHOIIIEHUETO TIO0JI3a/PUCK.

Hero noBeue, cMsHaTa oT aeduryHomu Ha Apyro BMAJIC 6e3 criazBaHe Ha OYMCTBaIaTa MPOLEAypa
(Bk. Touka 4.4), MOXKE J1a YBEITUYN PUCKA OT CEPUO3HU HEIKEIAHU PEAKIIUH JJOPH ABJITO BPeMe CIe]
cMsHaTa.

4.2 I[ompomca U HAYMH HA NMPUITOKEHUE

Jleuenuero TpsiOBa a ce 3all0YHE U CJIEAM OT CHENUAINCTH C OIUT B JICYEHHETO HAa PEBMAaTOH/ICH
ApPTPUT U IICOPUATUYEH APTPHUT.

EnnoBpemenHo TpsOBa na ce onpenensaT adanuH amuHoTpaHchepaszaTa (AJIAT) nim cepymHaTa
rnytamar-nupysat Tpancdepasa (CI'TIT) u mbiHa KpbBHA KAPTHHA, BKIFOYUTETHO AU(EPEHIIATHO
OpoeHe Ha OesuTe KPBbBHU KJIETKU M OpOsi HA TPOMOOIIMTHTE, a TOCTIE a C€ U3CIEABAT ChC ChIaTa
YyecToTa:

. MIPeIn 3aII0YBAHETO Ha JICPIIyHOMUI,
) BEJIHBK Ha JIBE CEIIMUIIHU MPe3 IbPBUTE 6 MeCella OT JICUCHUETO U
° BEJIHBK Ha BCEKH 8 CEIMUIIM Ciie]l TOBa (BK. Touka 4.4).



gO?»H[}OBKa

o [Ipu peBMaToOMIeH apTpUT: TepanusTa ¢ JedIyHOMUI OOMKHOBEHO 3al04Ba C HATOBapBaIla
no3a ot 100 mg enuH IBT AHEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT HeXKEaH! ChOUTHs (BXK. Touka 5.1).
[IpenopbunTenyara noaappxaiia go3a ¢ 10 mg g0 20 mg aedryHOMU ] €IUH BT JHEBHO, B
3aBUCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIIBaHETO.

o [Ipu ncopuaTuyeH apTpuUT: TepanusTa ¢ Je(aIyHoMua 3ano4sa ¢ HaToBapBamia 103a ot 100 mg
€JIMH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

[TpenopbunTenHaTa moabpxKamia 103a ¢ 20 mg aedayHOMU SAWH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT e(eKT OOMKHOBEHO HACTBIIBA ciie]] 4 /10 6 CeMUIIM U MOXKE JIOITBIHUTEITHO JIa ce
nmoto0pu 3a mepuoj ot 4 10 6 Mecera.

He ce npenoppuBa npoMsiHa Ha Ji03aTa IPH MMAIUCHTH C Jieka ObOpeuHa HeI0CTaThYHOCT.

He ce n3uckBa npoMsHa Ha f03aTa IpY MAUEHTH Haj 65-TOANIIHA BB3pacT.

Ileouampuuna nonynayus

Arava He ce penopbyuBa 3a ynorpeda npu nauueHTu nox 18 roqunu, Thil Kato epuKacHOCTTa U

Oe3omacHoCTTa IMpH 0BeHIIeH peBMaTouaeH apTput (FOPA) He ca ycraHoBeHU (Bk. Touku 5.1 u 5.2).

Hauun Ha OPHUITOKCHUC

Tabmerkute Arava ca 3a mepopaiiHo nmpuioxeHue. TadneTkuTe TpssOBa 1a ce MOTIBINAT MeJH C
JIOCTaThYHO KOMHUYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha eTyHOMHU/] HE CE TTOBJIHSIBA, aKO CE
mpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3aAHUA
o CBpBXUYBCTBHTEITHOCT (0COOCHO MpE/IIeCcTBaIl CHHIPOM Ha Stevens-Johnson, TokcnyHa

enyiepMaliia HeKpoin3a, epureMa MynTudopMe) KbM aKTHBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHUT TepH(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEICCTBA, U30POCHH B

Touka 6.1.
. [TanuenTr ¢ yBpeaeHa 4epHOIpOOHA (YHKITHSL.
. ITammenTtn ¢ TexKU uMyHOaeUIUTHA cheTostHES, Harp. CITMH.
o [MareHTH ChC 3HAYUTETHO YBpEAeHa QYHKITUS HA KOCTHHS MO3BK WM TEKKa aHEMUS,

JICBKOIICHUSA, HCYTPOIICHUA WA TpOM6OL[I/ITOHeHI/I$I, rnopagv mMpuirvHU, pa3jnmiHu OT
PEBMATOUJACH UKW IICOPUATUYCH apPTPUT.

. [TanimeHTH CBHC cepro3HU MHGEKITNH (BXK. Touka 4.4).

° [TanimeHTH € yMepeHa 70 TexKa ObOpeTHa HeOCTATHYHOCT, 3aII0TO JINTICBA TOCTATHUHO
KJIMHUYEH OIUT IPH Ta3u TPyIa MalueHTH.

o HaHI/IeHTI/I C TCKKa XUIIOMPOTCUHEMU, HAIIP. IPH He(l)pOTI/Iqu CUHAPOM.

J BpemMeHHy KeHH WiIn KEeHH ¢ IeTePO/IeH MOTESHIHA, KOUTO HE W3MOI3BAT ITOIXOIIA
KOHTPAIICTIIHS T10 BpeMe Ha JISYEHUETO C JIe(IyHOMU U CJIE] TOBA, TOKATO IIa3MEHNUTE HUBA
Ha akTuBHUs MeTaboaut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3amouBane Ha JEYEHHUETO C
nedyHoMU I TpsiOBa J1a ce U3KIIOYH OPEMEHHOCT.



. Kepmemu sxenu (Bk. Touka 4.6).
4.4 ChenuajaHu npeaynpeskAeHUs! U NpeANa3sHl MePKH IPH ynoTpeda

EnHOBpeMEHHOTO MPHIIOKEHNE HAa XEMATOTOKCHYHN Wi XeMaToTokenaan BMAJIC (marmp.
METOTpEKCAT) He ce MPernopbhYBa.

AKTUBHHAT META00NUT Ha JiedryHoMu, A771726, uMa ABIBI MOTYKUBOT, OOMKHOBEHO OT 1 110

4 cegmuiy. Morart 1a Bb3HUKHAT CEPUO3HH HEXKEJIAaHU PEaKUUH (HAIp. XeNaTOTOKCHYHOCT,
XEMaTOTOKCHYHOCT, WJTH aJePTUYHHU PEakltH, BXK. MO-A0Y), JOPH aKO JICYEHUETO C JICIyHOMH €
6usio cpsiHo. CrieioBaTeNHO, KOraTo Bb3HUKHE 110100Ha TOKCHUYHOCT WJIM aKO 110 HAKaKBa Apyra
npuanaa A771726 TpsibBa na Ob11e OTCTpaHeH OBP30 OT OpraHU3Ma, TPSAOBA /1a ce cra3Ba
ouycTBalara npouexypa. Ilpouenypara Moxe J1a ce MOBTOPH, aKO € KIMHUYHO HEO0XO0AUMO.

3a ouncTBamIaTa nNpoueaypa u Ipyru NpernopbuUuTeIHI MEPKH B CITydaid Ha KeJlaHa T
HenpenBuaeHa OpeMEHHOCT, BIKTE TOUKa 4.6.

YepHoaApoOHU peaklnu

Penxu ciyvan Ha TeKKO YepHOAPOOHO YBpEkKAaHe, BKIFOUUTEIHO ¢ (haTalieH U3Xo/1 ca Ouin
CHOOIIIaBaHU TI0 BpeMe Ha JIedeHHUeTo ¢ iepayHomun. [loBedeTo oT cirydanTe ca Bhb3HUKHAIH ITPE3
nbpBUTE 6 Mecela Ha JieueHHueTo. UecTo e Halmule ChbITbTCTRAILA TEPaNus ¢ JPYTH XEMaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTH. BaskHO € fa ce ciieABaT TOYHO MPETOPHKUTE 32 TPOCIIeIsIBaHe.

Tpsa6sa na ce onpenenu AJIAT (CI'TIT) npean 3anouBane Ha JieIyHOMHI, a TIOCIIE /1 CE U3CIIEABa
ChC ChINAaTa YECTOTA KAaTO MbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEAMMIIN) MPE3 IHPBUTE MIECT
Mecela OT JICUCHUETO, a CJIe]] TOBA BEIHBK Ha BCEKU § CEAMUIIM.

IIpu yBenmmuenne Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Haj ropHaTa rpaHUIa HA HOpMaTa, MOXKe /1a Ce
o0chau HamansiBaHe Ha jo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObC MPOBEICHO €KECEIMHUIHO
HabOmronenue. Ako yBenndenueto Ha AJIAT (CI'IIT) e 2 mbTr Ha HOpMaTa U IEPCUCTUPA, UITH
YBEJIMYEHHUETO € MOBeYE OT 3 MbTH HaJl HOpMaTa, IPUEMaHeTo Ha JieryHOMH] TpsiOBa ce
MIPEyCTaHOBH M JIa ce IIpeMUHE KbM OYHCTBaIIaTa mpoueaypa. Ilpenopbusa ce mpoabkaBaHe Ha
MOHHUTOPHUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJIE] [IPEyCTAaHOBSABAHE HA JICUCHUETO C JIEPIyHOMHU IO
HOpPMaJIM3HpaHe Ha EH3UMHUTE HUBA.

[Mopaau Bb3MOXKHOCTTA 32 JOMBJIHUTEIIHU XEMATOTOKCHYHHU €(PEeKTH, Ce MpernopbyBa yrnorpedara Ha
AJIKOXOJI J1a ce M304TrBa 110 BpeMe Ha JISYSHUETO C JIe(hTyHOMH/T.

Tl KaTO aKTUBHUAT METa0ONUT Ha JedryHoMuI, A771726, ce cBbp3Ba B ToJIsiMa CTETICH C
MPOTENHHTE U CE SIMMMUHUPA Ype3 YePHOAPOOCH MeTaOOIM3bM U JKITbYHA CEKPEIHsl, TUIa3MEHHUTE
HuBa Ha A771726 ce oyakBa 1a ObJaT MOBUIIICHHU MPH MANIUEHTH C XUIIONPOTEHHEMUS. Arava e
MPOTUBOIIOKA3aH MIPH MAI[MEHTH C TeXKa XUMIONPOTCHHEMYSI WM YBpeieHa QYHKIUS Ha YSpHUS APOO
(Bk. Touka 4.3).

XeMaToJIOTUYHU PEaKIIuu

Ennospemenno ¢ AJIAT, tpsiOBa na ce HanpaBu IbJIHA KPbBHA KAPTHHA, BKIIIOYUTEIIHO
nudepeHnnaniHo OpoeHe Ha OenuTe KPbBHU KJIETKH U TPOMOOILIUTHTE, IPEAN 3aII0YBaHE HA JICYCHUETO
¢ ne)TyHOMHU, KaKTO 1 BEHBK Ha JIBE CEAMUIIN 1IPe3 MbPBUTE 6 Mecena OT JIEYEHHETO U BeIHBXK Ha
BCEKH 8 CEMUIIH CIIE]] TOBA.

HpI/I ManyMEeHTH C MpeamecTBalla aHEMU, JICBKOIICHU A I/I/I/UII/I TpOM6OHI/ITOHeHI/IH, a TakKa CbIIO U ITPpU
IManreHTHU C YBpEACHa q)YHKIH/ISI Ha KOCTHHUA MO3BK WJIU IIPHU TaKKWBa C PUCK OT NOATHCKAHE HA KOCTHUA
MO3bBK, pUCKBT OT XEMATOJIOTMYHHU HAPYIICHHS € YBEINYeH. AKO Bh3HUKHAT TaKUBa €EeKTH, TpsiOBa
Jla ce B3eMe MpeABU OUNCTBAHE (BXK. [T0-I0JTy) 3a HaMaJIsIBaHE Ha TUIa3MeHUTe HuBa Ha A771726.
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B crydaii Ha TeKKH XeMaTOJIOTHYHH PEaKINH, BKIIOYUTEITHO MAHIUTONEHHS, Arava 1 BCsIKa
€IHOBpEMEHHA MUEJIOCYIPECHBHA Teparusl Tps0Ba 1a ce CIpe U Ja ce 3all0yHe OYKMCTBalla IpoLeaypa
OT JIe(hITyHOMUI.

KomOuHanums ¢ Apyru JieueHust

Ynorpebara Ha IeIyHOMUA C aHTUMAJIAPUIHHY TTPenapaTH, W3IIOJI3BAHH [TPH PEBMATHYHH
3a00sABaHys (HAIp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO HJIH IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIIOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA He € JOCTAThYHO MU3CJICIBaHA B PaHAOMU3UPAHH
M3MHATBAHUA (C M3KITIOUEHUE HA METOTPEKCAT, BK. ToUKa 4.5). PUCKBT, CBBP3aH ¢ KOMOMHHUPAHOTO
JIeYeHUE, 0COOEHO OT MPOABIKUTEIIHOTO JICUCHHE, HE € M3BECTeH. T'hil KaTO TAKOBA JICUCHHE MOXKE J1a
JIOBEJIC IO HATPYIIBaIla Ce WM JIOPH JJO0 CHHEPIHYHA TOKCUYHOCT (Harp. Xenaro- Win
XE€MaTOTOKCHYHOCT), KoMOuHaIusta ¢ 1pyro bBMAJIC (Hamp. MeToTpeKcar) He € MpernophUnTEITHA.

EnnoBpeMeHHOTO NpHIIOKeHHE Ha TepUPITyHOMH/L ¢ JTehTyHOMUJI HE Ce MPETophuBa, Thil KaTO
nedIyHOMHU € U3XOIHOTO CheMHEHNE Ha TePUPITyHOMHU.

IIpemMuHaBaHE KBM JIPYTO JICUCHUE

Toit KaTo NedIyHOMH] ce 3aAbpXkKa IBIr0 B OpraHu3Ma, npeMuHaBaneto kM apyro BMAJIC (aarmp.
MeTOTpeKcaT) 0e3 M3BBPIITBaHE Ha OYMCTBAIIATA IMPOoIeaypa (BXK. MO-T0JTy) MOXKE J1a 3aCHIIH
BB3MOXHOCTTA OT JOIIBJIHUTEIHU PUCKOBE I0PH IO BpeMe Cllefl CMsIHAaTa (KUHETUYHO
B3aUMOJICHCTBUE, OPraHHA TOKCUYHOCT).

Ilo ChIIUA HAYMH, CKOPOUIHO JICYECHUEC C XECTTATOTOKCUYHHU NI XEMATOTOKCUYHHU JICKAPCTBCHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE 1a JOBCC 10 YBCINMYCHU HCKCIIaHU PCAKIUHA, CIICAO0BATCIHO,
npeau 3aro4YBaHC HaA JICUHCHUECTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

Koxxnu peakimyun

B cnyqaﬁ Ha yJIIEpO3€H CTOMATHUT, MPUIJIOKCHUCTO Ha J'Ie(l)J'Iy'HOMI/IZ[ TpH6Ba Ja CcC MpCyCTaHOBU.

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM TOKCHYHA enmUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHopuins U cuctemuu cumntoMmu (DRESS) ca cho0maBanu npu
NalKeHTH, JIeKyBaHu ¢ jedayHomua. Koraro ce HaOmoaaBaT KOXKHH W/UITH MyKO3HU IPOMEHH, KOUTO
MOPaK/IAT IOI03PEHHUE 32 TAKMBA TEKKU PEakIvu, Arava u BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparust
TpsiOBa Jja OBb/Ie IPEYCTAHOBEHA U 1A C€ 3aII0YHe He3a0aBHO OUMCTBAIATA MPOIIeypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO ITBITHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npruemMane Ha Je(IyHOMU/ € IPOTHBONOKAa3aHo (BX. Touka 4.3).

HNma C’BO6H.[€HI/I$I 3a MMYCTYJIO3CH MMCOPUA3NC U BJIOIIIABAHEC HA IICOPHUA3UC CIICA y1'[0Tp€6a Ha
J'Ie(l)J'IYHOMI/I,Z[. Moke Ja ce oomucau MMpCyCTAaHOBABAHC HA JICUCHUCTO, KaTO CC B3CMAT NPCABU
3a00JISIBAHETO HA nmanyuceHTa U aHaMHE3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIyHOMHU] MOTaT Ja Ce TOSBIT KOKHHU S3BH. AKO UMa
ChMHEHHE 33 KOXKHA 513Ba, CBbP3aHa C JICTYHOMHU/] I aKO KOXKHHUTE SI3BU NIEPCUCTHPAT BBIIPEKU
MOJIXOJISIIIaTa Teparnusi, TpI0Ba 1a ce OOMUCIU MPEKpaTsIBaHe Ha JICYCHUETO C JICHIYHOMHUT U
TIPOIIeAypa 3a BIIHO OYKCTBaHe. Penenrero 3a Bb30OHOBsABaHE Ha JIEYSHUETO C JIE(ITYHOMHU]T CIIE]T
KOXKHH SI3BM TPsOBa J]a ce OCHOBaBa HA KIIMHUYHA MPEIEHKa 32 aJIEKBaTHO 3a3/IpaBsBaHe HA PaHHTE.

ITo Bpeme Ha jedeHneTO C IeIyHOMUA NpHU MALMEHTH MOXKE J1a ce HaOmo1aBa TPy AHO 3a3/paBsBaHe
Ha paHu clies onepauus. Bp3 ocHOBa Ha MHIMBHIyaHa OLIEHKA MOJKE J1a c€ OOMHCIIM PEKbCBAHE Ha
JICYSHUETO C Je(IyHOMU B IEPUXUPYPTHYHHS TIEPUOJ U TIPHIIaraHe Ha O4YMCTBAIIA MPOIeaypa,



KaKTO € OMMCaHo Mo-101y. B cioyuail Ha nmpekbCcBaHe PENIeHNEeTo 32 Bhb30OHOBSABAHE HA JICUEHUETO C
nedryHOMHU TPSIOBA 1a ce OCHOBaBa Ha KIIMHMYHATA MPETIeHKA 3a aJleKBaTHO 3a3/IpaBsiBaHe Ha
paHata.

HNudexnmu

U3BecTHO e, 4e JeKapCTBEHUTE MPOAYKTU C IMYHOCYTIPECUBHHU CBOHCTBA - KaTO JIe(IIyHOMUJT - MOTaT
Jla HAIIPaBST MAITUCHTUTE IMO-IyBCTBUTEITHN KM HHOEKIMH, BKIFOYUTEITHO OMOPTIOHUCTHIHU
uHbpexuuu. Madekuure Morat aa 0baaT HO-TSKKH [0 €CTECTBO U CJICAOBATEIIHO J1a M3UCKBAT PAHHO
Y CHEPTHYHO JieueHue. B cirydaii, 4e Bh3HUKHE Te)KKAa HEKOHTPOIUpyeMa MHPEKIIUS, MOXKE J1a €
HEOOXOMMO J1a C€ MPEKBCHE JICUSHUETO C JeIYHOMU/ U a Ce 3aII0YHE OYHCTBAIIA MTPOLEAYPa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01aBanu ca peliku ciiydad Ha mporpecuBHa MynTudoxanHa geskoeHnedaronarus (PML) npu
NAIUEHTH, IPUEMAaIIX JIEITYHOMH/T 32¢{HO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIMEHTH TPAOBa Ja ce M3ceBaT 3a aKTHBHA M HEaKTHBHA

,,JJaTeHTHA”’) TyOepKyy03a, ChIVIACHO JIOKATHUTE Tpernopbku. ToBa MOXKe /1a BKIIFOUBA METUIINHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCTBAIl KOHTAKT C TyOepKy103a W/UITK TOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpagus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIH HHTEpEpOH-TaMa TECT,
KaKTo e nmpuioxkumo. Ha npennucpamure nexapu TpsOBa 1a ce HAIIOMHSA 32 PUCKa OT (halIiBo
OTPHLIATEITHH PE3YJITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIUEHTH, KOUTO Ca TEKKO
0o0JTHH WITM UMyHOKOMIIpoMeTupaHH. [larmeHTuTe ¢ aHamHe3a 3a TyOepKyo3a TpsiOBa Ja ce
HpOCIIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHsTA.

PecnivpaTopHu peakuuu

Cro0mraBa ce 3a MHTEpCTUIHATHA OelloIpoOHa 00JIECT, KAKTO U PEIKH Caydan Ha 6emoqpoOHa
XUTIEPTOHUS 10 BpEMe Ha JieueHue ¢ jgeduryHoMua (BXK. Touka 4.8). PUCKBT OT HACTHIIBAHETO MM MOXKE
Jia O'bJIc TTOBUIIICH MPH MAIMEHTH C aHAMHE3a 32 HHTepCTUIanHa 6enoapoOHa OoecT.
WuTepcTuimannara 6enoapoOHa O0JIECT € MOTSHIIMANHO (PaTaTHo HapylIeHUe, KOSTO MOXKE J1a
BB3HHUKHE OCTPO 110 BpeMe Ha TepanusaTa. [IyJMOHapHUTE CUMIITOMH, KaTO KalllJIMIA U 3a1yX, MOraT
Jia ObJaT MPUYUHA 33 MPEYCTAHOBSBAHE Ha JICYCHUETO U MOAXOIAIIO MOC/ICIBAII0 U3CIICIBaHE.

Ilepudepua HeBponaTHs

[Ipu nauuenTy, momyyaBamy Arava ca cb0oOIIEHH cilydan Ha iepudepHa HeBponaTus. [loBeueto
MAIMEHTH ca ce TOA0OPHIIN ciie]] pekpaTsBane Ha Arava. HabmonaBa ce obaue mupoka
BapHaOMIHOCT IO OTHOLIEHUE Ha KpallHHUA U3XO/l, T.€. IIPU HAKOU MAIMEHTH HEBPOIATHUITA €
OT3BYy4aJa, a HIKOHM NAallMeHTH ca MMaJi MepCUCTUpalu cumnrtoMu. Be3pact Hag 60 roaunmy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBA U AUabeT MOraT Ja MOBHUIIAT PUCKa OT nepudepHa
HEeBponaTus. AKO MaIMeHT, KOMTo mpuemMa Arava pa3Bue nepudepHa HeBponaTus, TpsOBa Ja ce
00CBHIM ITpeKpaTsIBaHe Ha JICYEHUETO ¢ Arava U MPOBEXaHe Ha MPOIEAypa 3a eNMMUHIpaHe Ha
JIEKapCTBEHUS MPOAYKT (BXK. TouKa 4.4).

Komur
[Ipu manuenTHTE, IEKyBaHU ¢ JIe(QIyHOMU, € CHOOIICHO 32 KOJIUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
kouT. [lanmenTruTe Ha JiedueHue ¢ JieIryHOMHII, TIPH KOUTO BH3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

Tp$16Ba Ja 6’LZ[3T MOJIOKCHHU Ha IMOAXOAAIIN JUATHOCTUYHHA TPOLCAYPH.

KpbBHO Hansrane

Kp’LBHOTO HaJIsAraHne TpSI6Ba Ja ¢ U3MCPHU MPCaU HAYAJIOTO Ha JICUCHUCTO C J'Ie(l)J'IyHOMI/II[ u
MEpUOAUYIHO CJICA TOBA.



Bu3npon3Boactso (IpenopbKu KbM MBKETE)

Mnpxere MNanucCHTHU TpSI6Ba Ja 6’[))_IaT HasjACHO 3a Bb3MOXXHa MEAUHUPAaHa OT MbXKa (beTaJ'[Ha TOKCHUYHOCT.
Tp516Ba Ja 6’]),[[6 OCUTrypcHa ChbIIO MOAXOAAIId KOHTPALCIIIHA IO BpEME Ha JICUCHHUCTO C J'Ie(l)J'IYHOMI/II[.

Hsima TouHM maHHM 3a pHCKa OT MeIUHpaHaTa OT MBXa (peTarHa ToKCHIHOCT. [IpoyuBanwmst mpu
JKUBOTHU 32 OIICHKA Ha TO3U crenuduueH puck odade, He ca MPOBSKIAHH. 32 HAMAIIIBAaHE HA BCEKH
BB3MOKEH PHUCK, MBXKETE, JKeJlaelu 1a Obpaat Oamu, TpssOBa /1a B3eMaT MPEABU/I MPEyCTaHOBIBAHE Ha
yrnoTpebara Ha JieIyHOMH]I U JIa IpUeMaT KojecTUpamMuH 8 g 3 mbTh MHeBHO 3a 11 gau wm 50 g
aKTHBEH BBIJICH Ha npax 4 IbTU JHEBHO 3a 11 qHU.

U B gBarta cimyvas mia3mMeHarta KoHIeHTpanusa Ha A771726 toraBa TpsOBa 1a ce U3MEpH 3a MPHB IbT.
Cren ToBa miia3MeHaTa KOHUeHTpauus Ha A771726 TpsOBa xa ce onpenenn OTHOBO Cle] HHTEPBaJ OT
noHe 14 gau. Ako nBete ia3MeHu KoHueHnTpanuu ca nof 0,02 mg/l u ciex nepuos Ha H3UaKBaHe
Haif-Masko OT 3 Mecena, pUCKbBT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

O‘lI/ICTBaI]_Ia oponeaypa

Komnectupamun B 103a 8 g ce mpuiiara 3 IbTH THEBHO. AnrrepHaTHBHO, 50 g aKTUBEH BBIVICH HA TIpax
MO J1a C€ MPWIOKH 4 MbTH THEBHO. [IpOoABIDKUTETHOCTTA HA IISTIOCTHOTO OYHCTBAHE OOMKHOBEHO ©
11 gau. IpoaBIHKUTEITHOCTTAa MOXKE JIa C€ MTPOMEHH B 3aBUCHMOCT OT KIIMHUYHUTE WU JTA00OPaTOpHU
MOKa3aTelH.

JlakTo3a

Arava cprbpika JakTo3a. [larmuenTn ¢ peaky HacIeICTBEHU ITPo0IeMH Ha TaJaKTO3Ha HETIOHOCHMOCT,
Lapp nakTa3Ha HEIOCTATHYHOCT UM TIIFOKO30-TaJIaKTO3HA ManabcopOIus He TPsAOBa J1a MpueMart TO3U
JIEKApCTBEH MPOIYKT.

BiusiHye BbpXy onpenensHeTo Ha HUBAaTa Ha HOHM3UpaH KaJdlui

BB3M0XHO € M3MepBaHeTO Ha HUBATA Ha HOHU3MpaH KallKi [1a MOKake QaiinBO MOHWKEHU
CTOHHOCTH TpH JICUEHHE C JeQIyHOMU W/ WK TepU(DIYHOMU (aKTUBHUAT METa0OIHUT Ha
nedIyHOMHU) B 3aBHCUMOCT OT BUAA Ha U3IOJI3BAHMs aHATU3ATOp Ha HOHM3UPaH Kallui (Hamp.
KpBBHO-Ta30B aHanu3arop). [lopaau ToBa Impu manyeHTuTe, JeKyBaHH ¢ JISQIyHOMH] HIH
Tepu(IyHOMH, € HEOOXOANMO J1a ce MIPOBEPH JOCTOBEPHOCTTA HA N3MEPEHNTE TIOHKEHH HIBA Ha
HOoHM3MpaH KaIuil. B cirydail Ha CbMHUTEHH PE3YNITATH Ce IPETOPhUBa Jla Ce ONpeaesn odmara
KOHILIEHTpaIHs Ha aln0yMHUH-KOPUTHPAH KLU B cepyMma.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoelicTBUE
IIpoyuBanus 3a B3aUMOACUCTBUATA ca MPOBEXKAAHU CaMO MPU BH3PACTHHU.

YBennuaBaHe Oposi HAa HeXEJTAHUTE PeaKInU MOXKeE JIa ce HaOJIto1aBa Mpy CKOPOIITHA WITH
€/IHOBPEMEHHA YIOTpeOa Ha XEMAaTOTOKCHYHU WM XEMaTOTOKCUYHU JIEKAPCTBEHU NPOJAYKTH WIIN
KOTaTo JICYCHHETO C JIe(HIIYHOMH]T CE MOCIIEABa OT MPUEMAHETO Ha TAKUBA JICKAPCTBEHU NPOAYKTH 03
MIEPHO]T Ha OTMHUBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITHS C IPYTH JICUCHUs, Touka 4.4).
Crnie1oBaTEIHO ce MPENophuBa BHUMATEIHO MPOCIIE/IBAHE HA YSPHOIPOOHHUTE CH3UMH U
XEMAaTOJIOTMYHUTE MTOKAa3aTelId B HaYaIHaTa (a3a Mpy CMsIHA Ha TeparusTa.

MertoTtpekcar

IIpu manko (n=30) mpoyuBaHe ¢ €AHOBPEMEHHO MpuiiokeHre Ha aeduryHomun (10 mo 20 mg JHEBHO)
¢ metorpekcar (10 7o 25 mg cemMuyHO), € HaOIIOaBaHO 2- 10 3-KpaTHO yBEIMYCHUE HA
yepHOAPOOHUTE eH3uMu Tipu 5 oT 30 narnmenTy. Bcuuky yBenmuveHus ca 0T3Bydand, 2 ¢
MPOAbIDKABaHE Ha JIBaTa JIGKAPCTBCHH MPOAYKTA U 3 CIie/] MPEYCTaHOBSIBAHE HA JIC(ITYHOMHU].
YBenuueHue, mo-rojsmMo ot 3-rbTH € HabI0JaBaHo pHu APYTH 5 manuenTta. Beuyku Te cpiio ca



OT3BYYaJH, 2 C MPOIBIDKABAHE HA JBATa JICKAPCTBEHH MPOJIYKTa U 3 cie]| MPeyCTaHOBSBaHE Ha
nedIIyHOMU.

[Ipu manueHTH ¢ PEBMATOUICH apTPUT, HE € YCTAHOBEHO (PapMaKOKUHETHYHO B3aUMOJICHCTBUE MEKIY
nedmyromun (10 mo 20 mg naeBHO) U MeToTpekcar (10 1o 25 mg ceaAMUIHO).

Bakcunanmu

Hsmva xnuHAYHA TaHHY 32 e(bI/IKaCHOCTTa u O0e30mMacHOCTTa Ha BAaKCHMHaIMUTE 110 BPEMEC Ha JICYHCHUC C
J'Ie(l)JIyHOMI/II[. BaKCI/IHI/IpaHeTO C JKUBU aTCHIOMPAHU BAKCUHHA 068.‘-16, HC CC IperopbYBAa. I[’BJ'H‘I/IHT
IMOJIYy>KUBOT Ha J'Ie(i)ﬂyHOMI/I}_'[ TpSI6Ba Ja CC uMa NpeaABUJ, KOraTo €€ ruianyBa NPHUIJI0KCHUC HA KHUBa
AaTCHIOMpaHa BaKCHHA CJIC] CIIMPAaHE Ha Arava.

BaDd)aDI/IH " IPpYyTHU KYMApUHOBH aHTHKOAI'YJIAHTH

Mma choOIeHns 3a ciydan Ha YBEJIMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehayHOMHU U BapdapuH
ce mpueMaT eHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMUYHO B3auMojeiicTBue ¢ Baphapud u A771726 (Bx. mo-gony). Ilopaau Toa, npu
€HOBPEMEHHO MPUIOKEHUE Ha BappaprH WIK IpyT KyMapHHOB aHTHKOATyJIaHT, ce IpernopbhuBa
BHUMATEJIHO IIPOCIIEIIBaHE HAa MEXIyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJIroIeHHE.

HCIIBC/KopTukocTepouau

AKO ManyeHThT Beue NprueMa HecTeporaHN poTuBoBk3nanutentu cpeacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MIPOABIDKAT CJIE/ 3alI0YBAHE HA JIEYEHUETO C JIe(IyHOMU.

E(i)CKT Ha JPpYIH JICKAPCTBCHU MPOAYKTH BHPXY J'Ied)J'IVHOMI/IZ[Z

XOﬂecmupafwuH Uau aKnmueeH 6vlleH

[IpenopbuBa ce mauMeHTUTE, IpUEeMaIin JeIyHOMUI, Ja He ce JIEKyBaT ¢ KOJIECTUPaMHH HITH
aKTUBEH BBIVIEH Ha IIpax, Thi KaTo TOBA BOJU 10 ObP30 M 3HAUUTEJIHO HAMAJIsIBaHE Ha IUIa3MeHaTa
KOHLEHTpanusa Ha A771726 (akTUBHUAT MeTa0OIHT Ha IeIyHOMU; BK. ChIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE AbJDKU Ha MPEKbCBaHE HA CHTEPOXeNaTaIHUs LIMKBJI /WX Ha CTOMAIIHO-
YpeBHOTO oTAensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MTPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IATOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aUMOJICHCTBHE C JIeQIyHOMU] U HUMETHINH (Hecrienududer cnad naxubutop Ha uutoxpom P450
(CYP)) mokasBa Jiirica Ha 3HAYMMO BIUSHHUE BbPXY eKcro3ummsiTa Ha A771726. Cien emrHOBpEeMEHHO
MIPUIIOKEHUE HA €JHOKPATHA 1032 JIe(IyHOMHU P NALUEHTH, TPUeMall MHOTOKPAaTHH 031
pudamnuuH (HecneundpuueH uutoxpoM P-450 naaykTop), Makcumanaure HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUuTeNIHO. MeXaHUu3MbT Ha TO3H
e(eKT ¢ HesCeH.

E(i)CKT Ha J'Ied)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHU IMTPOAYKTH:

HepopaﬂHu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH/ € IPUIAraH eJHOBPEMEHHO ¢ TpHU(pa3HH IEPOPATHH
KOHTpaLEeNTHBH, chabpxamy 30 g eTHHWIECTPaAno, Ha 3IPaBU )KEHU JOOPOBOJIKH, HE €
Ha0J1r0/1aBaHO HaMaJIIBaHE HAa KOHTPALENITUBHATA aKTUBHOCT HA IIPOTUBO3a4aTh4HOTO CPEJCTBO, a
(apmakokuHeTnkaTa Ha A771726 e B npensmwkaanuTe rpanuiy. HabnronaBano e papMakOKMHETHYHO
B3aUMOJICHCTBHUE C TIEPOPATHU KOHTpauenTuBu u A771726 (Bx. mo-goimy).
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[IpoBenenu ca cnequute hapMakKOKMHETHYHU U (papMaKOAMHAMUYHU IPOYUYBAHHS 3a
B3auMoelcTBusATa ¢ A771726 (rnaBeH akTuBeH MeTaboauT Ha nedayHomun). Trit kaTo TOJO0HN
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTAT Jla Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPBUYNTEITHUTE JI03H, CIICTHATE PE3yJITATH OT M3MUTBAHUATA U MPEITOPHKH TPSOBA Ja CE UMAT
MPEABU/I PH MALUEHTH, JICKYBaHHU C JIe(TyHOMU/;

Edext Bppxy penarnmunug (cyocrpat na CYP2CS)

Hab6monaBano e moBumasane Ha cpenHata Cmax 1 AUC Ha penarimaug (CboTBeTHO 1,7- 1 2,4-16TH),
cJIe T MHOTOKpAaTHO Tpuiiokenne Ha A771726, koero npeanosnara ue A771726 e uHxubutop Ha
CYP2CS in vivo. Eto 3a1mo ce mpernopbuBa MpocieasaBaHe Ha MaIMeHTHTE MPH ¢THOBPEMEHHA
ynoTpeba Ha JIeKapcTBEHH MPOAYKTH, Kouto ce Metadonmsupar ot CYP2CS, kato HanpumMep
penarivHu, NaKJIUTAKCell, MMOTJINTa30H WM PO3UTIIUTA30H, Thid KaTO T€ MOraT J1a MMaT M0-BUCOKa
€KCIIO3UIIHSL.

Edext Bppxy Kodeun (cydctpar Ha CYP1A2)

MHOrokpaTHOTO npuiiokeHne Ha A771726 namainssa cpegHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crorBetHO ¢ 18% 1 55%, koeto npeanonara ye A771726 moxe 1a Obae cnad HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH NPOLYKTH, KOUTo ce Metabonmmsupar ot CYP1A2 (karo
HanpuMmep IyJIOKCETHH, aJIOCETPOH, TeO(MIMH U TU3aHUIMH), TPAOBa Ja ce M3I0JI3BAT C TOBHIICHO
BHUMAaHUE 10 BpEME Ha JICYEHUETO, Thi KaTo TOBA OM MOIJIO J1a IOBEE O HaMalIABaHE Ha
e(uKacHOCTTa HA TE€3H NPOLYKTH.

EdexT Bbpxy cyOcTpaT Ha oprann4Hus annoHeH tpancmnoptep 3 (OAT3)

HabmonaBano e nosumasane Ha cpeHaTa Cmax 1 AUC Ha nedakiop (cpotBetHO 1,43- 1 1,54-16TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnosnara ue A771726 e uaxudburtop Ha OAT3
in vivo. Ilopanu ToBa € HEOOXOAMMO ITOBUIIEHO BHUMAHUE, KOTaTO CE Ipuiara eAHOBPEMEHHO ChC
cyocrpatu Ha OAT3, xato nedakaop, OCHIWIMEHUIINH, ITUTPO|IOKCAITAH, HHIOMETAITIH,
kerornpodeH, pypoceMus, TUMETHINH, METOTPEKCaT, 3UI0BYAHH.

Edext Bbpxy BCRP (npoTenH Ha pe3HCTEHTHOCT Ha pakK Ha I'bplaTa) U/ WK cyOcTpaTH Ha
OpraHu4YHUs aHUOHEeH TpaHcnopTupail nomunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpemHUTE Cmax 1 AUC Ha po3yBacTaTiH (CHOTBETHO 2,65- 1
2,51-rpTH) ciier MHOTOKpaTHO Tpmtoxkenue Ha A771726. Belipeku ToBa, He ce HaOJIf01aBa BUANMO
BB3ACHCTBHE Ha TOBA IIOBUILIABAHE HA IJIa3MEHATa €KCIIO3UIIMS Ha PO3yBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrasata. AKo ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
Haaxebpist 10 mg Benubxk qHeBHO. 3a Apyru cyoctparu Ha BCRP (Hamp. meToTpekcar, TonmoTekas,
cyndacaiasut, JayHOPYOUIIHMH, JOKCOpyOuluH) u cemeiictBoto Ha OATP, ocoO0eHO HHXUOUTOPH Ha
HMG-CoA penykTazata (Hamp. CAMBACTaTHH, aTOPBACTaTHH, TPaBaCTaTHH, METOTPEKCAT,
HaTErJIMHU, PeNariauHn, prudaMIMLKH) eIHOBPEMEHHOTO IPUIIO)KEHHE TPsIOBa CHILO Aa Ce
W3BBPIIBA C IOBUILEHO BHUMaHKE. [lannenture Tps6Ba Aa ce HabI0AaBaT BHUMATEIHO 33 IPU3HAIH
Y CUMITOMH Ha MMPEKOMEpHA €KCIO3ULIMS Ha JIEKAPCTBEHUTE MPOAYKTH U TPSOBA Aa ce UMa MpeaBH
HaMmaJsBaHe Ha J03aTa Ha Te3H JIEKAPCTBEHH MPOIYKTH.

Edexr Bppxy nepopanau kontpanentisu (0,03 mg etnamnectpaanoin u 0,15 mg neBoHOprecTpen)
Hab6mogaBano e moBumaBane Ha cpemHaTa Cmax 1 AUC).24 Ha eTHHIIIECTPAARON (CHOTBETHO 1,58- 1
1,54-rbtH) U1 Cinax 1 AUCy-24 Ha TeBOHOpTEeCTpen (choTBETHO 1,33- 1 1,41-16TH) ClieT MHOTOKpPATHO
npuioxeHue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBUE J1a TIOBIIHSEC
HeOJaronpusaTHO e(h)MKACHOCTTA HA MEPOPATTHUTE KOHTPAICIITUBH, TPOBA J1a c€ 00ObPHE BHUMAaHUE Ha
BUJIa HA JICUCHUETO C MIEPOPaJICH KOHTPALICTITHR.

Edext Bppxy Bapdapun (cyoctpar Ha CYP2C9)

MHoTrOoKpaTHOTO TIpHIokeHue Ha A771726 He e mMmao eQeKkT BrpXy dhapMaKOKHMHETHKATa Ha
S-Bapdapun, koero nokassa, ue A771726 ne e unxudbutop uiau nHaykTop Ha CYP2C9. Habmonasano
e obaye HamaneHue ¢ 25% Ha MaKCUMAJTHOTO MEXIyHapOIHO HOpMann3upano croTHomeHne (INR),
korato A771726 ce npunara eTHOBPEMEHHO C Bap(apHH, B CPABHEHUE ChC CAMOCTOSTEITHO
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npuoxenue Ha BapgapuH. ETo 3ammo, koraro BaphapHH ce npuiara eIHOBPEMEHHO, ¢ TIPEropbhuBa
CTpUKTHO npocnensBane Ha INR u HaGmonenue.

4.6 @epTHauTET, OPEMEHHOCT U KbPMEHE

BpemenHocT

AKTUBHHAT META00IUT Ha JedyHOMHI, A771726 Moxe fa MPUIHHU TEXKKU MandopMaluy Ha
HOBOPOJIEHOTO, aKO c€ IIpuiiara o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKAa3aH 110 BpeMe Ha
OpemeHHOCT (BK. TouKa 4.3).

Kenu ¢ nereponeH noteHnman TpsAOBa qa M3MOI3BAT €PEKTUBHA KOHTPALICIIIVS IT0 BpeMe Ha U JI0
2 roguHM cnex aedeHueTo (k. “Tlepron Ha n3uakBaHe” 1MO-A0Jy) WK 10 11 THA ciex JeYeHHETo
(Bx. ckbeenus “lleproa Ha ouncTBaHe” MO-AOIY).

ITanmenTkaTa TpsiOBa 1a OBJE YyBEIOMEHA, Y€ aKO UMa HIKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
Jpyra IpUYrHAa Ja MoA03upa OPEeMEHHOCT, TSI TPsOBa BeaHAra J1a IPEIyIpeId JeKaps 3a
W3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTEHH, JISKAPAT U MaIleHTKaTa TpaOBa /1a
00CHaAT prcKa 3a OpeMeHHocTTa. BB3MOXKHO € upe3 Obp30 HaMalsiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaboJUT B KPBHBTA, UPE3 3all0YBaHE Ha MPOIleaypaTa 3a eIMMUHUAPAHE Ha JIEKApCTBOTO, OMKCAaHA 110~
JIOITy, OIle TIpY ITEPBOTO 3a0aBsSHE HA MEH3HCA Ja C€ HaMalll PUCKA 3a TUT0J1a OT JIe(HITyHOMHUI.

[Ipu Manko NpOCIEeKTUBHO NpOyYBaHe MPH XKeHU (n=64), 3a0peMeHeTH HeIIaHUPaHo, JOKATO ca
npuemMainy aeQaIyHOMHU 3a He MoBeYe OT TPU CEIMHMILH CJie]l 3a4€BaHETO U C MOCeBalia npouerypa
3a eNIMMUHHUPAHE Ha JIGKapCTBOTO, HE ca HaOIoaBanu 3HaunMu pasiuku (p=0,13) B obmiara yecrora
Ha 3HAYUMU CTPYKTYpHH nedektu (5,4%), B CpaBHEHHE C KOSTO | Jia € OT CPABHUTEITHUTE TPYIIH
(4,2% B rpynata cbc 3abosaBane [n=108] u 4,2% npu 31paBu OpeMEeHHH XeHU [n=78]).

[pu sxeHu, KOoUTO MpueMat J1eIYHOMUI U HCKaT Jia 3a0peMeHesT, ce MPErnopbyuBa elHa OT CICAHUTE
MIPOLEAYPH, 32 1a C€ KOHCTaTHpa, Ye IIIOIBT He € M3JI0’KEeH Ha TOKCUYHU KOHIIeHTpauuu Ha A771726
(Taprerna xonmenTpanus oz 0,02 mg/1):

Ilepuoo na usuaxeane

Moske na ce oyakBa T1a3MeHuTe HuBa Ha A771726 na 6bnat Han 0,02 mg/l 3a npoxbmKUTENeH
nepuoa. Moxe J1a ce o4akBa KOHIeHTpalusITa fa crnagne nox 0,02 mg/l okono 2 roauHu ciies
CITUpaHe Ha JIEYCHUETO C JIeITyHOMHU/T.

Crnen 2-roquInieH nepyuo1 Ha U3UaKkBaHe, MIa3MeHaTa KoHleHTpaius Ha A771726 ce usmepna 3a
nspBU 06T, Clie] TOBA MJIa3MeHaTa KOHIeHTpalus Ha A771726 TpsOBa 1a ce ompeer OTHOBO CIe/
WHTEepBai oT moHe 14 . Ako nBere Ta3MeHn KoHmeHTpanuu ca mox 0,02 mg/l, He ce ouaka

TCPATOICHCH PUCK.

3a ombIHATENTHA HHPOPMAIHS OTHOCHO M3CIIEIBAHETO, MOJIS, CBBpiKeTe ce ¢ [Ipurexarerns Ha
paspemnieHneTo 3a yrnorpeda Win ¢ JIOKATHUS My TIPEICTaBUTEN (BXK. TOUKa 7).

Ouucmeawa npoyedypa

Crnen criupaHe Ha JISYSHUETO C JISTyHOMU;

e  KoJIeCTHpaMUH 8 g ce mpuiara 3 mbTH JHEBHO 3a nepuoa oT 11 mHu,

e wm 50 g akTHBEH BBIJIEH Ha Tpax ce mpuiara 4 TbTH JHEBHO 3a mepuof ot 11 qHw.

W nipu aBete mpoueaypu odade, ce H3UCKBA IPOBEPKA € 2 OT/IEHU TecTa Ipe3 HHTEPBaJ OT TIOHE

14 nHu ¥ nepuoAa Ha W3YaKBaHE OT MECELl U TIOJIOBMHA MEXIY ITbpBaTa MosiBa Ha IUIa3MeHa
koH1eHtparus moxa 0,02 mg/l u omnoxnaneTo.
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JKenute ¢ gerepoacH moTeHIan TpsoBa aa 0baaT HHOOPMUPAHH, Y€ CE Hajlara Iepro.l Ha H3UaKBaHe
OT 2 TOJIMHU CIIe/I CIUPaHe Ha JICUSHUETO, IIPEIU TE J]a MOXKeE Ja 3a0peMeHsBaT. AKO IMEPHOABT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHH, C U3MOJI3BaHE HA HA/ICX THA KOHTPAIICTIINS CE CUUTA 3a
HEIMPaKTUYCH, MOXE J1a C€ IIPernopbhya Mpo(IakTHIHO Ha3HAYaBAHE Ha OYMCTBAIIIA MPOIICIypa.

u KOJICCTUPAMUH, U aKTUBCH BBIJICH HA IMpax MOraT aa MOBJIUIAAT a6C0p6I_[I/I$[Ta Ha €CTPOrcHU U
IMporecrarcHy Taka, 4€ HaJCXJJHa KOHTpaLCIII1A C IEpOpaIHN KOHTPALCIITUBH Ia HE MOXKE Aa 61))16

OCHUTypeHa 110 BpeMe Ha OYHCTBAIIaTa MPOIeIypa ¢ KOISCTHPAMUH WIH aKTUBEH BBIVICH Ha TIPax.
IIpenoppuBa ce U3MOI3BaHE HA ANITEPHATUBHU KOHTPALIEITUBHU METOM.

Kspmene

[Ipoy4uBaHusTa IPH )KUBOTHH MOKA3BAT, Y€ JISHIYHOMHU/] MIIH HETOBUTE METaOOJIMTH MPEMUHABAT B
MIIIKOTO. 3aTOBa, KbpPMEIIUTE KECHU HE TPSAOBA Ja IpUeMaT JIeITyHOMHU.

DepTUIuTeT

Pesynrarute oT mpoy4BaHusATa BHPXY QEPTHIMTETA IPU )KUBOTHHU HE Ca MOKA3aIH €EeKT BbPXY
MBKKHUS M KEHCKUSI PEPTHIINTET, HO IPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO MIpUjlaraHe
ca Ha0J0AaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

B cry4an Ha He)XenaHW peakIuy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha TMALEHTHUTE 1a Ce KOHIICHTPUpAT
U Jla pearupaT MpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan manueHTure TpsiOBa 1a ce
BB3ABPKAT OT Iodupane U padoTa ¢ MaIIUHH.

4.8 HexesaHu JIeKAapCTBEHN PeaKIuH

O0600611eHMEe Ha podiia Ha OE30IIaCHOCT

Haii-yecto choOIIaBaHNTE HEXKENIAHHM PEAKIIUU MPH JIe)ITYHOMUJT ca: JIEKO MMOBHUINIABAHE Ha KPBBHOTO
HaJISITaHe, JICBKOTICHUS, ITAPECTE3Msl, TJIABOOOIIHE, 3aMastHOCT, TUapus, TajicHe, TOBPbhIaHe,
HApYIICHUS Ha YCTHATA JInTaBuia (Hamp. aQTo3eH CTOMATHT, S3BU B ycTaTa), KopeMHa 00JIKa, 3aCUIICH
KOCOIaJ, ek3eMa, OOpHB (BKIIFOUUTEIHO MaKyJIONAMyI03eH 00pUB), ChbpOexk, CyXa KOxKa,
TEHOCHWHOBHT, noBumaBane Ha CPK, anopekcusi, 3ary6a Ha Teriio (0OMKHOBEHO HE3HAYMMA), aCTCHU,
JIEKW aJIepTUYHH PEaKIMU U MIOBUIIIABaHE HA YePHOAPOOHUTE MOKa3aTeNu (TpaHCaMHUHA3H (0COOEHO
AJIAT), no-psaxo rama-GT, ankanna ¢pocdarasza, OMIUpyOHH)).

KﬂaCI/I(l)I/IKaI_II/Iﬂ Ha OYaKBaAHUTC YCCTOTH:

Muoro uectu (>1/10); wectu (=1/100 go <1/10); meuectu (=1/1 000 mo <1/100); peaxu (=1/10 000 no
<1/1 000); muoro peaku (<1/10 000), c Heu3BecTHA YecTOTa (OT HAIMYHUTE JAHHU HE MOXKeE J1a Oblie
HaIpaBeHa OLIEHKA).

[Ipu Besiko rpymnupaHe B 3aBHCUMOCT OT YECTOTaTa, HEXKEIaHNUTE JIEKAPCTBEHU PEAKIMU ce N30posiBaT
B HU3XOJISAII PeJl 10 OTHOIIIEHUE Ha TIXHATa CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penkn: TEXKU UHPEKIUH, BKIIFOYUTEIHO CEIICHC, KOMUTO MOXe Ja Objae (haTajieH

KaxkTo apyru cpeacTsa ¢ MMyHOCYIIPECHBEH OTEHITHAM, JTeQIYHOMU MOXKE J]a YBEITIN
MOJIATJIMBOCTTA KbM UH(EKIINH, BKIFOYUTEIHO OMOPTIOHUCTUYHN MH(PEKITUY (BXK. CBIIIO TOYKa 4.4).
CrenmoBarenHo o0IaTa 4ecToTa Ha HHQEKIUUTE MOXKeE J1a ce yBeINIHd (0cOOEHO Ha PUHUT, OPOHXUT H
ITHCBMOHHUSA).
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Heonnasmu — 0obpoxauecmeseni, 310kauecmeen U Heonpeoenenu (6Ki. KUCmu u noaunt)
PuckbT 0T 3710Ka4ecTBEHOCT, 0COOEHO TUM(OTPOTU(EepPATUBHI HAPYIICHHUS, € YBEIHUCH MTPH
ynorpebaTta Ha HIKOH HMYyHOCYTIPECOPH.

Hapywenus na kpvema u mumgnama cucmema

Yectu: JieBKoneHus (JieBkouuty >2 g/1)

Heuectn: aHeMusi, Jjeka TpomOounTonenus (Tpomooruta <100 g/1)

Penxu: MAHIUTOTICHHs (BEPOSATHO JIbJDKAIIA Ce HA aHTUNPOIr(epaTHBEeH MEXaHU3bM),
neskorieHus (ieBkonuTH <2 g/1), eosnHODmHs

MHoro peaku: arpaHyJioLuTO3a

CKOpOHIHa, CIHOBPEMCHHA HUJIU MOCJICABaIla yHOTpe6a Ha NOTCHIMAJTHO MUCJIOTOKCUYHHA CPEACTBA
MOXKE Ja 6’B,Z[e CBBbpP3aHa C MMO-BUCOK PUCK OT XEMATOJIOTUYHU PCAKITHH.

Hapywenus na umynnama cucmema

Yecru: JIEKU aJIEPTUYHU PEaAKINU

MHoro penku: TEXKH aHa()MITaKTHUHN/aHA()UITAKTOMTHH PEAKLMH, BACKYJIHUT, BKIIOUUTEIHO
KO’KeH HEKPOTH3HpaIll BaCKyJIUT

Hapywenus na memabonusma u xpanenemo

Yecru: nosumaBane Ha CPK

Heuectn: XUIOKATUEMHSI, XUIIEPIUIHAeMuUs, Xunodocharemus
Penku: nosuiraBade Ha LDH

C HeusBecTHA

YecToTa: XUTIOYPUKEMHUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepenama cucmema
Yectn: napecresus, raBodosme, 3amMaiiBane, neprudepHa HeBpoIaTus

Cvpoeunu Hapyuwenus
Yectn: JIEKO TOBHUIIIaBaHEe HA KPBBHOTO HAJISITAHE

PGILKI/IZ SHAYUTCIIHO IMMOBUIIIABAHC HA KPbBHOTO HAJIATAHC

Pecnupamopnu, epvonu u meouacmunannu HapyuleHus

Penxwu: WHTEPCTUITHATHA OenoapoOHa 60ecT (BKIFOUUTEITHO HHTEPCTHITHAICH
ITHEBMOHHT), KOSITO MOXKe J1a Ob/ie aTanHa

C HemsBecTHA 0eoapoOHa XUTTEPTOHUS

4ecTora:

Cmomawno-upesnu HapyuieHus

Yectu: KOJIUT, BKJIFOYUTEITHO MUKPOCKOITMYEH KOJIHT, KaTO HAapUMep JIUM(OIUTEH KOJIUT,
KOJIar€HO3€H KOJIUT, AUapusl, rajieHe, IOBphIIaHe, yBpeKJaHe Ha yCTHATA
nuraBuna (Hamp. aQTO3eH CTOMATHUT, 3BU B yCTaTa), KopeMHa O0Jka

Heuecrn: HapyIIeHHs BbB BKyca

MHoro penku: MMaHKPEaTUT

Xenamobunruapuu HapyuweHus

Yectu: MOBHUIIIaBaHE HA YePHOAPOOHUTE TTOKa3aTenu (TpancamuHasu [ocoderno AJIAT],
no-paako rama-GT, ankanHa docdaraza, OunupyOounn)

Penxu: XeTaTHT, XbJITeHHIa/X0JlecTa3a

MHoro penku: TEXKO YEPHOPOOHO YBPEKIAHE KATO YePHOAPOOHA HEJTOCTATHYHOCT U OCTPa

YepHOAPOOHA HEKpO3a, KOUTO MoraT Jia ObAat (haTaiHu
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Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAH

Yectu: 3aCHJICH KOCOTIa, ek3eMa, OOpHB (BKIIOYHUTEITHO MaKyJIOIAITYyJIO3¢H 00pHUB),
CBHpOEIK, Cyxa Koxa

Heuectu: ypTUKApHUS

MHoro peku: TOKCHYHA eNuJiepMaliHa HEKPOoJIn3a, CHHIPOM Ha Stevens-Johnson, epurema
Mystadopme

C HeusBecTHa KOXEH JIYITyC EPUTEMATO/IEC, TyCTYJIO3€H IICOPUA3KC WIIH BJIOIIaBaHE Ha

4yecrora MICOPHA3NC, JISKAPCTBEHA PEaKIIMs C €O3MHOPMINS U CUCTEMHH CUMIITOMU

(DRESS), koxHa s13Ba

Hapymeﬂuﬂ Ha MyCKy]ZHO—CKEﬂemHama cucmema u Cbeauﬂumeﬂﬂama MbKAH
Yectu: TEHOCHUHOBUT
Heuectn: pYNTypa Ha CyXOXKUIUE

Hapywenus na 6vopeyume u NUKOYHUmMe Nomuuya
C HeusBecTHa OBOpedHa HeTOCTATHYHOCT
4ecToTa:

Hapywenus na ev3npouzeooumennama cucmema u 2epoama
C HeusBecTHa rpaHUYHO (0OpaTHUMO) IMOHIKAaBaHE Ha KOJMUYECTBOTO HA CIIEPMATO30U/IHTE,
YeCTOTa! o01IHst Opo crIepMaTo30HIN 1 MOABIKHOCTTA UM

Obwu napyuwenus u epekmu Ha MACMOMO HA NPULONCEHUE
YecTu: aHopeKcusl, 3aryba Ha Teryio (0OMKHOBEHO HE3HAYNMA), aCTCHUS

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIe]] pa3peiiaBaHe 3a ynorpeda Ha JeKapCTBEHUS

MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CIICIIMAJIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJT03UPaHa HeXKEIaHa PeaKilys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, TOCOYCHA B

IIpunoxxenue V.

4.9 IIpeno3upane
CumnroMu

NwMa cpoO1ieHus 3a ciiyyan Ha XpOHUYHO TIPEI03UpaHe MPH MallUeHTH, TpueMaIiy Arava B THCBHU
JIO3H JIO TIET ITbTH MO-TOJIEMH OT IPENOPHYHTEIIHATA JJHEBHA /1034, ¥ CIIyYau Ha OCTPO MPEI03UpaHe
NpY BB3PACcTHU ¥ Jena. Hama choOIeH s 3a HexellaH! ChOUTHS TIPH MTO-TOJIIMAaTa 4acT OT CITy4auTe
Ha npeao3upaHe. Hexxenanure chOUTHS, ChBMECTHMH C TIPOQHIIa Ha 0€30MaCHOCT Ha JIS(hIyHOMH]T Ca:
KOpeMHa 00JiKa, TaJicHe, Tuapys, IOBUIIICHH YePHOPOOHH €H3UMU, aHEMUS, JICBKOTICHHS, ChPOCIK U
0o0puB.

OsnagsBaHe

B ciyuait Ha mpeao3upaHe WM TOKCHYHOCT, C€ MPEHOPbUBa PUEMAHETO Ha KOJIECTUPAMUH HITH
aKTUBCH BBIJICH, 32 YCKOPsIBaHE HA elMMUHUpaHeTo. KonecTrupaMuH, MPUI0kKEH MEPOPAITHO B 7033 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOJIU € HAMAIWJ IJIA3MEHUTE HUBA Ha
A771726 ¢ oxoio 40% 3a 24 yaca u ¢ 49% 10 65% 3a 48 4aca.

JlokazaHo e, 4ye MPUIIOKEHUETO Ha aKTHBEH BBIJIEH (TIpaxX, MPUTOTBEH KaTO CYCIIEH3Us) Ipe3 ycTaTa
WJIN 9pe3 HazoracTpanHa cona (50 g Ha Bcekn 6 gaca 3a 24 yaca), HaMaJsBa IJIa3MEHUATE
KOHIICHTpAITN! Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

Te3u ourCTBAIY MPOIIEYPH MOXKE J]a C€ TIOBTOPAT NIPU KIMHHYHA HEOOXOIUMOCT.

[poyusanus npu xemoauanuza 1 CAPD (xporndyna amOynaTopHa NepuTOHeallHa AUain3a) MoKa3Bar,
ye A771726, OCHOBHUSAT METa0OIUT Ha JIEHIYHOMH HE MOXeE Ja ce TUaTU3Upa.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA
dapmakoTepalieBTHIHa Tpyna: cellekTuBHU nMyHocynpecopu, ATC kom: LO4AKO1

(DaDMaKOIIOFI/IH OpH Xxopa

Jledbmyromun e 6oecT-MOAUPUITUPAIITO AHTHPEBMATUYHO JIEKAPCTBEHO CPEIICTBO C
aHTUTIPONIU(EPATHBHU CBOICTBA.

dapmakoJIOTHsl IPHU KUBOTHU

Jlepnmynomuz e eekTUBEH P MOACTH HA apTPUT U IPYTU aBTOMMYHHH 3a00JIIBaHHS NIPY KUBOTHH,
a Taka ChLIO U MIPY TPAHCIUIAHTALIUS, TJIABHO aKo ce MPUIIOKHU BbB (hazaTa Ha ceHcuOmnu3upane. Toi
MMa MMYHOMOTYJIMPAIlN/MMYHOCYTIPECHBHY CBOWCTBA, IEHCTBA KAaTO aHTUIPOINU(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIHH CBOMCTBA. [IpH )KUBOTHHCKH MOZAETN HA aBTOUMYHHH 3200 IsIBAaHUS
nedayHOMU/ MOKa3Ba Hall-qo0bp MPOTEeKTUBEH e(eKT MPpH MPUIOKEHUE B paHHAaTa ¢a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo To OBP30 U TIOUTH HAITBITHO ce MeTabonmm3upa 10 A771726, KOUTO € aKTHBEH in Vitro U ce
NpeArnosiara, 4e € OTTOBOPEH 3a TePANEeBTHYHHS €(EKT.

MexaHn3bM Ha JIEUCTBUE

A771726, ak THBHUAT METaOOJHUT Ha JIehTYHOMUJT, TIOATUCKA SH3UMA TUXHPOOPOTAT ACXUIPOreHa3a
(DHODH) nipu xopa u nposiBsiBa aHTUIIPOIH(EpaTUBHO ASHCTBUE.

Kinnanuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

Eduxacnoctra Ha Arava npu JeueHHe Ha PeBMaTOUIEH apTPUT € J0Ka3aHa MpH 4 KOHTPOJIUPaHU
m3nutBanus (1 BbB ¢asa Il u 3 BeB ¢aza I11). [Ipu ¢a3a Il uznursaneto, npoyusane Y U203,

402 y9acTHHIIN C aKTUBEH PEBMATOUICH apTPUT Ca PAHIOMU3NPAHHU Ha TUTare0o
(n=102),nednynomun 5 mg (n=95), 10 mg (n=101), nunu 25 mg/auesno (n=104). Jleyenuneto e
MPOABIDKUIIO 6 Mecera.

Beuuku naruenty BB ¢asa [l n3nursanusTa ca npueMany HadyaiHa o3a ot 100 mg 3a Tpu aHU.
IIpu mpoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTUBEH PEBMATOUICH apTPHUT Ca PAHIOMU3HPAHU Ha
nedaynomug 20 mg queBHo (n=133), cyndacanasun 2 g nueBHo (n=133) mnu mianedo (n=92).
JleueHHETO € MPOABIDKUIIO 6 Mecena.

[MpoyuBaneTro MN303 e akynraTHBHO Ciso 6 MeceuHO MPOIbIDKEHHE Ha mpoyuBane MN301 6e3
iane0o rpyma, mpyu KOeTo ce cpaBHABA €PEKTHT OT 12 MecedHo npueMane Ha JISQIyHOMH 1
cyndacanazus.

IIpu npoyusaneTo MN302, 999 yqacTHUIIM ¢ aKTUBEH PEBMATOUACH apTPHUT Ca PAHIOMU3UPAHHU Ha
nedaynomug 20 mg/nueBno (n=501) unu merorpekcar 7,5 mg/ceaMuyHo 10 15 mg/ceamuyno
(n=498). JobassiHeTo Ha (onueBa KucenuHa e Omio mo u3dop u e npuiarano camo npu 10% ot
nanueHTuTe. JleueHnueTo e mpoawpnKuio 12 Mecena.

ITpu mpoyuBane US301, 482 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMU3HMPAHU Ha
nedryHomun 20 mg/maeBHO (n=182), MeToTpekcar 7,5 mg/cenmuyno 10 15 mg/ceqmuano (n=182),
i iane6o (n=118). Benuku nanuenTu ca nojayyasaiy o 1 mg ¢onreBa KUceIrMHa 1Ba IbTH
JTHEeBHO. JIeueHneTo e mpoapnKuiIo 12 Mecera.

Jlepnmynomuz B AHeBHa N03a Hail-manko 10 mg (10 mo 25 mg B npoyuBane YU203, 20 mg B
npoyuBanust MN301 u US301) e moka3zai cTaTHCTUYECKH 3HAYUMO I0-100Bp ePeKT OT miaredo npu
HaMaJsBaHE Ha MPU3HALMTE U CUMIITOMUTE HA PEBMAaTOMAHUS apTPUT NIPU BCHUKU

3 mnane60-KOHTpoIMpany M3nuTBaHuA. CTereHTa Ha OTTOBOP Ha JICYSHUETO M0 KiacHpUKanusITa Ha
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ACR (AMepHuKaHCKHUS KOJIEX [0 peBMaToNOrHs), B mpoyusaneto YU203 e 27,7% npu miarnebo,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesHo. [Ipu daza Il uznursanmsra,
creneHTa Ha oTroBop o ACR 3a nedmynomua 20 mg/nueBHo, cpsimo mnanebo e 54,6%, cripsmo
28,6% (poyuBane MN301) u 49,4%, cnpsamo 26,3% (mpoyuBane US301). Cnen 12 mecena Ha
aKTUBHO JIeueHHe, cTenenTa Ha otroBop mo ACR npu nmanmentute Ha nediynomus e 52,3%
(npoyusanust MN301/303), 50,5% (nipoyusane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% npu nauueHTute Ha cyndacanaszut (nmpoyusanust MN301/303), u merorpekcat - 64,8%
(mpoyusare MN302) u 43,9% (mpoyusane US301). IIpu npoyuBare MN302 nedurynomus e
3HAYUTEIIHO M0-c1a00 edekTuBeH oT MeToTpekcar. O0aue, npu npoyusane US301 He ca ycTaHOBESHH
3HaYMMH Pa3IUKUA MEKAY JeQIIyHOMH U METOTPEKCaT, B IbPBUYHHUTE IapaMeTpu 3a edukacHocT. He
e HaOJIrojaBaHa pa3iuka Mexxay Jediynomun u cyidacanazus (mpoyusane MN301). EpexrsT oT
JICUCHUETO C e(IyHOMHUS ce € POSIBIII ciell 1 Mecel], cTabumu3upan ce e ciies 3 10 6 Mecena u e
MIPOABIDKHUII TI0 BpEME Ha LIENUs KypC Ha JICUeHHE.

PannoMusupaHo, TBOHHO-CIIAIO, MAapPaIeIHOTPYIIOBO, HOHUH(EPHUOPHO MPOYUBaHE, CPaBHIBA
OTHOCHUTEIHATa e()UKACHOCT Ha JIBE Pa3IMYHU JHCBHU HOABPKAIIK 103K JeduryHoMmu 10 mg u

20 mg. OT pe3ynTaTure MOXKe JIa CE 3aKIII0YH, Ue pe3yNTaTUTe 3a eUKACHOCT Ha MOIbpIKAIIATA 1032
ot 20 mg ca 1mo-01aronpUsATHU, HO OT Apyra CTpaHa, pe3yTaTuTe 3a 0€30IaCHOCT ca B T0JI3a Ha

Mo IbprKamara jgo3a ot 10 mg.

THeouampuuna nonynayus

JlepmyHomuz e u3cnenBaH B OTJEIHO MYJITUIEHTPOBO, pAaHIOMHU3HPAHO, ABOHHO-CIISIO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 nmauuentu (47 B rpyna) ¢ NOJAMAPTUKYJIAPEH TUI IOBEHUIEH
peBmarouzieH apTput. [lanmenture ca Ha Bp3pacT 3-17 roauHy, C AKTUBEH MOJAMAPTUKYJIAPEH TUI
FOPA, He3aBUCHMO OT HAa4aJIOTO Ha 3a00JIIBAHETO U HE ca JIEKYBaHH JJOCETa C METOTPEKCaT MU
nedayHomuz. B ToBa m3nuTBaHe, HaTOBapBaIaTa J03a U MOAIbpIKaIIaTa 103a Ha Je(IyHOMHU] ca
OTIpeZIeTICHN B TPH KaTEerOpHH, B 3aBUCUMOCT OT TerioTo: <20 kg, 20-40 kg n >40 kg. Cnen

16 ceqmuLy Ha JIeUeHUE, Pa3IMKaTa B CTEIICHTa HA OTTOBOP € CTATUCTHUYECKH 3HaYKMMa B I10J13a Ha
metorpekcar rpu KOPA Omnpenensae na nogoopenueto (OIT) >30% (p=0,02). I1pu pearupanure, T031
OTrOBOp € MOJABbPXaH B MPOAbIDKEHHE Ha 48 ceaqmuiu (BX. Touka 4.2).

XapakTepbT Ha HeXXeJIaHUTe ChOUTHA Ha Je(IyHOMUA U METOTPEKCcaT M3k A CXOCH, HO 103aTa,
U3I0JI3BaHa [P MALMEHTHU C O-HUCKO TErJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3UIUS (BXK. TOUKA
5.2). Te3u naHHU He NMO3BOJIsBAT e(heKTHBHA U Oe30IacHa MPEnopbKa 3a JO3MPOBKa.

llcopuamuuen apmpum

EdukacroctTa Ha Arava rpu JieueHrue Ha ICOPUATHYEH apTPUT € T0Ka3aHa IPH KOHTPOIUPAHO,
PpaHAOMU3UPAHO, IBOMHO-cisAno mpoyuBaHe 3L01 npu 188 mauuenTy ¢ ncopuaTUyueH apTpuT,
nexkyBanu ¢ 20 mg/neH. [IpoabrKuTeTHOCTTA Ha JIeUeHHE € 6 Mecena.

Jlepnmynomuz 20 mg/neH e 3HauYuTEIHO MO-H00Bp OT M1ane0o 3a HaMalsiBaHe HAa apTPUTHUTE
CUMTOMH IpH nanuenTty ¢ ncopuatuyer aptput: KOJIITA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupaiute ca 59% B rpynara Ha nedaynomun u 29,7% B rpymnaTa Ha
mtane6o 70 6 mecera (p<0,0001). EbexTsbT Ha tedayHOMH BBPXY M000psIBaHe HA (DYHKIMITA U
HaMaJsiBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Tlocmmapkemuneosu npoyueanus

Panpomusupano npoyuyBaHe oLEHsIBa KIMHUYHO e(hUKacHaTa CTENEeH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAUJIC naumentu (n=121) ¢ panen PA, xouto ca nonyuasanu 20 mg unu 100 mg nedpayHomun B
JIBE TIapajiesTHH TPYIIH, [0 BpeMe Ha Ha4aIHWUs TPUIHEBEH JIBOMHOCIAN nepuoa. Havamaust nepuon e
MOCJIEBaH OT TPUMECEUEH OTKPUT MOILIbPrKAIL IIEPHOJ, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
noiy4asaiu jedayHomun B 1o3a 20 mg nuesHo. He e HaOiogaBaHo HapacTBaHe Ha 00IIAaTa Moj3a B
u3cJesiBaHaTa IMOoMyJalys Mpy MpUI0KEHHEeTO Ha HaTOBapBallla CXeMa Ha npuiarade. J[anHuTe 3a
0e30MacHOCT, MOJyYeHH OT JIBETE TPy Ha JICYCHHUE, Ca B CHOTBETCTBUE C M3BECTHHS MPOQIIT Ha
Oe3omacHOCT Ha J1e()IyHOMH, KATO YeCTOTaTa Ha CTOMAIIIHO-YPEBHU HEKeJIaHU ChbOUTHA U Ha
MTOBULICHU YE€PHOIPOOHU €H3UMH € TI0-BHCOKA IIPH NALMEHTUTE, NOTy4aBallyd HATOBapBalla 103a OT
100 mg nedryHOMUI,
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5.2 ®apmakoKMHETHYHH CBOWCTBA

Jlepmynomuza 6bp30 ce MeTabOIM3Mpa JO aKTUBHUS cH MeTaboiut, A771726 upe3 “first pass”
MeTa0oIM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npo0. [Ipu nmpoyusane c
M30TONHO Gensasan “C-nepayHOMEI Ipy TpUMa 3paBH JOOPOBOJIIH, HE € HAMEPEH HEMPOMEHEH
nedayHOMU/ B TUIa3MaTa, ypuHaTa win ¢exanuure. [Ipu Apyru mpoydBanus, psiaKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(hIyHOMU B IJIa3Mara, B IUIa3MEHH HUBA OT MopsabKa Ha ng/ml.
EnuHCTBEHUAT paioaKTHBEH META0OMUT B Tu1azmata ¢ A771726. To3u MeTaboHT € OTTOBOPEH U 32
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopbOupa. BpemeTo 3a focTurane Ha MaKCMMajIHaTa [U1a3MeHa KOHIeHTpanus Ha A771726 e MHOTO
pasnugHO: MeXay | u 24 gaca cien eqHOKpaTHO npueMane. JledryHoMum Moxke J1a ce mpueMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTENeHTa Ha abcopOLus € cpaBHIMA Ha TTIaHO ChbCTOSHUE U e
xpanene. [lopaan U3BbHPEIHO ABJITHA NOTYKUBOT Ha A771726 (0kos0 2 ceAMULN), IPH KIMHUYHUTE
MIPOYYBaHUS € U3ITOJI3BaHa HaToBapBama g03a oT 100 mg 3a 3 quuU 3a M0-0BP30 MOCTHTaHE HA
cTalioHapHu HUBa Ha A771726. M3uucieHo e, ye 6e3 HaTOBapBalla /103a, 3a JOCTUTAHETO Ha
CTallMOHAPHU IJIa3MEHU KOHLEHTPALUH LIe ca HEe0OXOIUMH MOYTH JIBa Mecela npuioxenue. [Ipu
MIPOYUYBAHUS C MHOTOKPATHO NMPUIJIOKEHHUE, TP NMALMEHTH C PEBMAaTOUJIEH apTPUT,
(hapMaKOKMHETUYHHUTE TIapaMeTpy Ha A771726 ca TuHEHHM 3a 030BUs AMAIa3oH oT 5 10 25 mg. [pu
TE3U MPOYYBAHMSA, KITMHUYHUAT €eKT € IPSKO CBBbP3aH C IIa3MeHaTa KoHUeHTpauus Ha A771726 u
Ha JHEeBHATa J03a Ha jedayHomua. [lpu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaIys
Ha A771726 B cTanmoHapHO cheTosAHUE € mpubam3utenHo 35 pg/ml. Ilpu cranmonapHo chcTosTHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHU C T€3U IIPH SIUHUYIHA 1034,

PasnpeneneHue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOoTeHHUTE (anmoymunante). HecBbp3anaTa
yact e okoJ0 0,62%. Cbp3BaneTo Ha A771726 ¢ mina3mMenus ajnOyMyH € TMHEHHO B paMKUTE Ha
TepaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOWIHO MPU HAalUeHTH C
pEBMATOUICH apTPUT WM XpOHHYHA OBOpEeYHa HEAOCTATHYHOCT. EKCTEH3MBHOTO CBBbpP3BaHE Ha
AT71726 c mpoTenHUTE MOXE Ja TOBEAC 10 N3MECTBAaHE Ha APYTH EKCTCH3UBHO CBBhP3aHH JIEKapCTBA.
[IpoyuBanus in vitro 3a B3aMMOAEHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH He TIOKa3BaT B3auMoieiicTus. [1o1o0HN mpoyuBaHus ¢
noymnpodeH u qukiaodeHak ChIo HE OKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBbP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HUIWYKE HA TOJIOYTaMHUI.
A771726 nzmectBa ubynpodes, quknodenaxk u Toa0yTaMuI, HO HECBbp3aHaTa (paKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 1o 50%. Hsama nannu 3a KIIMHAYHO 3HAYCHHE HA TE3U
edextu. [lopaau 3HAaYUTEITHOTO CH CBBP3BaHE ¢ Ila3MeHuTe OenThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoso 11 nutpa). He e yctanoBeHo npedepeHInaiHo moeMaHe 0T epUTPOLIUTHTE.

BuorpanchopMmarus

Jlepnmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Jpyry BTOPOCTETICHHU
MeTabonuTH, BKIToUnTeTHO TFMA (4-TpudiryopomeTmianuint). MeTtabomuTHaTa
ounotpanchopmanus Ha nedayHoMua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30OMaJIHATa, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppaxunu. IIpoyuBanus 3a B3auMoAEHCTBHE ¢ IMMETHIVH (HecTleln(pUUCH HHXUOUTOP Ha
muroxpoM P450) u pudammunun (HecienuduueH nuroxpom P450 uHAyKTOP) OKA3BAaT, 4e in vivo
CYP enzumuTe yuactBat B MeTaboIM3Ma Ha JIeIyHOMHU CaMO B MajIKa CTETIEH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHALMOHHUAT NOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiokeHue Ha OesnsizaHa ¢
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W30TOII 7032 JICQITYHOMHU/I, PaTMOAKTHBHOCTTA CE OTAEISI SIHAKBO BHB ()eKATNUTE, BEPOSTHO Upe3
eJIMMUHUPAHE C JKIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpue B ypuHaTa U (heKaJIuuTe 10
36 nHHU el eMHOKPaTHO MmpueMaHe. [ IaBHUTe MeTa0oINTH B YPUHATA Ca TIIFOKYPOHUIU Ha
neduryHoMu/ (TIIaBHO B ripobute ot 0 10 24 yaca) 1 OKCaHHIIOBO MPOu3BOAHO Ha A771726. BB
(hekamuuTe ce OTKpHBa ritaBHo A771726.

YcraHoBeHO €, ye Npu Xopa NPUII0KEHHUETO Ha MepopaHa CyCIeH3Hs aKTUBEH BBIJICH Ha Mpax Wil
KOJISCTUPAMHH BOJH 10 OBP30 M 3HAUUTEITHO YCKOPsIBaHE Ha eKcKkpenuaTa Ha A771726 n HamarnsBaHe
Ha TUTa3MEHUTE KOHIIeHTpanuu (BXx. Touka 4.9). ToBa ce IbDKHM Ha CTOMAIITHO-YPEBEH MEXaHU3bM Ha
OTJIEJISIHE W/WJIA HAa PEKhCBAaHE HA CHTEPO-XETATAITHUS IIUKBII.

brOpeuno yBpexaaHe

JledmyHOMU/I € IPHUIIOKEH B €IMHIYHA TepopaiHa j03a oT 100 mg npu 3 manueHTy Ha XeMo Tualin3a
1 3 ManMeHTH Ha IPOIBJDKUTENHA epuToHeanta auannia (CAPD). dapMakokiHETHKATa HA
AT771726 ipn manmenTr Ha CAPD m3ritexxaa cXoaHa ¢ Ta3| MpH 31paBu 100poBoid. [10-06p30
enuMuHUpane Ha A771726 e HaOnmroAaBaHO NP MANMEHTUTE HA XEMOIUAIN3a, KOSTO HE C€ JIbIKU Ha
SKCTpaKIHs Ha JICKAPCTBEHUS MTPOIYKT B AUAIIA3ATA.

YepHoapoOHO YBpEXIaHe

Hsma naHHU 3a JIeueHHEe Ha MAlMEHTH ¢ YePHOAPOOHO YBpEeKIaHe. AKTUBHUAT MeTa00auT A771726 ¢
CBBbP3aH B roJsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cexpenus. Te3u nponecu Mosxe 1a ObAAT MOBIUSHH OT YEPHOIPOOHA TUCQYHKIIHA.

IlenuaTpuyHa momyaamus

®dapmakokuHeTrkata Ha A771726 cien mepopaiHo MPUIOKEHUE Ha eQIIyHOMH]] € U3CIIeABaHA MPH
73 menuaTpUYHU MAITUEHTH C MMOINAPTUKYJIAPEH THIT IOBEHIUICH peBMaTounaeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. Pesynrature oT nmomynanuoHeH papMakKOKMHETHUYCH aHAIU3 Ha TE3U
NPOYYBaHUS MMOKA3BaT, Y€ NeIUaTPUYHHUTE MALUeHTH ¢ TeJecHo Terino <40 kg uMaT HamaneHa
crucreMHa excriosunms (n3MepeHa upe3 Cgs) Ha A771726, mogo0HO HAa BE3PACTHUTE TAITUEHTH C
peBMaToucH apTput (BXK. Touka 4.2).

Crapyecka Bb3pacT

(DapMaKOKI/IHeTI/I‘-IHI/ITe JAaHHU IIpH JTUlla B CTapUCCKa Bb3pacT (>65 FO,I[I/IHI/I) Ca OrpaH”u4cHH, HO
CbOTBCTCTBAT Ha (l)apMaKOKI/IHCTI/IKaTa IIpyu NO-MJIaAUTC Bb3PACTHU.

5.3 IlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JlepmynoMua, IpUIIOKEH MEPOPATHO U HHTPANICPUTOHEATHO € U3CJICABAH B IPOYUYBaHHS 32 OCTpa
TOKCHYHOCT IIPY MHUIIKH U IUTBXOBE. [Ipoy4BaHMs IPH MHOTOKPATHO TEPOPAITHO MPUIOKEHHE Ha
nedIyHOMUA IPU MUIIKH 3a IIEPHUOJ OT 3 Mecela, IUTbX0BE U KydeTa 710 6 Mecena 1 MaiiMyHH J10

1 Mecel mOKa3Bart, ye INIABHUTE TAPT€THU OPraHH 32 TOKCUYHO YBPEXKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTa, Jajlaka, TAMyca U TuMQpHHUTE Bb3IH. | TaBHUTE edeKTH ca
aHeMusl, JICBKOTICHHS, HaMaJieH Opoil Ha TPOMOOIIMTUTE U MMaHMHEJIONATHSI i OTPa3siBAT OCHOBHUS
MEXaHU3bM Ha JACHWCTBHE Ha BElIeCTBOTO (moaTuckane Ha cuaTe3aTa Ha JJHK). Ilpu mrbxoBe u KyueTa
ca Hamepenu Tenna Ha Heinz w/unu Howell-Jolly. Ipyrure edextu, yctaHOBEeHH BBPXY ChPILETO,
4yepHUS Apo0, KOPHESATa U PECIMPATOPHUS TPAKT OMXa MOTIIH Ja ce OOSCHST C MHPEKIIUH BCIICACTBUE
Ha UMYHOcyTpecusTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA TIPH JIO3H, CKBHUBAJICHTHH Ha
TEpaneBTUYHUTE JO3H IPH XOpa.

Jlepmynomun He e myTtareHeH. Bropoctenennust Metabonut TFMA (4-tpudiryopoMeTHITaHUIINH)

MIPEIU3BUKBA KJIACTOTEHHOCT M TOYKOBU MYTAIIUH i1 Vitro, KaTo JIUICBAT JOCTATbYHO JaHHU Jalli TOU
MOJKE JIa TIPEeIU3BHUKA TO3U €PEKT in Vivo.
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[Tpu npoy4BaHe 32 KAPIIMHOTCHHOCT TPH ILTHXOBE, JI1eQIYHOMUJI HE € TIOKa3al KaplinHOTCHEH
noreHimai. [lpu npoyuBaHe 3a KapIIHHOTEHHOCT NPH MUIIKK € Ha0JIi0/IaBaHa IMO-BICOKA YeCTOTa Ha
3JI0KaY€CTBEH JIMM()OM MPU MBKKUTE B IpylaTa Ha Hali-BUCOKA /1032, HAH-BEPOSITHO JIBJDKAIIL CE Ha
UMyHOcynpecuBHUS eekT Ha nedryHoMua. [Ipy xeHCKkn MULIKY € HaOJI0JaBaHo JJ0303aBUCHMO
yBEJMYCHIE HAa YeCTOTaTa Ha OPOHXHMOJIO-AIBEOJIAPHH aJICHOMH U KapIIUHOMH Ha Oenust 1po0.
3HaYeHNETO Ha TE3W HAXOJKH MPHU MUIIKH 3a KIIMHUYHATA yroTpeOa Ha JedryHOMU He €
YCTaHOBEHO.

.He(i).]'IYHOMI/IJI HsIMa aHTUTEHHH CBOIMCTBA IpU )XUBOTHUHCKH MOJICIIN.
.He(l)J'Iy'HOMI/I,Z[ € €M6pI/IOTOKCI/ILI€H 1 TCPATOTI'CHCH IIPpU IUITBXOBC U 3aﬁun B PaMKUTC Ha
TCPAINCBTUYHUTEC JO03U ITPU XOpa U MMPUIHNHABA HEIKCIAHU PCAKIIHNU BbPXY MBIKKUTE PCIIPOAYKTUBHU

OpraHy IpH NIPOYYBAHUATA 32 TOKCUYHOCT IIPYU MHOT'OKPATHO NpUJIoKeHHE. DEPTUIUTETHT HE €
HaMalleH.

6. OAPMAIEBTUYHU JAHHU
6.1 ChoucbK HAa IOMOILIHUTE BeleCTBA
Tabaemno s0po:

[{apeBu4HO HUIIECTE

IoBumon (E1201)

Kpocnosugon (E1202)

Cunuies TUOKCHI, KOJIOUIEH 0€3B0AeH
Maruesues creapat (E470b)

JlakTo3a MOHOXMApAT

Dunmoso nokpumue:

Tank (E553b)

Xumnpomenosa (E464)

Turtanues auokcun (E171)

Makporoa 8000

6.2 HecnbBMecTUMOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roauHu.

6.4 CrnenuajaHu ycJI0BHA Ha CbXpaHeHHUe

Bbiucrep:  [la ce cbhxpaHsiBa B OpUIMHAIHATA OMAKOBKA.
Bytunka:  CwxpansBaiiTe OyTHiKaTa INIBTHO 3aTBOPEHA.

6.5 Bua u chbabp:xaHMe HA ONMAKOBKATA
Brmucrep:  Anymunmii/anymunnes Onuctep. OnakoBku: 30 u 100 punmupanu tabneTky.

Bytunka: 100 ml HDPE OyTtunka ¢ mmpoko rspIo, ¢ Kanayka Ha BUHT C BIpaJeH KOHTEHHep 3a
uscymasane, chabpxama 30 wiu 100 hunMupanu TabaeTKH.

He Bcruku BUIOBE ONAaKOBKH MOTAT Jia ObJIaT IIyCHATH B TIPoIaxoa.
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6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

Hsama CIIClMaJIHA U3UCKBAHUS 34 U3XBBPJIAHC.

7. MNPUTEATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/001-004

9. JATA HA ITBPBO PASPEIIIABAHE/IIOJJHOBSIBAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

JaTta Ha mEpBO paszpemanane: 2 cenremBpu 1999 r.

Jlata Ha mocneaHo nomHoBsiBaHe: 1 romm 2009 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IToapo6Ha mHGOpMaNHS 32 TO3H JEKapCTBEH MPOIYKT € MPEAoCcTaBeHa Ha yebcaiita Ha EBporrelickaTa
areHIys 1o JekapcTaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 20 mg ¢puiMupaHu Ta0JIeTKH

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska tabnerka cpabpika 20 mg nedaynomug (leflunomide).

TTomoliiHM BENIECTBA ¢ U3BECTHO JICUCTBUE
Bcsika Tabnerka chabpika 72 mg J1aKTo3a MOHOXHUAPAT.

3a IIBJIHUA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

JKbnrennkasa 10 oxpa, TpUbI'bIHA QUIMHpaHa TabneTka, ¢ orneyarano ZBO ot enHaTa cTpana.

4. K/IMHUYHU JAHHN
4.1 TepaneBTHYHHU MOKA3AHUS

.HC(l)J'IYHOMI/I,I[ € IMOKa3aH 3a JICUCHHC Ha Bb3pAaCTHU MAlITUCHTH C:

o AKTUBEH PEBMATOMICH apTPHUT KaTo “OosiecT-MOAN(UIIMPAIIO aHTUPEBMATHYHO JIEKAPCTBEHO
cpeactso” (BMAJIC)
o AKTUBEH [ICOPUATHYEH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHUE C XeTaTOTOKCHYHN MiH XematoTokcnayan BMAJIC (nHarmp.
METOTpEKCAT) MOXKE /1a IOBEJIE 10 YBEIMUCH PUCK OT CEPHO3HHU HEXXETaHU PEaKkly; CIIeA0BaTEIHO,
Ipeay 3aroyBaHe Ha JEYEHUETO ¢ JedayHoMua, TpsioBa ga Obae BHUMATEIHO NPELCHEHO
CHOTHOIIIEHUETO T0JI3a/PUCK.

Hemo noseue, cmsHaTa ot nedayHomun Ha Apyro BMAJIC Ge3 cia3Bane Ha oyHrcTBaIaTa Mpouesypa
(BX. Touka 4.4), MOXe Jla YBEJIHYU PUCKa OT CEPUO3HHU HEXKEIaH! PeaKlUy JOPU IBJITO BpeMe Clie]
CMsHATAa.

4.2 Jlo3UpOBKA M HAYUH HA NPUJI0KEHHE

JleuenneTo TpsAOBa Aa ce 3aM04YHE U CIeIU OT CIEIUAIUCTH C OIUT B JICYEHHUETO HA PEBMATOUICH
apTPUT U NICOPHATUYEH apTPHUT.

EnHoBpemeHHO TpsiOBa Ja ce onpenensaT ajanuH aMmuHoTpaHncepaszara (AJIAT) uiu cepymHaTa
rirytamat-upyBat Tpancdepasza (CI'TIT) u mpiiHa KpBBHA KapTHHA, BKITFOUUTEITHO TU(EPEHIINATHO
OpocHe Ha OenuTe KPhbBHH KJIETKU U OpOsi HA TPOMOOIIUTHTE, a TIOCIIE J1a Ce U3CNIEABAT ChC ChIIlaTa
YecToTa:

o Npe/y 3aM0YBAHETO Ha Je(IyHOMUI,
. BEJIHBXK HA JIBE CESJMHITH MPe3 MbPBUTE 6 Mecena OT JICUSHUETO, 1
. BEIIHBX Ha BCCKU 8 CEIMUIIN CIIe]T TOBa (BXK. Touka 4.4).
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gO?»H[}OBKa

o [Ipu peBMaToOMIeH apTpUT: TepanusTa ¢ JedIyHOMUI OOMKHOBEHO 3al04Ba C HATOBapBaIla
no3a ot 100 mg enuH IBT AHEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT HeXKEeJIaH! ChOUTHs (BXK. Touka 5.1).
[IpenopbunTenyara noaappxaiia go3a ¢ 10 mg g0 20 mg aedryHOMU €IUH BT THEBHO, B
3aBUCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIIBaHETO.

o [Ipu ncopuaTuyeH apTpuUT: TepanusTa ¢ Je(aIyHoMua 3anoysa ¢ HaToBapBamia 103a oT 100 mg
€JIMH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

[TpenopbunTenHaTa moabpxKamia 103a ¢ 20 mg aedayHOMU SAWH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT eeKT OOMKHOBEHO 3a1ouBa ciiell 4 10 6 CeMHITU U MOXKE JOIBITHUTEIHO Ja Ce
nmoto0pu 3a mepuo ot 4 10 6 Mecera.

He ce npenoppuBa poMsiHa Ha J103aTa TPH MAIUEHTH ¢ Jieka ObOpeuHa HeI0CTaThYHOCT.

He ce usnckBa npomsiHa Ha 103aTa MpHU MALUEHTH HaJ 65-TOAMIIHA Bb3PacT.

Ileouampuuna nonynayus

Arava He ce npenopbyuBa 3a ynorpeda npu nauueHTu nox 18 roaunu, Thil Kato epuKacHOCTTa U

Oe3omacHOCTTa MpH I0BeHMIIeH peBMaTouaeH apTput (FOPA) He ca ycraHoBeHu (Bk. Touku 5.1 1 5.2).

Hauun Ha OPHUITOKCHUC

Tabmetrkure Arava ca 3a mepopaiiHo nmpuioxeHue. TadneTkuTe TpsOBa 1a ce MOTIIBIIAT MEeJH C
JIOCTaThYHO KOMHYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha eTyHOMHU/] HE CE TOBJIHSIBA, aKO CC
nmpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3AHUA
o CBpBXUYBCTBHTEITHOCT (0COOCHO MpE/IIeCcTBAIl CHHIPOM Ha Stevens-Johnson, TokcnyHa

enuepMaliia HeKposn3a, epureMa MynTudopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHUT TepU(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEIECTBA, U30POCHH B

Touka 6.1.
. [anuenTu ¢ yBpeneHa 4epHOAPOOHa (HYHKIHSL.
. [TarmenTtu ¢ Texxkn umyHoneunutHN cheToguus, Harp. CITMH.
. [MateHTH ChC 3HAYUTETTHO YBpEeeHa GYHKIUSI HA KOCTHHS MO3BK WITH TEXKKa aHEMUS,

JICBKOIICHHS, HEYTPOIICHHS MIIM TPOMOOIMTONICHHSI, HOPaa IPUINHH, Pa3InYHU OT
PEBMATOUEH WIN IICOPUATUYEH APTPUT.

. [ManmenTH cbe cepruo3HU HHPEKINH (BXK. TOUKa 4.4).

L4 HaLII/IeHTI/I C YMEpCHa 10 TCKKa 6L6peqHa HCOOCTAaTBbYHOCT, 3all0TO JIUIICBA JOCTATHYHO
KIIMHUYCH OITUT IIPU Ta3u rpyma rnamnueHTH.

. [MatmeHTH ¢ TEXKa XHIIONPOTSHHEMHS, HAIP. IPH HEQPOTHUCH CHHIPOM.
. BpeMeHHH KEeHU WIH KEHU C IeTEPOJEH NOTEHIHAJl, KOUTO HE U3I0JI3BAT MOAXO0AA1IA
KOHTpAaLEMNIHs 10 BpeMe Ha JICYEHHETO ¢ JIeIyHOMH] U CIIE/ TOBA IOKATO IJIa3MEHUTE HUBA

Ha akTuBHUS MeTaboiut ca Hax 0,02 mg/l (Bxk. Touka 4.6). [Ipeau 3anoyBane Ha JEYEHUETO C
nedryHOMU TPSOBA 1A c€ U3KIFOYH OPEMEHHOCT.
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. Koepmemu sxenu (Bk. Touka 4.6).
4.4 Chenuananu npeaynpeskaeHus! U NpeANa3sHil MePKH IPH ynoTpeda

EnHOBpeMEHHOTO NPUIIOKEHNE Ha XeNaTOTOKCHYHY WK xemaroTokcuaH BMAJIC (aamp.
METOTpEKCaT) He Ce TPETopbyBa.

AKTUBHHAT MEeTA00NUT Ha JiedryHoMu, A771726, uMa ABIBI MOTYKUBOT, OOMKHOBEHO OT 1 110

4 cegmuny. Morart 1a Bb3HUKHAT CEPUO3HM HEKEJIAaHHU PEaKLUH (Harp. XemaTOTOKCHYHOCT,
XEMaTOTOKCHYHOCT, WJTH aJIeprUYHU PEeaKLnH, BXK. T0-I0J1y), JOPH aKO JIEYCHUETO C JIehITyHOMHT €
ouno cnpsHo. CrieoBaTeNnHo, KOraTo Bb3HUKHE 1M0100HA TOKCHYHOCT WIIM aKO 110 HAKaKBa Apyra
npuurHa A771726 tpsiOBa na Obze OTCTpaHeH ObP30 OT OpraHu3Ma, TpsIOBa Ja ce cras3Ba
ouycTBalara npouexypa. Ilpouenaypara Moxe J1a ce IOBTOPH, aKO € KIMHUYHO HEOOXO0AUMO.

3a ouncTBaIIara nporeaypa u Ipyru MPenopbYUTEITHE MEPKH B CITy4yail Ha jKellaHa WK
HEenpeBUICHa OPEMEHHOCT, BUXKTE TOUKa 4.6.

YepHoapoOHU peaklnu

Penxu ciyvan Ha TeKKO YepHOAPOOHO YBpEXkAaHe, BKIFOUUTEIHO ¢ (haTalleH U3Xo/1 ca Ouin
ChOOIIaBaHU 110 BpeMe Ha JieueHHeTo ¢ neduynomu. [loBedeTo oT ciiydanTte ca Bb3HUKHAIH TIPe3
nbpBUTE 6 Mecela Ha JieueHHueTo. YecTo e Halmule ChIIbTCTRAILA TEPANUs ¢ APYTH XENaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTH. BakHO € ;a ce ciieABaT TOYHO MPETOPHKUTE 3a TPOCIIeIsIBaHe.

Tpsab6sa na ce onpenenu AJIAT (CI'TIT) npean 3anouBane Ha JieIyHOMHI, a TIOCIIE /1A CE U3CIIEABA
ChC ChLIATa YECTOTA KAaTO IIbJIHATa KPbBHA KapTHUHA (Ha BCEKH JBE CEAMUIN) NPE3 IIbPBHUTE ILIECT
Mecela OT JIUCHHUETO, a CJIe]] TOBA BEIHBK Ha BCEKU § CEAMUIIM.

[Ipu yBenmuenne Ha AJIAT (CI'TIT) ot 2 o 3 mbTH Haj ropHaTa rpaHulla Ha HOpMATa, MOXKE J1a ce
o0chau HamansiBaHe Ha jo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObAC MPOBEACHO €KECEIMHUIHO
Habmronenne. Ako yBenmuenneto Ha AJIAT (CI'TIT) e 2 mbTr Hazt HOpMaTa W MIEPCUCTHPA WITH
YBEJIMYEHHUETO € MOBeYE OT 3 MbTH HaJl HOpMaTa, IPUEMaHeTo Ha JieryHOMH] TpsiOBa ce
MIPEyCTaHOBH M JIa ce IIpeMUHE KbM OYHCTBaIIaTa mpoueaypa. Ilpenopbua ce mpoabnkaBaHe Ha
MOHHMTOPHUPAHETO Ha YEPHOAPOOHHUTE SH3UMHU CIIE] IPEYCTaHOBSIBAHE HA JICUCHUETO C JIe(IyHOMU 10
HOpPMaJIM3UpaHe Ha EH3UMHUTE HUBA.

[Mopaau Bb3MOKHOCTTA 32 JOIBJIHUTEIIHU XENAaTOTOKCHYHHU €(PEeKTH, Ce MpenopbuBa yrnorpedara Ha
AJIKOXOJI J1a ce M304TrBa 10 BpeMe Ha JISYSHUETO C JIe(hTyHOMH/T.

Tl KaTO aKTUBHUAT METa0OIUT Ha JedryHOMUI, A771726, ce cBbp3Ba B ToJsiMa CTETICH C
MPOTEHHMTE U CE SIIMMUHUPA Ype3 YSPHOAPOOCH MeTa0O0JIM3bM U JKITbYHA CEKPEIHsl, TIIa3MCHHUTE
HuBa Ha A771726 ce oyakBa 1a ObJaT MOBUIIICHHU MPH IMAIUEHTH C XUIIONPOTEHHEMUS. Arava e
MIPOTUBOIIOKA3aH MIPH MAIMEHTH C TEXKa XUTIOMPOTEHHEMIISI WJIH YBpeieHa (YHKINS Ha YepHUS Apo0
(BXk. Touka 4.3).

XeMaToJIOTHYHHU PCAKIINN

Enxnopemenno ¢ AJIAT, Tps6Ba na ce HanmpaBH IbJIHA KPhBHA KAPTHHA, BKIIOYUTEITHO
mudepeHInarHo OpoeHe Ha OeTUTe KPhBHU KJICTKA U TPOMOOIIUTUTE, TIPEIU 3aTI0YBaHE HA JICUCHUETO
¢ ne(IyHOMH/, KAKTO U BETHBK Ha JIBE CEIMHUIIM TIPE3 IIbPBUTE 6 Mecella OT JICYEHHUETO U BETHBK Ha
BCEKH 8§ CEIMHUIIN CJIE]] TOBA.

[Ipu manueHTH ¢ Mpe/IIIecTBAIIa AaHEMHUS, JICBKOTICHUS U/WIIA TPOMOOIIMTONICHHS, a TaKa ChILO U MPH
MAIUEHTH C YBpeaeHa GYHKITHS Ha KOCTHUS MO3BK WIJIH MPU TAKWBA C PUCK OT MOATHCKAHE HA KOCTHHSI
MO3bBK, pUCKBT OT XEMATOJIOTMYHHU HAPYIICHHS € YBEIN4eH. AKO Bh3HUKHAT TaKUBa €EeKTH, TpsiOBa
Jla ce B3eMe IPEeJIBUJ] OYHCTBaHE (BXK. TI0-/I0JIy) 32 HAMAJIIBaHE Ha IIa3MeHuTe HuBa Ha A771726.
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B crydaii Ha TeKKH XeMaTOJIOTHYHH PEaKINH, BKIIOYUTEITHO MAHIUTONEHHS, Arava 1 BCsIKa
€IHOBpEMEHHA MUEJIOCYIPECHBHA Teparnusl Tps0Ba 1a ce CIpe U Aa ce 3all0yHe OYKMCTBalla IpoLeaypa
OT JIe(hITyHOMUI.

KomOuHanums ¢ Apyru JieueHust

Ynorpebara Ha IeIyHOMUA C aHTUMAJIAPUIHHY TTPenapaTH, W3IIOJI3BAHH [TPH PEBMATHYHH
3a00sABaHys (HAIp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO HJIH IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIIOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail ¢akrop-anda, 10 MOMEHTA He € JOCTAThYHO MU3CJIeIBaHA B PaHAOMHU3UPAHH
U3MHATBAHUA (C U3KITIOUEHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBP3aH ¢ KOMOMHUPAHOTO
JIeYeHUE, 0COOEHO OT MPOABDKUTEITHOTO JICUCHHE, HE € U3BECTeH. T'hil KaTO TaKOBA JICUCHHE MOXKE J1a
JIOBEJIC JI0 HATPYIIBAIIa Ce WU JIOPH J0 CHHEPrHYHa TOKCUYHOCT (HAarp. XenaTo-miu
XEMaTOTOKCHYHOCT), KoMOuHarusta ¢ 1pyro bBMAJIC (mamp. MeToTpeKcar) He € MPernophUnTEITHA.

EnHOBpEeMEHHOTO MpHIIOKEHHE Ha TepuIyHOMU C Je(IyHOMU/I HE ce IPEenopbyBa, Thil KaTo
nedIyHOMU € U3XOIHOTO ChbeAMHEHHE Ha TepUIIyHOMHU.

IIpemMuHaBaHE KBM JIPYTO JICUCHUE

Toit KaTo NedIyHOMH] ce 3aAbpXkKa IBIr0 B OpraHu3Ma, npeMuHaBaneto kM apyro BMAJIC (aarmp.
MEeTOTpeKcaT) 0e3 U3BBPIIBAHE HAa OYMCTBAIIATA TPOIeaypa (BXK ITO-TI0JIY) MOXKE /1a 3aCHIIH
BB3MOXHOCTTa OT JOIIBJIHUTEIHU PUCKOBE I0PH IO BpeMe Cllefl CMsIHAaTa (KHHETUYHO
B3aUMOJICHCTBUE, OPraHHA TOKCUYHOCT).

Ilo ChIIUA HAYMH, CKOPOUIHO JICYEHUEC C XECTTATOTOKCUYHHU WUJIIN XEMATOTOKCUYHHU JICKAPCTBCHHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE [1a JOBCC 10 YBCIMYCHU HCKCIIAaHU PCAKIUHA, CIICAO0BATCIHO,
npeau 3aro4YBaHe HaA JICUHCHUCTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

Koxxnu peakimyun

B cnyqaﬁ Ha yJIIEpO3€H CTOMATHUT, MPUIJIOKCHUCTO Ha J'Ie(l)J'Iy'HOMI/IZ[ TpH6Ba Ja CcC MpCyCTaHOBU.

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM TOKCHYHA enmUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHopuins u cuctemuu cumntoMu (DRESS) ca cho0maBanu npu
NalKeHTH, JIeKyBaHu ¢ jedayHomua. Koraro ce HaOmogaBaT KOXHH W/UITH MyKO3HU POMEHH, KOUTO
MOPaK/IAT IOI03PEHHUE 32 TAKMBA TSIKKU PEakinu, Arava H BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparst
TpsiOBa Jja OBb/Ie IPEYCTAaHOBEHA U 1A C€ 3alI0YHe He3a0aBHO OYMCTBAIATA MPOIIeaypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO TBIIHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npueMane Ha Je(IyHOMU/ € IPOTHUBONOKa3aHo (BX. Touka 4.3).

Hma C’LO6H_I6HI/I$I 3a MMYCTYJIO3CH MCOPUA3NC U BJIOIIIABAHEC HA IICOPHUA3UC CIICA yHOTpe6a Ha
J'Ie(i)J'IYHOMI/I,I[. Moxke Ja ce oomucau MNpCyCTAaHOBABAHC HA JICUCHUCTO, KaTO CC B3EMAT NNPCABU/L
3a00JISIBAHETO Ha nmanyueHTa U aHaMHE3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ J1edIyHOMHU] MOTaT Ja Ce TOSBAT KOKHHU S13BH. AKO UMa
ChMHEHHE 33 KOXKHA 513Ba, CBbP3aHa C JICTYHOMHU/] WJITH aKO KOKHHUTE SI3BU NIEPCUCTHPAT BBIIPEKU
MOJIXO/ISIIIIAaTa Teparnusi, TpI0Ba 1a ce OOMUCIIU MPEKpaTsIBaHe Ha JICYCHUETO C JICHIYHOMHUT U
MIPOIIeAypa 3a MBIIHO OYKCTBaHe. Penienrero 3a Bb30OHOBSBaHE Ha JIEYCHUETO C JIS(ITYHOMHU]T CIIE]T
KOXKHH SI3BH TPsOBa J]a ce OCHOBaBa HA KIIMHUYHA TPEIEHKA 32 aJIEKBaTHO 3a3/IpaBsBaHe Ha paHHTE.

Ilo BpPEMC Ha JICUCHUCTO C J'qu)J'IYHOMI/I,Z[ TpU MAaIUCHTU MOXKE J1a CC Ha6moz[aBa TPYAHO 3a3/IpaBsBAHC

Ha paHH cief onepauusi. Bp3 ocHOBa Ha MHIMBUAYalTHA OLIEHKA MOJXKE /12 c€ OOMHCIIM NPEKbCBAHE Ha
JICYSHUETO C Je(IyHOMU B IEPUXUPYPTHYHHS TIEPUOJ U TIPHIIaraHe Ha OYMCTBAIIA MPOLeaypa,
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KaKTO € OMMCaHo Mo-101y. B cioyuail Ha nmpekbCcBaHe PENIeHNEeTo 32 Bhb30OHOBSABAHE HA JICUEHUETO C
nedryHOMHU TPSIOBA 1a ce OCHOBaBa Ha KIIMHMYHATA MPETIeHKA 3a aJleKBaTHO 3a3/IpaBsiBaHe Ha
paHata.

HNudexnmu

U3BecTHO e, 4e JeKapCTBEHUTE MPOAYKTU C IMYHOCYTIPECUBHHU CBOHCTBA - KaTO JIe(IIyHOMUJT - MOTaT
Jla HAIIPaBST MAITUCHTUTE IMO-IyBCTBUTEITHN KM HHOEKIMH, BKIFOYUTEITHO OMOPTIOHUCTHIHU
uHbpexuuu. Madekuure Morat aa 0baaT HO-TSKKH [0 €CTECTBO U CJICAOBATEIIHO J1a M3UCKBAT PAHHO
Y CHEPTHYHO JieueHue. B cirydaii, 4e Bh3HUKHE Te)KKAa HEKOHTPOIUpyeMa MHPEKIIUS, MOXKE J1a €
HEOOXOMMO J1a C€ MPEKBCHE JICUSHUETO C JeIYHOMU/ U a Ce 3aII0YHE OYHCTBAIIA MTPOLEAYPa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01aBanu ca peliku ciiydad Ha mporpecuBHa MynTudoxanHa geskoeHnedaronarus (PML) npu
NAIUEHTH, IPUEMAaIIX JIEITYHOMH/T 32¢{HO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIMEHTH TPAOBa Ja ce M3ceBaT 3a aKTHBHA M HEaKTHBHA

,,JJaTeHTHA”’) TyOepKyy03a, ChIVIACHO JIOKATHUTE Tpernopbku. ToBa MOXKe /1a BKIIFOUBA METUIINHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCTBAIl KOHTAKT C TyOepKy103a W/UITK TOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpagus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIH HHTEpEpOH-TaMa TECT,
KaKTo e nmpuioxkumo. Ha npennucpamure nexapu TpsOBa 1a ce HAIIOMHSA 32 PUCKa OT (halIiBo
OTPHLIATEITHH PE3YJITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIUEHTH, KOUTO Ca TEKKO
0o0JTHH WITM UMyHOKOMIIpoMeTupaHH. [larmeHTuTe ¢ aHamHe3a 3a TyOepKyo3a TpsiOBa Ja ce
HpOCIIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHsTA.

PecnivpaTopHu peakuuu

Cro0mraBa ce 3a MHTEpCTUIHATHA OelloIpoOHa 00JIECT, KAKTO U PEIKH Caydan Ha 6emoqpoOHa
XUTIEPTOHUS 10 BpEMe Ha JieueHue ¢ jgeduryHoMua (BXK. Touka 4.8). PUCKBT OT HACTHIIBAHETO MM MOXKE
Jia O'bJIc TOBUIIICH MPH MAIMEHTH C aHAMHE3a 32 HHTepCTUIanHa 6enoapoOHa OoecT.
WuTepcTuimannara 6enoapoOHa O0JIECT € MOTSHIIMANHO (PaTaTHo HapylIeHUe, KOSTO MOXKE J1a
BB3HHUKHE OCTPO 110 BpeMe Ha TepanusaTa. [IyJMOHapHUTE CUMIITOMH, KaTO KalllJIMIA U 3a1yX, MOraT
Jia ObJaT MPUYUHA 33 MPEYCTAHOBSBAHE Ha JICYCHUETO U MOAXOIAIIO MOC/ICIBAII0 U3CIICIBaHE.

Ilepudepua HeBponaTHs

[Tpu manmenTH, nonyyasamm Arava ca choOIIeHH cirydau Ha nepudepHa HeBpomnatus. [loBedero
MAIMECHTH ca ce oIOOPIITN Clie/l IpeKpaTsaBaHe Ha Arava. HabnronaBa ce o0aue mmpoka
BapHaOMITHOCT 10 OTHOIICHHE Ha KPaWHHUS U3XO/, T.€. IPU HIKOW MAIlMeHTH HEBPOIIATHATA €
OT3By4alla, a HIKOW MaIlMeHTH ca UMaJli IepCcUcTUpaliy cuMntoMu. Be3pact Han 60 ronunu,
CHITBTCTBAIIM HEBPOTOKCHYHM JICKAPCTBA U IMA0ET MOTaT Jla TIOBUIIIAT PUCKA OT MepudepHa
HeBpomnaTHs. AKO MalMeHT, KOWTo mpreMa Arava pa3Bue nepudepHa HeBpomaTHsi, Tpsi0Ba aa ce
o0chaM TIpEeKpaTABaHE Ha JIEUEHHETO ¢ Arava U MPOBEXAaHe Ha MPOIEAypa 3a eTMMUHAPAHE Ha
JIEKapCTBEHUS MPOAYKT (BXK. Touka 4.4).

Komur
[Ipu manuenTHTE, IEKyBaHU ¢ JIe(QIyHOMU, € CHOOIICHO 32 KOJIUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
kouT. [lanmenTruTe Ha JiedueHue ¢ JieIryHOMHII, TIPH KOUTO BH3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

Tp$16Ba Ja 6’LZ[3T MOJIOKCHHU Ha IMOAXOAAIIN JUATHOCTUYHHA TPOLCAYPH.

KpbBHO Hansrane

Kp’LBHOTO HaJIsAraHne TpSI6Ba Ja ¢ U3MCPHU MPCaU HAYAJIOTO Ha JICUCHUCTO C J'Ie(l)J'IyHOMI/II[ u
MEpUOAUYIHO CJICA TOBA.
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Bu3npon3Boactso (IpenopbKu KbM MBKETE)

Mnpxere MNanucCHTHU TpSI6Ba Ja 6’[))_IaT HasjACHO 3a Bb3MOXXHa MEAUHUPAaHa OT MbXKa (beTaJ'[Ha TOKCHUYHOCT.
Tp516Ba Ja 6’]),[[6 OCUTrypcHa ChbII0 MOAXOAAIId KOHTPALCIIIHA IO BpEME Ha JICUCHHUCTO C J'Ie(l)J'IYHOMI/II[.

Hsima TouHM maHHM 3a pHUCKa OT MeIUHpaHaTa OT MBXa (peTarHa TOKCHIHOCT. [IpoyuBanwmst mpu
JKUBOTHU 32 OIICHKA Ha TO3U crenuduueH puck odade, He ca MPOBSKIAHH. 32 HAMAIIIBAaHE HA BCEKH
BB3MOKEH PHUCK, MBXKETE JKeJlaely ga 0paat Oamm, TpsOBa 1a B3eMaT IpeIBU] IPEYCTaHOBSIBAHE Ha
yrnoTpedara Ha JieIyHOMH]I U Jia TIpUeMaT KojecTUpamuH 8 g 3 mbTh MHeBHO 3a 11 gau um 50 g
aKTHBEH BBIJICH Ha npax 4 IbTU IHEBHO 32 11 qHU.

U B aBata cimyvas rmia3mMeHarta KoHIeHTpanusa Ha A771726 toraBa TpsOBa 1a ce U3MEpH 3a MPHB IbT.
Cren ToBa miia3MeHaTa KOHLUEeHTpauus Ha A771726 TpsOBa xa ce onpeneny OTHOBO Cle] HHTEPBaJ OT
noHe 14 gau. Ako nBete miaMeHu KoHueHnTpauu ca nof 0,02 mg/l u ciex nepuos Ha U3UaKBaHe
Haif-Malko oT 3 Mecela, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

OuucrBania npoueaypa

Komnectupamun B 103a 8 g ce mpuiiara 3 IbTH THEBHO. AnrrepHaTHBHO, 50 g aKTUBEH BBIVICH HA TIpax
MO J1a C€ MPWIOKH 4 MbTH THEBHO. [IpoABIDKUTETHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO ©
11 gau. IpoaBIHKUTEITHOCTTA MOXKE JIa CE MTPOMEHH B 3aBUCHMOCT OT KIIMHUYHUTE WU JTA00PaTOpHU
MOKa3aTelH.

JlakTo3a

Arava cprbpika JakTo3a. [larmuenTn ¢ peaky HacIeICTBEHU ITPo0IeMH Ha TaJaKTO3Ha HETIOHOCHMOCT,
Lapp nakTa3Ha HEIOCTATHYHOCT UM TIIFOKO30-TaJIaKTO3HA ManabcopOIus He TPsAOBa J1a MpueMart TO3U
JIEKApCTBEH MPOIYKT.

BiusiHye BbpXy onpenensHeTo Ha HUBAaTa Ha HOHM3UpaH KaJdlui

BB3M0XHO € M3MepBaHeTO Ha HUBATA Ha HOHU3MpaH KallKi [1a MOKake QaiinBO MOHWKEHU
CTOHHOCTH TpH JICUEHHE C JeQIyHOMU W/ WK TepU(DIYHOMU (aKTUBHUAT METa0OIHUT Ha
nedIyHOMHU) B 3aBHCUMOCT OT BUAA Ha U3IOJI3BAHMs aHATU3ATOp Ha HOHM3UPaH Kallui (Hamp.
KpBBHO-Ta30B aHanu3arop). [lopaau ToBa Impu manyeHTuTe, JeKyBaHH ¢ JISQIyHOMH] HIH
Tepu(IyHOMH, € HEOOXOANMO J1a ce MIPOBEPH JOCTOBEPHOCTTA HA N3MEPEHNTE TIOHKEHH HIBA Ha
HOoHM3MpaH KaIuil. B cirydail Ha CbMHUTEHH PE3YNITATH Ce IPETOPhUBa Jla Ce ONpeaesn odmara
KOHILIEHTpaIHs Ha aln0yMHUH-KOPUTHPAH KLU B cepyMma.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoelicTBUE
IIpoyuBanus 3a B3aUMOACUCTBUATA ca MPOBEXKAAHU CaMO MPU BH3PACTHHU.

YBennuaBaHe Oposi HAa HeXEJTAHUTE PeaKInU MOXKeE JIa ce HaOJIto1aBa Mpy CKOPOIITHA WITH
€/IHOBPEMEHHA YIOTpeOa Ha XEMAaTOTOKCHYHU WM XEMaTOTOKCUYHU JIEKAPCTBEHU NPOJAYKTH WIIN
KOTaTo JICYCHHETO C JIe(HIIYHOMH]T CE MOCIIEABa OT MPUEMAHETO Ha TAKUBA JICKAPCTBEHU NPOAYKTH 03
MIEPHO]T Ha OTMHUBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITHS C IPYTH JICUCHUs, Touka 4.4).
CrniefoBaTEIHO ce MPENophuBa BHUMATEIHO MPOCIIE/IBAHE HA YSPHOIPOOHHUTE CH3UMHU U
XEMAaTOJIOTMYHUTE MTOKAa3aTelId B HaYaIHaTa (a3a Mpy CMsIHA Ha TeparusTa.

MertoTtpekcar

IIpu manko (n=30) mpoyuBaHe ¢ €AHOBPEMEHHO MpuiiokeHre Ha aeduryHomun (10 mo 20 mg JHEBHO)
¢ metorpekcar (10 7o 25 mg cemMuyHO), € HaOIIOaBaHO 2- 10 3-KpaTHO yBEIMYCHUE HA
yepHOAPOOHUTE eH3uMu Tipu 5 oT 30 nanmenTy. Bcuuky yBenmuveHus ca 0T3Bydanw, 2 ¢
MPOAbIDKaBaHE Ha JIBaTa JIGKAPCTBCHH MPOAYKTA U 3 CIie/] MPEYCTaHOBSIBAaHE HA JIC(ITYHOMH].
YBenuueHue, no-roiisiMo OT 3-IITH € HaOJII0JaBaHo MPU JAPYTH 5 nanueHTa. Beuuku e chiio ca
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OT3BYYaJH, 2 C MPOIBIDKABAHE HA JBATa JICKAPCTBEHH MPOJIYKTa U 3 cie]| MPeyCTaHOBSBaHE Ha
nedIIyHOMU.

[Ipu manueHTH ¢ PEBMATOUICH apTPUT HE € YCTAHOBEHO (PapMaKOKWHETHYHO B3aMMOICHCTBUE MEKITY
nedmyromun (10 mo 20 mg naeBHO) U MeToTpekcar (10 1o 25 mg ceaAMUIHO).

Bakcunanmu

Hsmva xnuHAYHA TaHHY 32 e(bI/IKaCHOCTTa u O0e30mMacHOCTTa Ha BAaKCHMHaIMUTE 110 BPEMEC Ha JICYHCHUC C
J'Ie(l)JIyHOMI/II[. BaKCI/IHI/IpaHeTO C JKUBU aTCHIOMPAHU BAKCUHHA 068.‘-16, HC CC IperopbYBAa. I[’BJ'H‘I/IHT
IMOJIYy>KUBOT Ha J'Ie(i)ﬂyHOMI/I}_'[ TpSI6Ba Ja CC uMa NpeaABUJ, KOraTo €€ ruianyBa NPHUIJI0KCHUC HA KHUBa
AaTCHIOMpaHa BaKCHHA CJIC] CIIMPAaHE Ha Arava.

BaDd)aDI/IH " IPpYyTHU KYMApUHOBH aHTHKOATI'YJIAHTHU

Mma choOIeHns 3a ciydan Ha YBEJIMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehayHOMHU U BapdapuH
ce mpueMaT eHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMUYHO B3auMojeiicTBue ¢ Baphapud u A771726 (Bx. mo-gony). Ilopaau Toa, npu
€HOBPEMEHHO MPUIOKEHUE Ha BappaprH WIK IpyT KyMapHHOB aHTHKOATyJIaHT, ce Ipernopbh4Ba
BHUMATEJIHO IIPOCIIEIIBaHE HAa MEXIyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJroIeHNE.

HCIIBC/KopTukocTepouau

AKO ManyeHThT Beue NprueMa HecTeporaHN poTuBoBk3nanutentu cpeacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MIPOABIDKAT CJIE/ 3alI0YBAHE HA JIEYEHUETO C JIe(IyHOMU.

E(i)CKT Ha JPpYIH JICKAPCTBCHU MPOAYKTH BHPXY J'Ied)J'IVHOMI/IZ[Z

XOﬂecmupafwuH Uau aKnmueeH 6vlleH

[IpenopbuBa ce mauMeHTUTE, IpUEeMaIin JeIyHOMUI, Ja He ce JIEKyBaT ¢ KOJIECTUPaMHH HITH
aKTUBEH BBIVIEH Ha IIpax, Thi KaTo TOBA BOJU 10 ObP30 M 3HAUUTEJIHO HAMAJIsIBaHE Ha IUIa3MeHaTa
KOHLEHTpanusa Ha A771726 (akTUBHUAT MeTa0OIHT Ha IeIyHOMU; BK. ChIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE AbJDKU Ha MPEKbCBaHE HA CHTEPOXeNaTaIHUs LIMKBJI /WX Ha CTOMAIIHO-
YpeBHOTO oTAensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MTPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IATOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aUMOJICHCTBHE C JIeQIyHOMU] U HUMETHINH (Hecrienududer cnad naxubutop Ha uutoxpom P450
(CYP)) mokasBa Jiirica Ha 3HAYMMO BIUSHHUE BbPXY eKcro3ummsiTa Ha A771726. Cien emrHOBpEeMEHHO
MIPUIIOKEHUE HA €JHOKPATHA 1032 JIe(IyHOMHU P NALUEHTH, TPUeMall MHOTOKPAaTHH 031
pudamnuuH (HecneundpuueH uutoxpoM P-450 naaykTop), Makcumanaure HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUuTeNIHO. MeXaHUu3MbT Ha TO3H
e(eKT ¢ HesCeH.

E(i)CKT Ha J'Ied)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHU IMTPOAYKTH:

HepopaﬂHu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH/ € IPUIAraH eJHOBPEMEHHO ¢ TpHU(pa3HH IEPOPATHH
KOHTpaLEeNTHBH, chabpxamy 30 g eTHHWIECTPaAno, Ha 3IPaBU )KEHU JOOPOBOJIKH, HE €
Ha0J1r0/1aBaHO HaMaJIIBaHE HAa KOHTPALENITUBHATA aKTUBHOCT HA IIPOTUBO3a4aTh4HOTO CPEJCTBO, a
(apmakokuHeTnkaTa Ha A771726 e B npensmwkaanuTe rpanuiy. HabnronaBano e papMakOKMHETHYHO
B3aUMOJICHCTBHUE C TIEPOPATHU KOHTpauenTuBu u A771726 (Bx. mo-goimy).
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[IpoBenenu ca cnequute hapMakKOKMHETHYHU U (papMaKOAMHAMUYHU IPOYUYBAHHS 3a
B3auMoelcTBusATa ¢ A771726 (rnaBeH akTuBeH MeTaboauT Ha nedayHomun). Trit kaTo TOJO0HN
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTAT Jla Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPBUYNTEITHUTE JI03H, CIICTHATE PE3yJITATH OT M3MUTBAHUATA U MPEITOPHKH TPSOBA Ja CE UMAT
MPEABU/I PH MALUEHTH, JICKYBaHHU C JIe(TyHOMU/;

Edext Bppxy penarnmunug (cyocrpat na CYP2CS)

Hab6monaBano e moBumasane Ha cpenHata Cmax 1 AUC Ha penarimaug (CboTBeTHO 1,7- 1 2,4-16TH),
cJIe T MHOTOKpAaTHO Tpuiiokenne Ha A771726, koero npeanosnara ue A771726 e uHxubutop Ha
CYP2CS in vivo. Eto 3a1mo ce mpernopbuBa MpocieasaBaHe Ha MaIMeHTHTE MPH ¢THOBPEMEHHA
ynoTpeba Ha JIeKapcTBEHH MPOAYKTH, Kouto ce Metadonmsupar ot CYP2CS, kato HanpumMep
penarivHu, NaKJIUTAKCell, MMOTJINTa30H WM PO3UTIIUTA30H, Thid KaTO T€ MOraT J1a MMaT M0-BUCOKa
€KCIIO3UIIHSL.

Edext Bppxy Kodeun (cydctpar Ha CYP1A2)

MHOrokpaTHOTO npuiiokeHne Ha A771726 namainssa cpegHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crorBetHO ¢ 18% 1 55%, koeto npeanonara ye A771726 moxe 1a Obae cnad HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH NPOLYKTH, KOUTo ce Metabonmmsupar ot CYP1A2 (karo
HanpuMmep IyJIOKCETHH, aJIOCETPOH, TeO(MIMH U TU3aHUIMH), TPAOBa Ja ce M3I0JI3BAT C TOBHIICHO
BHUMAaHUE 10 BpEME Ha JICYEHUETO, Thi KaTo TOBA OM MOIJIO J1a IOBEE O HaMalIABaHE Ha
e(uKacHOCTTa HA TE€3H NPOLYKTH.

EdexT Bbpxy cyOcTpaT Ha oprann4Hus annoHeH tpancmnoptep 3 (OAT3)

HabmonaBano e nosumasane Ha cpeHaTa Cmax 1 AUC Ha nedakiop (cpotBetHO 1,43- 1 1,54-16TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnosnara ue A771726 e uaxudburtop Ha OAT3
in vivo. Ilopanu ToBa € HEOOXOAMMO ITOBUIIEHO BHUMAHUE, KOTaTO CE Ipuiara eAHOBPEMEHHO ChC
cyocrpatu Ha OAT3, xato nedakaop, OCHIWIMEHUIINH, ITUTPO|IOKCAITAH, HHIOMETAITIH,
kerornpodeH, pypoceMus, TUMETHINH, METOTPEKCaT, 3UI0BYAHH.

Edext Bbpxy BCRP (npoTenH Ha pe3HCTEHTHOCT Ha pakK Ha I'bplaTa) U/ WK cyOcTpaTH Ha
OpraHu4YHUs aHUOHEeH TpaHcnopTupail nomunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpemHUTE Cmax 1 AUC Ha po3yBacTaTiH (CHOTBETHO 2,65- 1
2,51-rpTH) ciier MHOTOKpaTHO Tpmtoxkenue Ha A771726. Belipeku ToBa, He ce HaOJIf01aBa BUANMO
BB3ACHCTBHE Ha TOBA IIOBUILIABAHE HA IJIa3MEHATa €KCIIO3UIIMS Ha PO3yBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrasata. AKo ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
Haaxebpist 10 mg Benubxk qHeBHO. 3a Apyru cyoctparu Ha BCRP (Hamp. meToTpekcar, TonmoTekas,
cyndacaiasut, JayHOPYOUIIHMH, JOKCOpyOuluH) u cemeiictBoto Ha OATP, ocoO0eHO HHXUOUTOPH Ha
HMG-CoA penykTazata (Hamp. CAMBACTaTHH, aTOPBACTaTHH, TPaBaCTaTHH, METOTPEKCAT,
HaTErJIMHU, PeNariauHn, prudaMIMLKH) eIHOBPEMEHHOTO IPUIIO)KEHHE TPsIOBa CHILO Aa Ce
W3BBPIIBA C IOBUILEHO BHUMaHKE. [lannenture Tps6Ba Aa ce HabI0AaBaT BHUMATEIHO 33 IPU3HAIH
Y CUMITOMH Ha MMPEKOMEpHA €KCIO3ULIMS Ha JIEKAPCTBEHUTE MPOAYKTH U TPSOBA Aa ce UMa MpeaBH
HaMmaJsBaHe Ha J03aTa Ha Te3H JIEKAPCTBEHH MPOIYKTH.

Edexr Bppxy nepopanau kontpanentisu (0,03 mg etnamnectpaanoin u 0,15 mg neBoHOprecTpen)
Hab6mogaBano e moBumaBane Ha cpemHaTa Cmax 1 AUC).24 Ha eTHHIIIECTPAARON (CHOTBETHO 1,58- 1
1,54-rbtH) U1 Cinax 1 AUCy-24 Ha TeBOHOpTEeCTpen (choTBETHO 1,33- 1 1,41-16TH) ClieT MHOTOKpPATHO
npuioxeHue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBUE J1a TIOBIIHSEC
HeOJaronpusaTHO e(h)MKACHOCTTA HA MEPOPATTHUTE KOHTPAICIITUBH, TPOBA J1a c€ 00ObPHE BHUMAaHUE Ha
BUJIa HA JICUCHUETO C MIEPOPaJICH KOHTPALICTITHR.

Edext Bppxy Bapdapun (cyoctpar Ha CYP2C9)

MHoTrOoKpaTHOTO TIpHIokeHue Ha A771726 He e mMmao eQeKkT BrpXy dhapMaKOKHMHETHKATa Ha
S-Bapdapun, koeto nokassa, ue A771726 ne e uaxudbutop uiau nHaykTop Ha CYP2C9. Habmonasano
e obaye HamaneHue ¢ 25% Ha MaKCUMAJTHOTO MEXIyHapOIHO HOpMann3upano croTHomeHne (INR),
korato A771726 ce npunara eTHOBPEMEHHO C Bap(apHH, B CPABHEHUE ChC CAMOCTOSTEITHO
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npuoxenue Ha BapgapuH. ETo 3ammo, koraro BaphapHH ce npuiara eIHOBPEMEHHO, ¢ TIPEropbhuBa
CTpUKTHO npocnensBane Ha INR u HaGmonenue.

4.6 dDeprTHauTeT, OPEMEHHOCT U KbPMeHe

BpemenHocT

AKTUBHHAT META00IUT Ha JedyHOMHI, A771726 Moxe fa MPUIHHU TEXKKU MandopMaluy Ha
HOBOPOJIEHOTO, aKO c€ IIpuiiara o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKAa3aH 110 BpeMe Ha
OpemeHHOCT (BK. TouKa 4.3).

Kenu ¢ nereponeH noTeHnman TpsAOBa qa M3MOI3BAT €PEKTUBHA KOHTPALICIIIVS IT0 BpeMe Ha U JI0
2 roguHM cnef aedenueTo (k. “Tlepron Ha n3uakBaHe” 1MO-A0Jy) WK 10 11 THA ciex JeYSHHETo
(Bx. ckbcenus “lleproa Ha ouncTBaHe” MO-AOIY).

ITanmenTkaTa TpsiOBa 1a OBJE YyBEIOMEHA, Y€ aKO UMa HIKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
Jpyra IpUYrHAa Ja MoA03upa OPEeMEHHOCT, TSI TPsOBa BeaHAra J1a IPEIyIpeId JeKaps 3a
W3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTEHH, JISKAPAT U MaIleHTKaTa TpaOBa /1a
00CHaAT prcKa 3a OpeMeHHocTTa. BB3MOXKHO € upe3 Obp30 HaMalsiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaboJIUT B KPBHBTA UpE3 3arl0YBaHEe Ha IpolleAypaTa 3a SIMMHUHUPAHE Ha JIKApPCTBOTO, OITMCAHA TI0-
JIOITy, OIIe TIPY ITEPBOTO 3a0aBsSHE HA MEH3KCA MOJKE JIa C€ HaMaJIk PHUCKa 3a MU0/ OT JIe(h TyHOMH/T.

[Tpu Manko NMpoCIeKTUBHO MPOY4BaHe MpH XKeHU (n=64), 3a0peMeHeNH HeTUTaHUPaHO, JOKaTO ca
npueMany JedIyHOMUA 3a He 10Bede OT TPU CEAMUIIM CIIe]] 3a4eBaHETO U C MOCIeABalla Mporeaypa
3a eIMMUHMPAHE Ha JIEKapCTBOTO, HE ca HaOMoAaBanu 3HaYMMu pasiuku (p=0,13) B oOmara yectora
Ha 3HaYMMU CTPYKTYpHHU AedekTH (5,4%) B cpaBHEHHE C KOATO U J1a € OT CpaBHUTEIHUTE Tpymu (4,2%
B rpynara cbe 3abonsBane [n=108] u 4,2% npu 3apaBu OpeMeHHU xeHH [n=78]).

[Ipu >xeHu, KouToO MpHUeMaT JeIYHOMHT M HCKAT Ja 3a0peMEHesT, ce MPErophyiBa eHa OT CICTHUTE
MpOLIEAYPH, 3a J1a C€ KOHCTATHUPA, Y€ IJIOABT HE € U3JI0KEH Ha TOKCUYHU KOHIIeHTpauuu Ha A771726
(tapretna xonuenTpanus mox 0,02 mg/l):

Ilepuoo na uzuakeane

Moxe na ce ouyakpa ruiazMeHuTe HuBa Ha A771726 na 6bvaat vazg 0,02 mg/l 3a npoxbJnKUTENEH
nepuoa. Moxe J1a ce o4akBa KoHIeHTparmsTa Aa crnagaae mos 0,02 mg/l okono 2 roguHu ciex
CITUpaHE Ha JICUCHUETO C JIehTyHOMHU/T.

Crnen 2-rouiieH Nepyuos Ha U34akBaHe, IIa3MeHaTa KoHUeHTpauus Ha A771726 ce uzmepsa 3a
mppBH T. CIien TOBA MIa3MeHaTa KOHIeHTpanus Ha A771726 TpsOBa aa ce onpeens OTHOBO CIeN
WHTEpBaJ OT MmoHe 14 nHu. AKo JBeTe Iia3MeHu KoHieHTpanuu ca nmoxa 0,02 mg/l, He ce ouakBa

TepaTOTeHEH PHCK.

3a mombIHUTETHA WH(pOPMAIIHs OTHOCHO U3CJIeIBAHETO, MOJIs, CBhpKeTe ce ¢ [IpuTexarens Ha
Pa3pelIeHreTo 3a YIoTpeda WK C JIOKATHUS MY MPEIICTaBUTEN (BXK. TOUKa 7).

Ouucmeawa npoyedypa

Crnen crimpaHe Ha JIEY€HUETO C JIeITyHOMHAT !

e  KOJECTHpaMHH 8 g ce mpujiara 3 IbTH JHEBHO 3a Iepuoj ot 11 mau

e wm 50 g akTHBEH BBIJIEH HA Tpax ce mpuiara 4 TbTH JHEBHO 3a mepuof ot 11 qam.

U npu niBete nporeaypu obaue, ce M3UCKBa POBEPKa € 2 OTACITHH TecTa Ipe3 WHTEPBAJl OT ITOHE

14 nHu ¥ mepuoAa Ha W3YaKBaHE OT MECELl U TOJIOBMHA MEXY IIbpBaTa MosiBa Ha IUIa3MEHa
koH1eHTparus moxa 0,02 mg/l u omnoxnaneTo.
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JKenute ¢ gerepoacH moTeHian TpsoBa aa ObaaT MHOOPMUPAHH, Y€ CE Hajlara Iepruo.l Ha M3UaKBaHe
OT 2 TOJIMHU CIIe/I CIUPaHe Ha JICUSHUETO, IIPEIU TE J]a MOXKeE Ja 3a0peMeHsBaT. AKO IMEPHOABT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHH, C U3MOJI3BaHE HA HA/ICX THA KOHTPAIICTIINS CE CUUTA 3a
HEIMPaKTUYCH, MOXE J1a C€ IIPernopbhya Mpo(IakTHIHO Ha3HAYaBAHE Ha OYMCTBAIIIA MPOIICIypa.

u KOJICCTUPAMUH, U aKTUBCH BBIJICH HA IMpax MOraT aa MOBJIUIAAT a6C0p6I_[I/I$[Ta Ha €CTPOrcHU U
IMporecTarcHy Taka, 4€ HaJCXJJHa KOHTpaL I C I€pOopaiH KOHTPALCIITUBH Ia HE MOXKE da 6’[3)16

OCHUTypeHa 10 BpeMe Ha OYHCTBAIIaTa MPOIeIypa ¢ KOJISCTHPAMUH UJIH aKTUBEH BBIVICH Ha TIpax.
IIpenoppuBa ce U3MOI3BaHE HA AITEPHATUBHU KOHTPALIEITUBHU METOM.

Kspmene

[Ipoy4uBaHusTa IPH )KUBOTHH MOKA3BAT, Ye JISHITYHOMHU/] MIIH HETOBUTE METaOOIUTH IPEMUHABAT B
MIIIKOTO. 3aTOBa, KbpPMEIIIUTE KECHU HE TPSAOBA Ja pUeMar JIeITyHOMHU.

DepTUIuTeT

Pesynratute oT mpoy4BaHusATa BbPXY EPTHIMTETA IPU )KUBOTHHU HE Ca NOKA3aIH €EeKT BbPXY
MBKKHUS M KEHCKUSI PEPTHIINTET, HO IIPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO IIpUJIaraHe
ca Ha0JIoAaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHUBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA

B cry4an Ha He)XenaHW peakIuy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha TMALEHTHUTE 1a Ce KOHIICHTPUpAT
U Jla pearupaT MpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan manueHTure TpsiOBa 1a ce
BB3ABPKAT OT Iodupane U padoTa ¢ MaIIUHH.

4.8 Hexenanu JeKapCcTBEHH PeaKIUU

0O0600menre Ha npoduiia Ha 6€30HaCHOCT

Haii-yecto cpobuiaBaHnTe HesKENAHU PEaKUUU MpH JIeIyHOMHU ca: JIEKO MOBUILIABaHE Ha KPHBHOTO
HaJIsIraHe, JEBKOICHHUS, TapecTe3usl, TIaBoOoIre, 3aMasiHOCT, AUapHs, rajieHe, HOBPhIIaHe,
HapyIIeHNs Ha YCTHATA JIUTaBHIIa (HaIp. ahTO3eH CTOMATHT, SI3BU B ycTaTa), KOpeMHa 00JIKa, 3aCHIICH
KocomnaJi, ek3eMa, 00pHB (BKIIOUMUTEIHO MaKyJIONAIyJI03eH 0OpHUB), CHPOEIK, cyXa KoXa,
TEHOCHHOBHT, oBumaBane Ha CPK, anopekcus, 3aryda Ha Terio (0OMKHOBEHO HE3HAYMMA), aCTEHHS,
JIEKH aJIEPTUIHU PEaKINK U ITOBUITIaBaHe HA YePHOAPOOHUTE TTOKA3aTelH (TpaHcaMuHa3H (0COOEHO
AJIAT), no-psinko rama-GT, ankanHa ocdarasza, OMIHPYOUH).

Kinacugukaiiys Ha 04akBaHUTE YE€CTOTH:

MHoro gectu (21/10); wectr (>1/100 mo <1/10); Heuectu (>1/1 000 mo <1/100); penxu (>1/10 000 mo
<1/1 000); muOTO peaxu (<1/10 000), c HeM3BeCTHA YecTOTa (OT HAIMYHUTE JaHHU HE MOXe Ja Ob/ie
HaIpaBeHa OIICHKA).

[Ipu Besiko rpymnupaHe B 3aBHCUMOCT OT YECTOTaTa, HeXKEJIaHNUTE JIEKAPCTBEHU PEaKIINU ce N30posiBaT
B HU3XOJAII PEJ] 10 OTHOILIEHUE Ha TSIXHATA CEPHO3HOCT.

Hngpexyuu u ungpecmayuu
Penku: TEKKH MHPEKIINH, BKIIOYATETHO CEIICUC, KOUTO MOXe J1a Ob/ie (haTtaneH

KakTo npyru cpeicta ¢ IMyHOCYTIPECUBEH MOTCHIIUA, JIC(DIYHOMUT MOXKE J1a YBEITUYH
MOJIATJIMBOCTTA KbM UH(EKITNH, BKIFOYUTEIHO OMOPTIOHUCTUYHN MHPEKITUY (BXK. CBIIO TOYKa 4.4).
CrnemoBaTennHO 001IaTa 4ecTOTa Ha MH(EKIIUUTE MOXKE J1a C€ YBEIHYH (0OCOOCHO Ha PHHUT, OPOHXUT U
MTHEBMOHUA).
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Heonnasmu-oobporxauecmeenu, 3noxavecmeenu u HeonpeoeieHu (K. KUCHU U ROTUNU)
PuckbT 0T 3710Ka4ecTBEHOCT, 0c00eHO TUM(OTpoIH(epaTHBHI HAPYIICHHS € YBEIUYCH MPH
ynorpebaTa Ha HIKOU HMYyHOCYTIPECOPH.

Hapywenus na kpvema u mumgnama cucmema

Yectu: JieBKOTeHus (JieBKomuTy >2 g/1)

Heuecru: aHemusl, Jeka TpoMmOonuTorneHus (Tpomoonutu <100 g/1)

Penxu: MaHIUTOTICHHS (BEPOSATHO JIbJDKAIIA Ce HA aHTUNIPOJH(epaTHBeH MEXaHU3bM),
neskorieHus (ieBkomuTH <2 g/1), eosnHoGmHs

MHoro peaku: arpaHyJioLuTO3a

CKOpOHIHa, CIHOBPEMCHHA HUJIU MOCJI€ABaIIa yHOTpe6a Ha NOTCHIMAJTHO MUCJIOTOKCUYHH CPEACTBA
MOXE Ja 6’]:,[[6 CBBbpP3aHa C MMO-BUCOK PUCK OT XEMATOJIOTUYHHU PCAKIIHH.

Hapywienus na umynnama cucmema

Yecru: JIEKU aJIEPTUYHU PEaAKIINU

MHoro penku: TEXKH aHa(MIaKTHYHN/aHA()UITAKTOMTHH PEAKLUH, BACKYJIUT, BKIIOUYUTEIHO
KO’KeH HEKPOTH3HpaIll BaCKyJIUT

Hapywenus na memabonusma u xpanenemo

YecTn: nosumaBaHe Ha CPK

Heuectn: XUIOKAJICMHUSI, XHIICPJIUITUACMUs, XUtodochaTemust
Penku: noBuiraBade Ha LDH

C HeusBecTHA

YeCcToTa: XUTIOYPUKEMUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepenama cucmema
Yectn: napecresus, raBodosme, 3amMaiiBane, neprudepHa HeBpoaTus

Cvpoeunu Hapyuwenus
Yectn: JIEKO TOBHUIIIaBaHE Ha KPBBHOTO HAJISITaHE

PGILKI/IZ SHAYUTCIIHO IMMOBUIIIABAHC HA KPHbBHOTO HAJIATAHC

Pecnupamopnu, epvoHu u Meouacmunannu HapyuleHus

Penxwu: HHTEPCTUITHATHA OenoapoOHa 60ecT (BKIFOUUTEITHO HHTEPCTHITHAICH
ITHEBMOHHT), KOSITO MOXKe /1a Ob/ie daTanHa

C HemsBecTHA 0eopoOHa XUTTEPTOHUS

4ecToTa:

Cmomawno-upesnu HapyuieHusl

Yectn: KOJIUT, BKJIFOUNTEITHO MUKPOCKOITMYEH KOJIHT, KaTO HAapHMep JIUM(OIUTEH KOJIUT,
KOJIar€HO3€H KOJIUT, AUapusl, rajieHe, IOBphIIaHe, yBpeKJaHe Ha yCTHATA
nuraBuna (Hamp. aQTO3eH CTOMATHUT, A3BU B yCTaTa), KopeMHa 00Jka

Heuecrn: HapyIIeHHs BbB BKyca

MmHoro penku: MMaHKPEaTUT

Xenamobunruapuu HapyuweHus

Yectu: MOBHUIIIaBaHE HA YePHOAPOOHUTE TTOKa3aTenu (TpancamuHasu [ocoderno AJIAT],
no-paako rama-GT, ankanHa docdaraza, OunupyOounn)

Penxu: XeTaTHT, XBJITeHHUIA/X0JIecTa3a

MHoro penku: TEXKO YEPHOPOOHO YBPEKIAHE KATO YepHOAPOOHA HETOCTATHYHOCT U OCTPa

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

Yectu: 3aCHJICH KOCOTIa, ek3eMa, OOpHB (BKIIOYHUTEITHO MaKyJIOIAITYyJIO3¢H 00pHUB),
CBHpOEIK, Cyxa Koxa

Heuectu: ypTUKApHUS

MHoro peku: TOKCHYHA eNuJiepMaliHa HEKPOoJIn3a, CHHIPOM Ha Stevens-Johnson, epurema
Mystadopme

C HeusBecTHa KOXEH JIYITyC EPUTEMATO/IEC, TyCTYJIO3€H IICOPUA3KC WIIH BJIOIIaBaHE Ha

4ecToTa: MICOPHA3KC, JICKAPCTBEHA PEAKIIUS C €O3MHOPUINSA U CHCTEMHH CUMIITOMH

(DRESS), koxHa s3Ba

Hapymeﬂuﬂ Ha MyCKy]ZHO—CKEﬂemHama cucmema u Cbeauﬂumeﬂﬂama MbKAH
Yectu: TEHOCHUHOBUT
Heuectn: CKBCBAaHE Ha CYXOXKHUIHE

Hapywenus na 6vopeyume u NUKOYHUMe Nbmuya
C HeusBecTHa O0BOpedHa HETOCTATHYHOCT
4ecToTa:

Hapywenus na gv3npouszsooumennama cucmema u 2opoama
C HeusBecTHa rpaHUYHO (0OpaTHUMO) IMOHIKAaBaHE Ha KOJIMUYECTBOTO HA CTIEPMATO30U/INTE,
YeCTOTa! oO1mIwst Opo¥t CrIepMaTO30HIN 1 TTOIBIKHOCTTA UM

Obwu napyuienus u epekmu Ha MACMOMO HA NPUTLONCEHUE
Yecru: aHOpeKcusl, 3aryba Ha Teryio (0OMKHOBEHO HE3HAYNMA), aCTECHUS

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUHU CIIS]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

MPOAYKT € BakKHO. ToBa IMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICIIMAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJT03UPaHa HeXKEIaHa PeaKilys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, TOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
CumnroMu

NwMa cpoO1ieHus 3a ciiyyan Ha XpOHUYHO TIPEI03UpaHe MPH MallUeHTH, TpueMaIiy Arava B THCBHU
JIO3H JIO TIET ITbTH MO-TOJIEMH OT IPENOPHYHTEIIHATA JJHEBHA /1034, ¥ CIIyYau Ha OCTPO MPEI03UpaHe
NpY BB3PACcTHU ¥ Jena. Hama choOIeH s 3a HexellaH! ChOUTHS TIPH MTO-TOJIIMAaTa 4acT OT CITy4auTe
Ha npeao3upaHe. Hexxenanure chOUTHS, ChBMECTHMH C TIPOQHIIa Ha 0€30MaCHOCT Ha JIS(hIyHOMH]T Ca:
KOpeMHa 00JiKa, TaJicHe, Tuapys, IOBUIIICHH YePHOPOOHH €H3UMU, aHEMUS, JICBKOTICHHS, ChPOCIK U
0o0puB.

OsnagsBaHe

B ciyuait Ha mpeao3upaHe WM TOKCHYHOCT, C€ MPEHOPbUBa PUEMAHETO Ha KOJIECTUPAMUH HITH
aKTUBCH BBIJICH, 32 YCKOPsIBaHE HA elMMUHUpaHeTo. KonecTrupaMuH, MPUI0kKEH MEPOPAITHO B 7033 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOJIU € HAMAIWJ IJIA3MEHUTE HUBA Ha
A771726 ¢ oxoio 40% 3a 24 yaca u ¢ 49% 10 65% 3a 48 4aca.

JlokazaHo e, 4ye MPUIIOKEHUETO Ha aKTHBEH BBITICH (TIpax, MPUTOTBEH KaTO CYCIIEH3Us) Ipe3 ycTaTa
WJIN 9pe3 HazoracTpanHa cona (50 g Ha Bcekn 6 gaca 3a 24 yaca), HaMaJsBa IJIa3MEHUATE
KOHIICHTpAITN! Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

Te3u ourCTBAIY MPOIIEYPH MOXKE J]a C€ TIOBTOPAT NIPU KIMHHYHA HEOOXOIUMOCT.

[poyusanus npu xemoauanuza 1 CAPD (xporndyna amOynaTopHa NepuTOHeallHa AUain3a) MoKa3Bar,
ye A771726, OCHOBHUSAT METa0OIUT Ha JIEHIYHOMH HE MOXeE Ja ce TUaTU3Upa.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA
dapmakoTepalieBTHIHa Tpyna: cellekTuBHU nMyHocynpecopu, ATC kom: LO4AKO1

(DaDMaKOJ'IOFI/ISI opH Xxopa

Jledbmyromun e 6oecT-MOAUPUITUPAIITO AHTHPEBMATUYHO JIEKAPCTBEHO CPEIICTBO C
aHTUTIPONIU(EPATHBHU CBOICTBA.

dapmakoJIOTHsl IPHU KUBOTHU

Jlepnmynomuz e eekTUBEH P MOACTH HA apTPUT U IPYTU aBTOMMYHHH 3a00JIIBaHHS NIPY KUBOTHH,
a Taka ChLIO U MIPY TPAHCIUIAHTALIUS, TJIABHO aKo ce MPUIIOKHU BbB (hazaTa Ha ceHcuOmnu3upane. Toi
MMa MMYHOMOTYJIMPAIlN/MMYHOCYTIPECHBHY CBOWCTBA, IEHCTBA KAaTO aHTUIPOINU(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIHH CBOMCTBA. [IpH )KUBOTHHCKH MOZAETN HA aBTOUMYHHH 3200 IsIBAaHUS
nedayHOMU/ TOKa3Ba Hall-qo0bp MPOTEKTUBEH e(eKT MPpH MPUIOKEHUE B paHHAaTa ¢a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo To OBP30 U TIOUTH HAITBITHO ce MeTabonmm3upa 10 A771726, KOUTO € aKTHBEH in Vitro U ce
NpeArnosiara, 4e € OTTOBOPEH 3a TePANEeBTHYHHS €(EKT.

MexaHn3bM Ha JIEUCTBUE

A771726, ak THBHUAT METaOOJHUT Ha JIehTYHOMUJT, TIOATUCKA SH3UMA TUXHPOOPOTAT ACXUIPOreHa3a
(DHODH) nipu xopa u nposiBsiBa aHTUIPOIH(EpaTUBHO ASHCTBUE.

Kinnanuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

Eduxacnoctra Ha Arava npu JeueHHe Ha PeBMaTOUIEH apTPUT € J0Ka3aHa MpH 4 KOHTPOJIUPaHU
m3nutBanus (1 BbB ¢asa Il u 3 BeB ¢aza I11). [Ipu ¢a3a Il uznursaneto, npoyusane Y U203,

402 y9acTHHIIN C aKTUBEH PEBMATOUICH apTPUT Ca PAHIOMHU3NPAHU Ha TUTare0o
(n=102),nednynomun 5 mg (n=95), 10 mg (n=101), nunu 25 mg/auesno (n=104). Jleyenuneto e
MPOABIDKUIIO 6 Mecera.

Beuuku naruenty BB ¢asa [l n3nursanusTa ca npueMany HadyaiHa o3a ot 100 mg 3a Tpu aHU.
IIpu mpoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTHUBEH PEBMATOUICH apTPHUT Ca PAHIOMU3UPAHU Ha
nedaynomug 20 mg queBHo (n=133), cyndacanasun 2 g nueBHO (n=133) mnu mianedo (n=92).
JleueHneTO € MPOABIDKHUIIO 6 Mecena.

[MpoyuBaneTro MN303 e akynraTHBHO CisIo 6 MECEeUHO MPOIbIDKEHIE Ha poyuBane MN301 6e3
iane0o rpyma, mpyu KOEeTo ce cpaBHABA €PEKTHT OT 12 MeceuHo npueMane Ha JISQIyHOMU 1
cyndacanasus.

ITpu mpoyuBanero MN302, 999 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPHUT Ca paHAOMHU3HMPAHU Ha
nedaynomun 20 mg/naeBHo (n=501) win merorpekcat 7,5 mg/ceamuyno 1o 15 mg/ceamMuuno
(n=498). obassiHeTo Ha (onueBa KucenuHa e Omio mo u3dop u e npuiarano camo npu 10% ot
nanueHTute. JleueHueTo e mpoawpnKuiIo 12 Mecera.

ITpu mpoyuBane US301, 482 yyacTHHIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMHU3HMpPAHU Ha
nedryHomun 20 mg/maeBHO (n=182), MeToTpekcat 7,5 mg/cenmuyno 10 15 mg/ceqmuano (n=182),
wi mnane6o (n=118). Beuuku nanmenTy ca noiyvaBanu o 1 mg onuesa kucenvHa JBa MbTH
IHEeBHO. JleueHueTo € mpoapnKuiIo 12 Mecena.

Jlepnmynomuz B AHeBHa No3a Hait-manko 10 mg (10 mo 25 mg B npoyuBane YU203, 20 mg B
npoyuBanust MN301 u US301) e mokaszai CTaTHCTUYECKH 3HAYUMO I0-100Bp ePeKT OT miaredo npu
HaMaJsBaHE Ha MPU3HALMTE U CUMIITOMUTE HA PEBMAaTOMAHUS apTPUT NIPU BCHUKU

3 mnane6o-KoHTpoIMpany M3nuTBaHuA. CTereHTa Ha OTTOBOP Ha JICYSHUETO 10 KiIacH(PHUKaLusITa Ha
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ACR (AMepHuKaHCKHUS KOJIEX [0 peBMaToNOrHs), B mpoyusaneto YU203 e 27,7% npu miarnebo,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesHo. [Ipu daza Il uznursanmsra,
creneHTa Ha oTroBop o ACR 3a nedmynomua 20 mg/nueBHo, cpsiMo manebo e 54,6%, cripsmo
28,6% (poyuBane MN301) u 49,4%, cnpsamo 26,3% (mpoyuBane US301). Crnen 12 mecerna Ha
aKTUBHO JIeueHHe, cTenenTa Ha otroBop mo ACR npu manmentute Ha nediynomus e 52,3%
(npoyuBanust MN301/303), 50,5% (nipoyuBane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% npu nauueHTute Ha cyndacanaszut (mpoyusanust MN301/303), u metorpekcat - 64,8%
(mpoyusare MN302) u 43,9% (mpoyusane US301). IIpu npoyuBare MN302 nedurynomus e
3HAYUTEIIHO 1M0-c1a00 edekTuBeH oT MeToTpekcar. O0aue, npu npoyusane US301 He ca ycTaHOBEHH
3HaYMMU Pa3IMKUA MEXAY JeQIyHOMH U METOTPEKCaT, B IbPBUYHHUTE IapameTpu 3a edukacHocT. He
e HaOJrojaBaHa pa3inuka Mexxay gedurynomun u cyidacanazus (nmpoyusane MN301). EpexrsT oT
JIeYCHUETO ¢ NedIyHOMHUS ce € POSIBIII ciell 1 Mecel], cTabuu3upan ce e ciiea 3 10 6 Mecena u e
NPOIBJDKHII 110 BpEMe Ha LEeNus Kype Ha JIeUeHHE.

PannoMusupaHo, TBORHO-CIIAIO, MAapPaJeIHOTPYIIOBO, HOHUH(EPHUOPHO MPOYUBaHE, CPaBHIBA
OTHOCHUTEIHATa e(h)UKACHOCT Ha J(BE Pa3IMYHU JHCBHU HOIABPIKAIIM 103K JeduyHoMua 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE J]a C€ 3aKIIF0UH, Ye pe3yNTaTuTe 3a €PUKACHOCT Ha MOIbpIKAIaTa 1032
ot 20 mg ca 1mo-01aronpUsATHU, HO OT ApYyra CTpaHa, pe3yaTaTuTe 3a 0€30IaCHOCT ca B 0J13a Ha

o Ibprkamara go3a ot 10 mg.

Heouampuuna nonynayus

Jlepmynomuz e u3cnenBaH B OTJCIHO MYJITUIEHTPOBO, pAaHIOMHU3HPAHO, ABOHHO-CIISIO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 nmauuentu (47 B rpyna) ¢ NOAMAPTUKYJIAPEH TUI FOBEHUIEH
peBmarouzieH apTput. [lanmenture ca Ha Bp3pacT 3-17 roquHy, C AKTUBEH MOJIUAPTUKYJIAPEH TUI
FOPA, He3aBUCHMO OT HA4aJIOTO Ha 3a00JIIBAHETO U HE ca JIEKYBaHH JJOCETa C METOTPEKCaT MU
nedaynomu. B ToBa m3nuTBaHe, HaTOBapBaIaTa J03a U NOAIbpIKaIIaTa 103a Ha JeqIyHOMHU] ca
OTIpeIeTICHN B TPH KaTEerOpHH, B 3aBUCUMOCT OT TerioTo: <20 kg, 20-40 kg n >40 kg. Cnen

16 ceqmuuu Ha JIeUeHUE, Pa3MKaTa B CTEIICHTa HA OTTOBOP € CTATUCTHUYECKH 3HaYKMMa B 1107132 Ha
metorpekcar pu KOPA Omnpenensae na nogodpenueto (OIT) >30% (p=0,02). I1pu pearupanure, T03u
OTrOBOp € MOJABbPXaH B MPOAbIDKEHHE Ha 48 ceaqmuiu (BX. Touka 4.2).

XapakTepbT Ha HeXXeJIaHUTe ChOUTHA Ha Je(IyHOMUA U METOTPEKCcaT M3k A CXOCH, HO 103aTa,
U3I0JI3BaHa [P MALMEHTHU C O-HUCKO TErJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3UIUS (BXK. TOUKA
5.2). Te3u naHHU He NMO3BOJIsBAT eheKTHBHA U Oe30IacHa MPEnopbKa 3a JO3UPOBKa.

llcopuamuuen apmpum

EdukacroctTa Ha Arava rpu JieueHrue Ha ICOPUATHYEH apTPUT € T0Ka3aHa IPH KOHTPOIUPAHO,
PpaHAOMU3UPAHO, IBOMHO-cisAno mpoyuBaHe 3L01 npu 188 mauuenTy ¢ ncopuaTUyueH apTpuT,
nexkyBanu ¢ 20 mg/neH. [IpoabrKuTeTHOCTTA Ha JIeUeHHE € 6 Mecena.

Jlepnmynomuz 20 mg/neH e 3HauYuTEIHO MO-H00Bp OT M1ane0o 3a HaMalsiBaHe HAa apTPUTHUTE
CUMTOMH IpH nanuenTty ¢ ncopuatuyer aptput: KOJIITA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupaiute ca 59% B rpynara Ha nedaynomun u 29,7% B rpymnaTa Ha
mtane6o 70 6 mecera (p<0,0001). EbexTsbT Ha tedayHOMH BBPXY M000psIBaHe HA (DYHKIMITA U
HaMaJsiBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Tlocmmapkemuneosu npoyueanus

Panpomusupano npoyyBaHe olleHsIBa KIMHHYHO erKacHaTa CTENeH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, kouro ca nmomyuasanu 20 mg uinu 100 mg nedayHomun B
JIBE TIapaJieJIHU TPYTIU, 0 BpeMe Ha Ha4aIHUs TPUIHEBEH IBOMHOCIAN nepuol. HagamuusaT nepuon e
MOCJIe/IBaH OT TPUMECEUEH OTKPUT MO IbPIKAIIl TIEPHOJL, TI0 BpeMe Ha KOWTO U JIBETE TPYIH ca
nojy4aBaiu edayHoMua B 1o3a 20 mg nHeBHO. He e HaOtojaBaHo HapacTBaHe Ha 00IaTa MoJj3a B
W3CIIe/IBaHaTa MOIyJIALHS P MPHIOKEHHETO Ha HaTOBapBallla cxeMa Ha npuiarane. JlaHauTe 3a
0e3011acHOCT, MOJTYYeHH OT JJBETE IPYITH Ha JICYCHHUE, Ca B ChOTBETCTBUE C M3BECTHHS MpoduII Ha
0e3omacHOCT Ha J1e()ITYHOMHI, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHU HEKENIaHU ChOUTHS U Ha
MOBUILICHN Y€PHOAPOOHH €H3MMH € TT0-BUCOKA IPH TTAaIlHEHTUTE, ITOIyJYaBally HaTOBapBallia 103a OT
100 mg nedryHOMU.
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5.2 ®apmakoKMHETHYHH CBOWCTBA

Jlepmynomuza 6bp30 ce MeTabOIM3Mpa JO aKTUBHUS cH MeTaboiut, A771726 upe3 “first pass”
MeTa0o0IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npo0. [Ipu mpoyusane c
M30TONHO Gensasan “C-nepayHOMEI Ipy TpUMA 3paBH JOOPOBOJIH, HE € HAMEPEH HEMPOMEHEH
nedayHOMU/ B TUIa3MaTa, ypuHaTa win ¢exanuure. [Ipu Apyru mpoydBanus, psiaKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(hIyHOMUI B IJIa3Mara, B IUIa3MEHH HUBA OT MOpsAbKa Ha ng/ml.
EnmHCTBEHUAT paioakTHBEH META0OMUT B Tutazmata ¢ A771726. To3u MeTabOHT € OTTOBOPEH U 32
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopbOupa. BpemeTo 3a focTurane Ha MaKCMMajIHaTa [U1a3MeHa KOHIeHTpanus Ha A771726 e MHOTO
pasnugHO: MeXay | u 24 gaca cien eqHOKpaTHO npueMane. JledryHoMum Moxke J1a ce mpueMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTENeHTa Ha abcopOLus € cpaBHIMA Ha TTIaHO ChbCTOSHUE U e
xpanene. [lopaan U3BbHPEIHO ABJITHA NOTYKUBOT Ha A771726 (0kos0 2 ceAMULN), IPH KIMHUYHUTE
MIPOYYBaHUS € U3IT0JI3BaHa HaToBapBama g03a oT 100 mg 3a 3 qHuU 3a M0-0BP30 MOCTHTaHEe Ha
cTalioHapHu HUBa Ha A771726. M3uucnieHo e, ye 6e3 HaTOBapBalla /103a, 3a JOCTUTAHETO Ha
CTallMOHAPHU IJIa3MEHU KOHLEHTPALUH LI ca HEOOXOIUMH MOYTH JIBa Mecela npuiioxenue. [Ipu
MIPOYUYBAHUS C MHOTOKPATHO NMPHJIOKEHUE, TP NMALMEHTH C PEBMAaTOUIEH apTPUT,
(hapMaKOKMHETUYHHTE TIapaMeTpu Ha A771726 ca TuHEHHM 3a J030BUs AMAIa3oH oT 5 10 25 mg. [pu
TE€3W MPOYYBAHMS, KITMHUYHUAT €EeKT € IPSKO CBbP3aH C IIa3MeHaTa KoHUueHTpauus Ha A771726 u
Ha JHEeBHATa 032 Ha jedayHomua. Ilpu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaLys
Ha A771726 B cTaumoHapHO cheTosHUE € pubam3utenHo 35 pg/ml. Ilpu cranmonapHo chcTosTHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHU C TE3W IIPH SIUHUYHA 1034,

PasnpeneneHue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOoTeHHUTE (anmoymunute). HecBbp3anaTa
yact e okoJ0 0,62%. Cbp3BaneTo Ha A771726 ¢ mina3mMenus ajnOyMyH € TMHEHHO B paMKUTE Ha
TepaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOWIHO MPU HalUeHTH C
pEBMATOUICH apTPUT WM XpOHHYHA OBOpEeYHa HEAOCTATHYHOCT. EKCTEH3MBHOTO CBBbpP3BaHE Ha
AT71726 c mpoTenHUTE MOXE Ja TOBEAC 10 M3MECTBAaHE Ha APYTH EKCTCH3UBHO CBBhP3aHM JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOAEHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH He TIOKa3BaT B3auMoieiicTus. [1o1o0HN mpoyuBaHus ¢
noymnpodeH u qukiaodeHak ChIo HE OKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBbP3BaHe,
JIOKaTo HecBbp3aHaTa (paxuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HUIWYKE HA TOJIOYTaMHI.
A771726 nzmectBa ubynpodes, quknodenaxk u Toa0yTaMuI, HO HECBbp3aHaTa (paKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 1o 50%. Hsama nannu 3a KIIMHAYHO 3HAYCHHE HA TE3U
edextu. [lopaau 3HAaYUTEITHOTO CH CBBP3BaHE ¢ Ila3MeHuTe OenThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoso 11 nutpa). He e yctanoBeHo npedepeHInaiHo moeMaHe 0T epUTPOLIUTHTE.

BuorpanchopMmarus

Jlepnmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Jpyry BTOPOCTETICHHU
MeTabonuTH, BKIToUnTeTHO TFMA (4-TpudiryopomeTmianuint). MeTtabomuTHaTa
ounotpanchopmanus Ha nedayHoMua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30OMaJIHATa, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppaxunu. IIpoyuBanus 3a B3auMoAEHCTBHE ¢ IMMETHIVH (HecTleln(pUUCH HHXUOUTOP Ha
muroxpoM P450) u pudammunun (HecienuduueH nuroxpom P450 uHAyKTOP) OKA3BAaT, 4e in vivo
CYP enzumuTe yuactBat B MeTaboIM3Ma Ha JIeIyHOMHU CaMO B MajIKa CTETIEH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHALMOHHUAT NOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiokeHue Ha OesnsizaHa ¢
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W30TOII 7032 JICQITYHOMHU/I, PaTMOAKTHBHOCTTA CE OTAEISI €IHAKBO BHB ()eKATNUTE, BEPOSTHO Upe3
eJIMMUHUPAHE C JKIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpue B ypuHaTa U (heKaJIuuTe 10
36 nHHU el eMHOKPaTHO MmpueMaHe. [ IaBHUTe MeTa0oINTH B YPUHATA Ca TIIFOKYPOHUIU Ha
neduryHoMu/ (TIIaBHO B ripobute ot 0 10 24 yaca) 1 OKCaHHIIOBO MPOu3BOAHO Ha A771726. BB
(hekamuuTe ce OTKpHBa ritaBHo A771726.

YcraHoBeHO €, ye Npu Xopa NPUII0KEHHUETO Ha MepopaHa CyCIeH3Hs aKTUBEH BBIJICH Ha Mpax Wil
KOJISCTUPAMHH BOJH 10 OBP30 M 3HAUUTEITHO YCKOPsIBaHE Ha eKcKkpenuaTa Ha A771726 n HamarnsBaHe
Ha TUTa3MEHUTE KOHIIeHTpanuu (BXx. Touka 4.9). ToBa ce IbDKHM Ha CTOMAIITHO-YPEBEH MEXaHU3bM Ha
OTJIEJISIHE W/WJIA HAa PEKhCBAaHE HA CHTEPO-XETATAITHUS IIUKBII.

brOpeuno yBpexaaHe

JledmyHOMU/I € IPUIIOKEH B €IMHIYHA TepopaiiHa 1032 oT 100 mg npu 3 manueHTy Ha XeMoTualin3a
1 3 MalMeHTH Ha MIPOXBJDKUTENHA repuToHeanta auannia (CAPD). dapMakokiHETHKATa Ha
A771726 ipn manmenTr Ha CAPD m3ritexxaa cXomaHa ¢ Ta3u MpH 31paBu 1ooposomn. [10-06p30
enuMuHUpane Ha A771726 e HaOnroAaBaHO NP MANMESHTUTE HA XEMOIUAIN3a, KOSTO HE Ce JILIKU Ha
SKCTpaKI¥s Ha JICKAPCTBEHUS MPOIYKT B AUAIIA3ATA.

YepHoapoOHO YBpEXIaHe

Hsma naHHU 3a JIeueHHEe Ha MAlMEHTH ¢ YePHOAPOOHO YBpEeKIaHe. AKTUBHUAT MeTa00auT A771726 ¢
CBBbP3aH B roJsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cexpenus. Te3u nponecu Mosxe 1a ObAAT MOBIUSHH OT YEPHOIPOOHA TUCQYHKIIHA.

IlenuaTpuyHa momyaamus

®dapmakokuHeTrkata Ha A771726 cien mepopaiHo MPUIOKEHUE Ha eQIIyHOMH]] € U3CIIeABaHA MPH
73 menuaTpUYHU MAITUEHTH C MMOINAPTUKYJIAPEH THIT IOBEHIUICH peBMaTounaeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. Pesynrature oT nmomynanuoHeH papMakKOKMHETHUYCH aHAIU3 Ha TE3U
NPOYYBaHUS MMOKA3BaT, Y€ NeIUaTPUYHHUTE MALUeHTH ¢ TeJecHo Terino <40 kg uMaT HamaneHa
crucreMHa excriosunms (n3MepeHa upe3 Cgs) Ha A771726, mogo0HO HAa BE3PACTHUTE TAITUEHTH C
peBMaToucH apTput (BXK. Touka 4.2).

Crapyecka Bb3pacT

(DapMaKOKI/IHeTI/I‘-IHI/ITe JAaHHU IIpH JTUlla B CTapUCCKa Bb3pacT (>65 FO,I[I/IHI/I) Ca OrpaH”u4cHH, HO
CbOTBCTCTBAT Ha (l)apMaKOKI/IHCTI/IKaTa IIpyu NO-MJIaAUTC Bb3PACTHU.

5.3 IlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JlepmynoMua, IpUIIOKEH MEPOPATHO U HHTPANICPUTOHEATHO € U3CJICABAH B IPOYUYBaHHS 32 OCTpa
TOKCHYHOCT IIPY MUIIKH U IUTXOBE. [IpoydBaHMs MPH MHOTOKPATHO TIEPOPAITHO MPUIOKEHHE HA
nedIyHOMUA IPU MUIIKH 3a IIEPHUOJ OT 3 Mecela, IUTbX0BE U KydeTa 710 6 Mecena 1 MaiiMyHH J10

1 Mecel mOKa3Bart, ye INIABHUTE TAPT€THU OPraHH 32 TOKCUYHO YBPEXKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTa, Jajlaka, TAMyca U TuMQpHHUTE Bb3IH. | TaBHUTE edeKTH ca
aHeMusl, JICBKOTICHHS, HaMaJieH Opoil Ha TPOMOOIIMTUTE U MMaHMHEJIONATHSI i OTPa3siBAT OCHOBHUS
MEXaHU3bM Ha JACHWCTBHE Ha BElIeCTBOTO (moaTuckane Ha cuaTe3aTa Ha JJHK). Ilpu mrbxoBe u KyueTa
ca Hamepenu Tenna Ha Heinz w/unu Howell-Jolly. Ipyrure edextu, yctaHOBEeHH BBPXY ChPILETO,
4yepHUS Apo0, KOPHESATa U PECIMPATOPHUS TPAKT OMXa MOTIIH Ja ce OOSCHST C MHPEKIIUH BCIICACTBUE
Ha UMYHOcyTpecusTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA TIPH JIO3H, CKBHUBAJICHTHH Ha
TEpaneBTUYHUTE JO3H IPH XOpa.

Jlepmynomun He e myTtareHeH. Bropoctenennust Metabonut TFMA (4-tpudiryopoMeTHITaHUIINH)

MIPEIU3BUKBA KJIACTOTEHHOCT M TOYKOBU MYTAIIUH i1 Vitro, KaTo JIUICBAT JOCTATbYHO JaHHU Jalli TOU
MOJKE JIa TIPEeIU3BHUKA TO3U €PEKT in Vivo.
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[Tpu npoy4BaHe 32 KAPIIMHOTCHHOCT TPH ILTHXOBE, JIeHIYHOMUJI HE € TIOKa3al KaplinHOTCHEH
noreHimai. [lpu npoyuBaHe 3a KapIIHHOTEHHOCT NPH MUIIKK € Ha0JIi0/IaBaHa IMO-BICOKA YeCTOTa Ha
3JI0KaY€CTBEH JIMM()OM MPU MBKKUTE B IpylaTa Ha Hali-BUCOKA /1032, HAH-BEPOSITHO JIBJDKAIIL CE Ha
UMyHOcynpecuBHUS eekT Ha nedryHoMua. [Ipy xeHCKkn MULIKY € HaOJI0JaBaHo JJ0303aBUCHMO
yBEJMYCHIE HAa YeCTOTaTa Ha OPOHXHMOJIO-AIBEOJIAPHH aJICHOMH U KapIIUHOMH Ha Oenust 1po0.
3HaYeHNETO Ha TE3W HAXOJKH MPHU MUIIKH 3a KIIMHUYHATA yroTpeOa Ha JedryHOMU He €
YCTaHOBEHO.

JleprmyHOMUT HSIMa aHTHT'€HHH CBOMCTBA MPH KUBOTHHCKU MOJICIIH.

JlepmyHomuz € eMOpHOTOKCHYEH M TEPATOr€HEH MPH IUIBXOBE U 3aiLiM B pAMKHTE Ha
TEpaneBTUYHUTE JO3M IPU XOpa U NPUUUHSIBA HEXKENaHU PEAKIIUU BbPXY MBKKUTE PENIPOAYKTHBHU
OpTaHU MPH NPOYYBAHUATA 32 TOKCHYHOCT ITPH MHOTOKPATHO TpHIIoKeHHE. DepTUITUTETHT HE €
HaMa’seH.

6. OAPMAIEBTUYHU JAHHUAU

6.1 Chnucbk Ha IOMOIIHHUTE BelIeCTBA

Tabaemno a0po:

[{apeBu4HO HUIIECTE

IoBumon (E1201)

Kpocnosugon (E1202)

Cunuies TUOKCHI, KOJIOUIEH 0e3BOAEH

Maruesues creapar (E470b)

JlakT03a MOHOXHUAPAT

Dunmogo nokpumue:

Tank (E553b)

Xunpomenosza (E464)

Turanues auokcun (E171)

Maxporon 8000

Kbnr xenesen okeun (E172)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHOCT

3 roauHu.

6.4 CrnenuajaHu ycJI0BHA Ha CbXpaHeHUe

Bbiucrep:  [la ce cbxpaHsiBa B OpUIMHAIHATA OMAKOBKA.

Byrunka:  CwxpansBaiiTe OyTHIIKaTa IUTBTHO 3aTBOPEHA.

6.5 Bua u chabpKanue HA ONAKOBKATA

brmucrep:  Amymunwnit/amymunnes 6muctep. OmakoBku: 30 u 100 dunmupanu TabIeTKy.

Bytunka: 100 ml HDPE OyTtunka ¢ mmpoko rspio, ¢ Kanayka Ha BUHT C BIpaJieH KOHTEeHHep 3a
n3cymasane, chappkany 30, 50 wmm 100 dpunmupanu TabIeTKu.

He Bcuukm BHAOBE OIIAKOBKH MOTaT Ja 6’BI[aT ITyCHATU B nponam6a.

36



6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

Hsama CIIClMaJIHA U3UCKBAHUS 34 U3XBBPJIAHC.

7. MNPUTEATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/005-008

EU/1/99/118/010

9. JATA HA ITBPBO PASPEIIIABAHE/IIOJJTHOBSIBAHE HA PABPEHIEHUETO 3A
VYIIOTPEBA

Jata Ha mepBo pazpemanane: 02 cenremBpu 1999 T.

JlaTa Ha mocneaHo nogHoBsiBaHe: 1 romm 2009 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[TonpoOHa mH(pOpManys 3a TO3H JeKapCTBEH MPOIYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
arcHIMs 1o JekapcTeata http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 100 mg ¢puamupaHu TabIEeTKH

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska Tabnerka ceabpika 100 mg nepmnynomun (leflunomide).

TTomoliiHM BENIECTBA ¢ U3BECTHO JICUCTBUE
Bcsika Tabnerka cpabpika 138,42 mg makTo3a MOHOXHIPAT.

3a IIBJIHUA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tadnerka

Bsina no 6ene3nukaa, Kpbria punMupana tabaetka, ¢ ornedatano ZBP ot eqnara crpana.

4. KJIMHUYHU JAHHN
4.1 TepaneBTHYHHU NOKA3AHUSA

.HC(l)J'IYHOMI/I,Z[ € IMOKa3aH 3a JICUCHUC Ha Bb3pAaCTHU MMAIUCHTHU C:

o AKTUBEH PEBMATOWICH apTPHUT KaTo “OosiecT-MOAN(PUIIMPAIIO aHTUPEBMATHYHO JIEKAPCTBEHO
cpeactso” (BMAIJIC)
o AKTUBEH NICOPUATHYEH apTPUT.

CKOpOIITHO WM €AHOBPEMEHHO JICYEHHE C XeTaTOTOKCHYHN Min XxematoTokcnaan BMAJIC (aamp.
METOTpEKCAT) MOXKE /1a IOBEJIE 10 YBEIMUEH PUCK OT CEPHO3HHU HEXETaH! Peakiiy; CIIeA0BaTEIHO,
Npeay 3aloYBaHe Ha JCYEHUETO ¢ JedayHoMua, TpsiOoBa ga Obae BHUMATEIHO MPELCHEHO
ChOTHOIIIEHUETO T10J13a/PUCK.

Hemo noseye, cmsiHaTa ot nedayHomun Ha Apyro BMAJIC Ge3 cia3Bane Ha oyrcTBallaTa Mpouesypa
(BX. Touka 4.4), MOXe J1a YBEJIHYU PUCKA OT CEPUO3HHU HEXKENaH! PeaKlUy JOPU IBJITO BPEME Clie]
CMsHATA.

4.2 Jlo3UpOBKA U HAYUH HA NPUJIOKEHHE

JleuenneTo TpsAOBa Aa ce 3aM0YHE U CIeIU OT CIEIUAIUCTH C OIHT B JICYEHHUETO HA PEBMATOUICH
apTPUT U NICOPUATHYEH apTPHUT.

EnHoBpemenHO TpsiOBa Ja ce onpenensT ajanuH amuHoTpaHncepaszata (AJIAT) uim cepymHaTa
riryramat-nupysat tpanchepasa (CI'TIT) u mpaHa kpbBHA KapTHHA, BKIIFOUYUTEITHO TU(EPEHITHATHO
OpocHe Ha OenuTe KPhbBHH KJICTKU U OpOsi HA TPOMOOIIUTHTE, a TIOCIIE J1a CE U3CNIEABAT ChC ChIAaTa
YyecToTa:

. Npe/v 3aM0YBaHETO Ha Je(IyHOMUI,
. BEJIHBXK HA JIBE CSJMHITH MPEe3 MbPBUTE 6 Mecena OT JICUSHUETO, 1
. BEIIHBX Ha BCCKU 8 CEIMUIIN CIIe]T TOBa (BXK. Touka 4.4).
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gO?»H[}OBKa

o [Ipu peBMaToOMIeH apTpUT: TepanusTa ¢ JedIyHOMUI OOMKHOBEHO 3al04Ba C HATOBapBaIla
no3a ot 100 mg enuH IBT AHEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT HeXKEeJIaH! ChOUTHs (BXK. Touka 5.1).
[IpenopbunTenyara noaappxaiia go3a ¢ 10 mg g0 20 mg aedryHOMU €IUH BT THEBHO, B
3aBUCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIIBaHETO.

o [Ipu ncopuaTuyeH apTpuUT: TepanusTa ¢ Je(aIyHoMua 3anoysa ¢ HaToBapBamia 103a oT 100 mg
€JIMH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

[TpenopbunTenHaTa moabpxKamia 103a ¢ 20 mg aedayHOMU SAWH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT eeKT OOMKHOBEHO 3a1ouBa ciiell 4 10 6 CeMHITU U MOXKE JOIBITHUTEIHO Ja Ce
noto0pu 3a mepuo ot 4 10 6 Mecera.

He ce npenoppuBa poMsiHa Ha J103aTa TPH MAIHEHTH ¢ Jieka ObOpeuHa HeI0CTaThYHOCT.

He ce usnckBa npomsHa Ha 103aTa MpHU MALUEHTH HaJ 65-TOAMIIHA Bb3pacT.

Ileouampuuna nonynayus

Arava He ce npenopbyuBa 3a ynorpeda npu nauueHTu nox 18 rogunu, Thil Kato epuKacHOCTTa U

Oe3omacHOCTTa IMpH I0BeHMIIeH peBMaToueH apTput (FOPA) He ca ycraHoBeHH (BX. ToukH 5.1 1 5.2).

Hauun Ha OPHUITOKCHUC

Tabmetrkure Arava ca 3a mepopaiiHo nmpuioxeHue. TadneTkuTe TpsOBa 1a ce MOTIIBIIAT MEeJH C
JIOCTaThYHO KOMHYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha eTyHOMHU/] HE CE TOBJIHSIBA, aKO CC
nmpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3AHUA
o CBpBXUYBCTBHTEITHOCT (0COOCHO MpE/IIeCcTBAIl CHHIPOM Ha Stevens-Johnson, TokcnyHa

enuepMaliia HeKposn3a, epureMa MynTudopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHUT TepU(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEIECTBA, U30POCHH B

Touka 6.1.
. [TanuenTr ¢ yBpeaeHa 4epHOpOOHA (YHKITHSL.
. ITanmmenTtn ¢ TexKU UMyHOAeUIUTHA CheTostHES, Harp. CITNH.
o [MareHTH ChC 3HAYUTETHO YBpEeHa QYHKITUS HA KOCTHHS MO3BK WM TEKKa aHEMUS,

JICBKOIICHUSA, HCYTPOIICHUA WA TpOM6OL[I/ITOHeHI/I$I, rnopaav mMpuirvHU, pa3jimuHu OT
PEBMATOUACH UK ICOPUATUYCH apPTPUT.

. [TanimeHTH CBHC cepro3HU MHGEKITNH (BXK. Touka 4.4).

° [TanimeHTH € yMepeHa 70 TexxKa ObOpeTHa HeOCTATHYHOCT, 3aI0TO JINTICBA JOCTATHUYHO
KJIMHUYEH OIUT IPH Ta3u TPyIa MalueHTH.

. [NaruenTy ¢ TeKKa XUITOTIPOTEUHEMUS, HATIP. TIPU HEPPOTHUCH CHHPOM.
° BpeMeHHM eHHU WK KEHH C IeTepPOJIeH TTOTCHIINAJI, KOUTO HE M3ITOJI3BAT IOIXOIAIIa
KOHTpAIIEIIIH 110 BpeMe Ha JICUEHUETO C JeIIyHOMU/ U CIIe]] TOBA, TIOKATO TUTa3MEHNUTE HUBA

Ha akTuBHUs MeTabonut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3amouBane Ha JEYEHHUETO C
nedryHOMU TpsIOBa J1a c€ U3KIIOYH OPEMEHHOCT.
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. Kepmemu sxenu (Bk. Touka 4.6).
4.4 CrhenuajaHu npeaynpeskaeHUs! U NpeANa3sHil MePKH IPH ynoTpeda

EnHOBpeMEHHOTO MPHIIOKEHNE Ha XEMATOTOKCHYHN WK XeMaToTokcnaun BMAJIC (marmp.
METOTpEKCAT) He ce MPernopbyBa.

AKTUBHHAT META00NUT Ha JiediryHoMu, A771726, uMa ABIBI MOTYKUBOT, OOMKHOBEHO OT 1 110

4 cegmuny. Morart 1a Bb3HUKHAT CEPUO3HH HEXKEJIAaHU PEaKUUH (HAIp. XeNaTOTOKCHYHOCT,
XEMaTOTOKCHYHOCT, HJTH aJePTUYHHU PEaKklHH, BXK. MO-A0Y), JOPHU aKO JICYEHUETO C JICPIyHOMH €
6uso cnpsiHo. Crie1oBaTeNHO, KOraTo Bb3HUKHE 110100Ha TOKCHUYHOCT WJIM aKO 110 HAKaKBa Apyra
npuanaa A771726 TpsibBa na Obe OTCTpaHeH OBP30 OT OpraHU3Ma, TPSAOBaA /1a ce ciienBa
ouycTBaara npouexypa. Ilpouenypara Moxe J1a ce IOBTOPH, aKO € KIMHUYHO HEO0XO0AUMO.

3a ouncTBaIIaTa nporeaypa u Apyru MPENOphIUTETHA MEPKH B CIIy4ail Ha )KeJlaHa WK
HenpenBuaeHa OpeMEeHHOCT, BIXKTE TOUKa 4.6.

YepHOIPOOHU peaKInu

Penku cirydyan Ha T€XKKO 4epHOAPOOHO YBpEXKIaHE, BKIIFOUUTEITHO ¢ (haTaJieH U3X07 ca Ouiu
ChOOIIABaHH 110 BpeMe Ha JieueHHeTo ¢ neduynomu. [loBedeTo oT ciydanTte ca Bb3HUKHAIH TIPe3
IBPBUTE 6 MeceIla Ha JIEYeHHeTo. YecTo e HaJuIle ChITbTCTBAIIA TePaIus C JPYTH XeTaTOTOKCUYHU
JIEKapCTBEHU MPOIYKTU. BaxHO € 1a ce cieABaT TOYHO MPEHOPBKUTE 3a MPOCIEAsIBAHE.

Tps6Ba na ce onpenenmu AJIAT (CI'TIT) mpenu 3anouBane Ha JiepIryHOMHI, a TIOCTIE 1a C€ U3CIeBa
ChC ChIIIaTa YECTOTAa KATO MIbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEJAMMIIN) TIP3 IBPBUTE MIECT
Mecela OT JISYSHUETO, a CJIe]l TOBa BEAHBXK Ha BCEKH 8 CEAMHMIIN.

IIpu yBenmmuenne Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Haj ropHaTa rpaHUIa HA HOpMaTa, MOXKeE /1a Ce
o0chau HamansiBaHe Ha fo3ata oT 20 mg Ha 10 mg, kaTo TpsAOBa Aa ObAC MPOBEACHO €KECEIMUIHO
Habmronenne. Ako yBenmuenneto Ha AJIAT (CI'TIT) e 2 mbTr Ham HOpMaTa U MIEPCUCTHPA WITH
YBEIMYEHHUETO € TIOBeYe OT 3 IbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/T TpsiOBa ce
MIPEyCTaHOBH M JIa ce IPEMHUHE KbM OYMCTBalIaTa mpoueaypa. Ilpenoppusa ce npoabkaBaHe Ha
MOHHUTOPHUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJIE] [IPEyCTAaHOBSABAHE HA JICUCHUETO C JIEPIyHOMHU 1O
HOpMalHU3UpaHe Ha EH3UMHHUTE HUBA.

ITopanu Bb3MOKHOCTTA 32 JIONBJIHUTEIHN XEAaTOTOKCUYHH e(eKTH, ce IpernopbyBa ynoTpedara Ha
QJIKOXOJI 1a ce M305rBa 110 BpeMe Ha JIEYEHHETO C JIe(IyHOMUL.

Tbit kKaTo akTHBHHUAT MeTabomuT Ha Nedmyromun, A771726, ce cBbp3Ba B rojsiMa CTEIEH C
IPOTEUHHUTE U C€ eITMMUHHIPA Ype3 YEPHOAPOOEeH MeTab0IN3bM U JKITbYHA CEKpPELUs, MJIa3MCHUTE
HuBa Ha A771726 ce oyakBa J1a ObJaT MOBUIIICHH TPH MAIIUCHTH ¢ XUIIONPOTCHHEMUs. Arava ¢
MPOTHUBOIIOKA3aH MPH NAlMEHTH C TEXKa XUIIONIPOTEMHEMHS WM YBpeaeHa (GYHKIM Ha YepHUs Ipod
(BX. TOuKa 4.3).

XeMaToJIOTUYHU PEaKIIuu

Enxnopemenno ¢ AJIAT, Tps6Ba na ce HanmpaBH IbJIHA KPbBHA KAPTHHA, BKIIOYUTEITHO
TudepeHInarHo OpoeHe Ha OeNuTe KPBBHU KJIIETKH U TPOMOOITUTHTE, IPE/IN 3aTI0YBaHE Ha JICYCHUETO
¢ JIe(hIYHOMUT, KAKTO U BEJHBXK Ha JBE CSMUIIM ITPe3 IIbPBUTE 6 Mecela OT JICYSHUETO U BEIHBXK Ha
BCEKU 8 CeIMUIIM CIIe] TOBA.

[Ipu manueHTH ¢ Mpe/IIecTBaIla AaHEMHUS, JICBKOTICHUS W/WIIA TPOMOOIIUTONICHHS, a TaKa ChILO U MPH
MAIMEeHTH C YBpeIeHa (PYHKIIUSA Ha KOCTHUS MO3bK HJIM [P TAKUBA C PUCK OT MOJITUCKAHE HA KOCTHHS
MO3BK, PUCKBT OT XEMATOJIOTHYHH HAPYIICHHS € YBEJIM4eH. AKO Bhb3HUKHAT TaKMBa e(heKTH, TPsIOBa
Jla ce B3eMe MpeABU OUNCTBaHE (BXK. [T0-I0JIY) 3a HaMaIsIBaHE Ha IUIa3MeHUTe HuBa Ha A771726.
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B crydaii Ha TeKKH XeMaTOJIOTHYHH PEaKINH, BKIIOYUTEITHO MAHIUTONEHHS, Arava 1 BCsIKa
€IHOBpEMEHHA MUEJIOCYIPECHBHA Teparusl Tps0Ba 1a ce CIpe U Ja ce 3all0yHe OYKMCTBalla IpoLeaypa
OT JIe(hITyHOMUI.

KomOuHanums ¢ Apyru JieueHust

Ymnorpebara Ha neIyHOMU C aHTUMAJIAPUIHY MTPEenapaTH, W3IIOJI3BAHH ITPH PEBMATHYHH
3a00saBaHys (HATp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO WM IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIIOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail ¢akrop-anda, 10 MOMEHTA He € JOCTAThYHO MU3CJIeIBaHA B PaHAOMHU3UPAHH
U3MHATBAHUA (C U3KITIOUEHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBP3aH ¢ KOMOMHUPAHOTO
JIeYeHUE, 0COOEHO OT MPOABDKUTEITHOTO JICUCHHE, HE € U3BECTeH. T'hil KaTO TaKOBA JICUCHHE MOXKE J1a
JIOBEJIC JI0 HATPYIIBAIIa Ce WU JIOPH J0 CHHEPrHYHa TOKCUYHOCT (HAarp. XenaTo-miu
XEMaTOTOKCHYHOCT), KoMOuHarusta ¢ 1pyro bBMAJIC (mamp. MeToTpeKcar) He € MPernophUnTEITHA.

EnHOBpEeMEHHOTO MpHIIOKEHHE Ha TepuIyHOMU C Je(IyHOMU/I HE ce IPEenopbyBa, Thil KaTo
nedIyHOMU € U3XOIHOTO ChbeAMHEHHE Ha TepUIIyHOMHU.

IIpemMuHaBaHE KBM JIPYTO JICUCHUE

Toit KaTo NedIyHOMH] ce 3aAbpXkKa IBIr0 B OpraHu3Ma, npeMuHaBaneto kM apyro BMAJIC (aarmp.
MEeTOTpeKcaT) 0e3 U3BBPIIBAHE HAa OYMCTBAIIATA TPOIeaypa (BXK ITO-TI0JIY) MOXKE /1a 3aCHIIH
BB3MOXHOCTTa OT JOIIBJIHUTEIHU PUCKOBE I0PH IO BpeMe Cllefl CMsIHAaTa (KHHETUYHO
B3aUMOJICHCTBUE, OPraHHA TOKCUYHOCT).

Ilo ChIIUA HAYMH, CKOPOUIHO JICYEHUEC C XECTTATOTOKCUYHHU WUJIIN XEMATOTOKCUYHHU JICKAPCTBCHHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE [1a JOBCC 10 YBCIMYCHU HCKCIIAaHU PCAKIUHA, CIICAO0BATCIHO,
npeau 3aro4YBaHe HaA JICUHCHUCTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

Koxxnu peakimyun

B cnyqaﬁ Ha yJIIEpO3€H CTOMATHUT, MPUIJIOKCHUCTO Ha J'Ie(l)J'Iy'HOMI/IZ[ TpH6Ba Ja CcC MpCyCTaHOBU.

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM TOKCHYHA enmUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHopuins U cuctemuu cumntoMmu (DRESS) ca cho0maBanu npu
NalKeHTH, JIeKyBaHu ¢ jedayHomua. Koraro ce HaOmogaBaT KOXHH /U MyKO3HU IPOMEHH, KOUTO
MOPaK/IAT IOI03PEHHUE 32 TAKMBA TEKKU PEakIvu, Arava u BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparust
TpsiOBa Jja OBb/Ie IPEYCTAHOBEHA U 1A C€ 3aII0YHe He3a0aBHO OUMCTBAIATA MPOIIeypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO ITBITHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npruemMane Ha Je(IyHOMU/ € IPOTHBONOKAa3aHo (BX. Touka 4.3).

HNma C’BO6H.[€HI/I$I 3a IMYCTYJIO3CH MMCOPUA3NC U BJIOIIIABAHC HA MICOPHUA3UC CIICA yHOTpe6a Ha
J'Ie(l)J'IYHOMI/I,Z[. Moke Ja ce oomucau MMpPpCyCTAaHOBABAHC HA JICUCHUCTO, KAaTO CC B3CMAT NNPCABU/L
3a00JIIBaHETO HAa manyueHTa U1 aHaMHE3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JedIyHOMHU] MOTaT Ja Ce TOSBIT KOKHHU 53BH. AKO HMa
ChMHEHHE 33 KOXKHA 53Ba, CBbP3aHa C JIC)TYHOMHU/] WJTH aKO KOXKHHUTE SI3BU NIEPCUCTHPAT BBIIPEKU
MOJIXO/IAIIIA Tepamus, TPsOBa Ja ce OOMHUCIU MPEeKpaTsIBaHe Ha JICYCHUETO C JIeHIYHOMUT U
TIPOIIeAypa 3a MBIIHO OYKCTBaHe. Penennero 3a Bb300OHOBsABaHE Ha JIEYCHUETO C JIS(ITYHOMH]T CIIE]T
KOXXHH sI3BM TPsIOBa J]a ce OCHOBaBa HA KIIMHMYHA TPEIEHKA 32 aJIEKBATHO 3a3/paBsBaHe Ha paHUTE.

Ilo BpPEMC Ha JICUCHUCTO C J'Ie(I)J'IyHOMI/I,I[ IIpU MaueHTHU MOXKE a CC Ha6n}0/1aBa TPYAHO 3a3[IpaBABAHC

Ha paHu cliies onepauusi. Bp3 ocHOBa Ha MHIMBHUIyallHA OLIEHKA MOJKE J1a c€ OOMHCIIM NPEKbCBaHE HA
JICUCHUETO C Je(IyHOMU B IEPUXUPYPTHYHHS TIEPUOJ U TIPUIIaraHe Ha OYMCTBaIIa MPoIeaypa,
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KaKTO € OMMCaHo Mo-101y. B cioyuail Ha nmpekbCcBaHe PENIeHNEeTo 32 Bhb30OHOBSABAHE HA JICUEHUETO C
nedryHOMHU TPSIOBA 1a ce OCHOBaBa Ha KIIMHMYHATA MPETIeHKA 3a aJleKBaTHO 3a3/IpaBsiBaHe Ha
paHata.

HNudexnmu

U3BecTHO e, 4e JeKapCTBEHH MPOIYKTH C UMYHOCYITPECUBHU CBOWCTBA - KaTO JIeIYHOMH]T - MOTaT Ja
HAIPaBAT NAI[MCHTUTE MMO-4yBCTBUTEIHH KbM HH(PEKIINH, BKIIFOUUTESIIHO OIOPTIOHUCTUYHN HHPEKIINH.
WHupekuunre Morar qa ObIaT MO-TEKKH 110 €CTECTBO U CCI0BATEIIHO Ja U3UCKBAT PAaHHO U
EHEPTUYHO JieueHue. B cinyyaii, ye BE3HUKHE TE)KKa HEKOHTPOJIHpYeMa HH(EKIUS, MOXKe 12 €
HEOOXOMMO J1a C€ MPEKBCHE JICUSHUETO C JeIYHOMU/ U a Ce 3aII0YHE OYHCTBAIIA MTPOLEAYPa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01aBanu ca peliku ciiydad Ha mporpecuBHa MynTudoxanHa geskoeHnedaronarus (PML) npu
NAIMEHTH, IPUEMAIIX JIEITyYHOMH/T 32¢THO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIMEHTH TPAOBa Ja ce M3ceBaT 3a aKTHBHA M HEaKTHBHA

,,JJaTeHTHA”’) TyOepKyy03a, ChIVIACHO JIOKATHUTE Tpernopbku. ToBa MOXKe /1a BKIIFOUBA METUIINHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCTBAIl KOHTAKT C TyOepKy103a W/UITK TOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpagus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIH HHTEpEpOH-TaMa TECT,
KaKTo e nmpuioxkumo. Ha npennucpamure nexapu TpsOBa 1a ce HAIIOMHSA 32 PUCKa OT (halIiBo
OTPHLIATEITHH PE3YJITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIUEHTH, KOUTO Ca TEKKO
0o0JTHH WITM UMyHOKOMIIpoMeTupaHH. [larmeHTuTe ¢ aHamHe3a 3a TyOepKyo3a TpsiOBa Ja ce
HpOCIIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHsTA.

PecnivpaTopHu peakuuu

Cro0mraBa ce 3a MHTEpCTUIHATHA OelloIpoOHa 00JIECT, KAKTO U PEIKH Caydan Ha 6emoqpoOHa
XUTIEPTOHUS 10 BpEMe Ha JieueHue ¢ jgeduryHoMua (BXK. Touka 4.8). PUCKBT OT HACTHIIBAHETO MM MOXKE
Jia O'bJIc TOBUIIICH MPH MAIMEHTH C aHAMHE3a 32 HHTepCTUIanHa 6enoapoOHa OoecT.
WuaTepcrunmanuaTa 6enoapoOHa 00JIECT € MOTSHITHANO (DaTaTHO HAPYIIIEHHUE, KOETO MOXKE Ja
BB3HHUKHE OCTPO 110 BpeMe Ha TepanusaTa. [IyJMOHapHUTE CUMIITOMH, KaTO KalllJIMIA U 3a1yX, MOraT
Jia ObJaT MPUYUHA 33 MPEYCTAHOBSBAHE Ha JICYCHUETO U MOAXOIAIIO MOC/ICIBAII0 U3CIICIBaHE.

Ilepudepua HeBponaTHs

[Ipu nauuenTy, momyyaBamy Arava ca cb0oOIIEHH ciIy4an Ha nepudepHa HeBponaTus. [loBedero
MalMeHTH ca ce MoJo0puiIn cliel peKpatsaBaHe Ha Arava. HabmronaBa ce o6aue mmpoka
BapHaOMIIHOCT IO OTHOLIEHUE Ha KpallHHUA U3X0[l, T.€. IIPU HAKOU MAIMEHTH HEBPOIATUITA €
OT3BYy4aJa, a HIKOM NAallMeHTH ca UMaJi epCUcTUpaniu cumnroMu. Be3pact Hag 60 roaunmy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBa U AUA0ET MOraT Jia MOBHUIIAT PUCKa OT nepudepHa
HeBpomnaTHs. AKO MaIMEHT, KOWTo pruemMa Arava pa3Bue neprudepHa HeBponaTHsi, TpsOBa aa ce
00CBHIH ITpeKpaTsIBaHe Ha JICYEHUETO ¢ Arava U MPOBEX/aHe Ha NPOIIEAypa 3a eNMMUHIpaHe Ha
JIEKapCTBEHUS MMPOAYKT (BX. ToUKa 4.4).

Komur
[Ipu manuenTHTE, IEKyBaHU ¢ JIe(QIyHOMU, € CHOOIICHO 32 KOJIUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
kouT. [lanmenTruTe Ha JiedueHue ¢ JieIryHOMHII, TIPH KOUTO BH3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

Tp$16Ba Ja 6’LZ[3T MOJIOKCHHU Ha IMOAXOAAIIN JUATHOCTUYHHA TPOLCAYPH.

KpbBHO Hansrane

Kp’LBHOTO HaJIsAraHne TpSI6Ba Ja ¢ U3MCPHU MPCaU HAYAJIOTO Ha JICUCHUCTO C J'Ie(l)J'IyHOMI/II[ u
MEpUOAUYIHO CJICA TOBA.
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Bu3npon3Boactso (IpenopbKu KbM MBKETE)

Mnpxere MNanucCHTHU TpSI6Ba Ja 6’[))_IaT HasjACHO 3a Bb3MOXXHa MEAUHUPAaHa OT MbXKa (beTaJ'[Ha TOKCHUYHOCT.
Tp516Ba Ja 6’]),[[6 OCUTrypcHa ChbIIO MOAXOAAIId KOHTPALCIIIHA IO BpEME Ha JICUCHHUCTO C J'Ie(l)J'IYHOMI/II[.

Hsima TouHM maHHM 3a pHCKa OT MeIUHpaHaTa OT MBXa (peTarHa ToKCHIHOCT. [IpoyuBanwmst mpu
JKUBOTHU 32 OIICHKA Ha TO3U crenuduueH puck odade, He ca MPOBSKIAHH. 32 HAMAIIIBAaHE HA BCEKH
BB3MOKEH PHUCK, MBXKETE, JKeJlaelu 1a Obpaat Oamu, TpssOBa /1a B3eMaT MPEABU/I MPEyCTaHOBIBAHE Ha
yrnoTpebara Ha JieIyHOMH]I U JIa IpUeMaT KojecTUpamMuH 8 g 3 mbTh MHeBHO 3a 11 gau wm 50 g
aKTHBEH BBIJICH Ha npax 4 IbTU JHEBHO 3a 11 qHU.

U B gBarta cimyvas mia3mMeHarta KoHIeHTpanusa Ha A771726 toraBa TpsOBa 1a ce U3MEpH 3a MPHB IbT.
Cren ToBa miia3MeHaTa KOHUeHTpauus Ha A771726 TpsOBa xa ce onpenenn OTHOBO Cle] HHTEPBaJ OT
noHe 14 gau. Ako nBete ia3MeHu KoHueHnTpanuu ca nof 0,02 mg/l u ciex nepuos Ha H3UaKBaHe
Haif-Masko OT 3 Mecena, pUCKbBT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

OuucrBania npoueaypa

Komnectupamun B 103a 8 g ce mpuiiara 3 IbTH THEBHO. AnrrepHaTHBHO, 50 g aKTUBEH BBIVICH HA TIpax
MO J1a C€ MPWIOKH 4 MbTH THEBHO. [IpoABIDKUTETHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO ©
11 gau. IpoaBIHKUTEITHOCTTA MOXKE JIa CE MTPOMEHH B 3aBUCHMOCT OT KIIMHUYHUTE WU JTA00PaTOpHU
MOKa3aTelH.

JlakTo3a

Arava cpabpika JakTo3a. [larmuenTn ¢ peaky HacieICTBEHU MTPo0IeMH Ha TaJaKTO3Ha HETIOHOCHMOCT,
Lapp nakta3Ha HEIOCTATHYHOCT UM TIIFOKO30-TaJIaKTO3HA ManabcopOIus He TPSAOBa J1a MpueMart TO3U
JIEKAPCTBEH MPOIYKT.

BiusiHye BbpXy onpenensHeTo Ha HUBAaTa Ha HOHM3UpaH KaJdlui

BB3M0XHO € M3MepBaHeTO Ha HUBATA Ha HOHU3MpaH KallKi [1a MOKake QaiinBO MOHWKEHU
CTOHHOCTH TpH JICUEHHE C JeQIyHOMU W/ WK TepU(DIYHOMU (aKTUBHUAT METa0OIHUT Ha
nedIyHOMHU) B 3aBHCUMOCT OT BUAA Ha U3IOJI3BAHMs aHATU3ATOp Ha HOHM3UPaH Kallui (Hamp.
KpBBHO-Ta30B aHanu3arop). [lopaau ToBa Impu manyeHTuTe, JeKyBaHH ¢ JISQIyHOMH] HIH
Tepu(IyHOMH, € HEOOXOANMO J1a ce MIPOBEPH JOCTOBEPHOCTTA HA N3MEPEHNTE TIOHKEHH HIBA Ha
HOoHM3MpaH KaIuil. B cirydail Ha CbMHUTEHH PE3YNITATH Ce IPETOPhUBa Jla Ce ONpeaesn odmara
KOHILIEHTpaIHs Ha aln0yMHUH-KOPUTHPAH KLU B cepyMma.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoelicTBUE
IIpoyuBanus 3a B3aUMOACUCTBUATA ca MPOBEXKAAHU CaMO MPU BH3PACTHHU.

YBennuaBaHe Oposi HAa HeXEJTAHUTE PeaKInU MOXKeE JIa ce HaOJIto1aBa Mpy CKOPOIITHA WITH
€/IHOBPEMEHHA YIOTpeOa Ha XEMAaTOTOKCHYHU WM XEMaTOTOKCUYHU JIEKAPCTBEHU NPOJAYKTH WIIN
KOTaTo JICYCHHETO C JIe(HIIYHOMH]T CE MOCIIEABa OT MPUEMAHETO Ha TAKUBA JICKAPCTBEHU NPOAYKTH 03
MIEPHO]T Ha OTMHUBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITHS C IPYTH JICUCHUs, Touka 4.4).
CrniefoBaTEIHO ce MPENophuBa BHUMATEIHO MPOCIIE/IBAHE HA YSPHOIPOOHHUTE CH3UMHU U
XEMAaTOJIOTMYHUTE MTOKAa3aTelId B HaYaIHaTa (a3a Mpy CMsIHA Ha TeparusTa.

MertoTtpekcar

IIpu manko (n=30) mpoyuBaHe ¢ €AHOBPEMEHHO MpuiiokeHre Ha aeduryHomun (10 mo 20 mg JHEBHO)
¢ metorpekcar (10 7o 25 mg cemMuyHO), € HaOIIOaBaHO 2- 10 3-KpaTHO yBEIMYCHUE HA
yepHOAPOOHUTE eH3uMu Tipu 5 oT 30 nanmenTy. Bcuuky yBenmuveHus ca 0T3Bydand, 2 ¢
MPOAbIDKaBaHE Ha JIBaTa JIGKAPCTBCHH MPOAYKTA U 3 CIie/] MPEYCTaHOBSIBAaHE HA JIC(ITYHOMH].
YBennueHue, no-roiisiMo OT 3-IIBTH € HaOJII0JaBaHo MPHU JAPYTH 5 nanueHTa. Beuuku e chiio ca
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OT3BYYaJH, 2 C MPOIbIDKABAHE HA JBAaTa JICKAPCTBEHH MPOJIYKTa U 3 cie]| MPeyCTaHOBSBaHE Ha
nedIIyHOMU.

[Ipu manueHTH ¢ PEBMATOUICH apTPUT HE € YCTAHOBEHO (PapMaKOKWHETHYHO B3aMMOICHCTBUE MEKITY
nedmyromun (10 mo 20 mg naeBHO) U MeToTpekcar (10 1o 25 mg ceaAMUIHO).

Bakcunanmu

Hsmva xnuHAYHA TaHHY 32 e(bI/IKaCHOCTTa u O0e30mMacHOCTTa Ha BAaKCHMHaIMUTE 110 BPEMEC Ha JICYHCHUC C
J'Ie(l)JIyHOMI/II[. BaKCI/IHI/IpaHeTO C JKUBU aTCHIOMPAHU BAKCUHHA 068.‘-16, HC CC IperopbYBAa. I[’BJ'H‘I/IHT
IMOJIYy>KUBOT Ha J'Ie(i)ﬂyHOMI/I}_'[ TpSI6Ba Ja CC uMa NpeaABUJ, KOraTo €€ ruianyBa NPHUIJI0KCHUC HA KHUBa
AaTCHIOMpaHa BaKCHHA CJIC] CIIMPAaHE Ha Arava.

BaDd)aDI/IH " IPpYyTHU KYMApUHOBH aHTHKOAI'YJIAHTH

Mma choOIeHns 3a ciydan Ha YBEJIMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehayHOMHU U BapdapuH
ce mpueMaT eHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMUYHO B3auMojeiicTBue ¢ Baphapud u A771726 (Bx. mo-gony). Ilopaau Toa, npu
€HOBPEMEHHO MPUIOKEHUE Ha BappaprH WIK IpyT KyMapHHOB aHTHKOATyJIaHT, ce Ipernopbh4Ba
BHUMATEJIHO IIPOCIIEIIBaHE HAa MEXIyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJroIeHNE.

HCIIBC/KopTukocTepouau

AKO ManyeHThT Beue NprueMa HecTeporaHN poTuBoBk3nanutentu cpeacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MIPOABIDKAT CJIE/ 3alI0YBAHE HA JIEYEHUETO C JIe(IyHOMU.

E(i)CKT Ha JPpYIH JICKAPCTBCHU MPOAYKTH BHPXY J'Ied)J'IVHOMI/IZ[Z

XOﬂecmupafwuH Uau aKnmueeH 6vlleH

[IpenopbuBa ce mauMeHTUTE, IpUEeMaIin JeIyHOMUI, Ja He ce JIEKyBaT ¢ KOJIECTUPaMHH HITH
aKTUBEH BBIVIEH Ha IIpax, Thi KaTo TOBA BOJU 10 ObP30 M 3HAUUTEJIHO HAMAJIsIBaHE Ha IUIa3MeHaTa
KOHLEHTpanusa Ha A771726 (akTUBHUAT MeTa0OIHT Ha IeIyHOMU; BK. ChIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE AbJDKU Ha MPEKbCBaHE HA CHTEPOXeNaTaIHUs LIMKBJI /WX Ha CTOMAIIHO-
YpeBHOTO oTAensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MTPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IATOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aUMOJICHCTBHE C JIeQIyHOMU] U HUMETHINH (Hecrienududer cnad naxubutop Ha uutoxpom P450
(CYP)) mokasBa Jiirica Ha 3HAYMMO BIUSHHUE BbPXY eKcro3ummsiTa Ha A771726. Cien emrHOBpEeMEHHO
MIPUIIOKEHUE HA €JHOKPATHA 1032 JIe(IyHOMHU P NALUEHTH, TPUeMall MHOTOKPAaTHH 031
pudamnuuH (HecneundpuueH uutoxpoM P-450 naaykTop), Makcumanaure HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUuTeNIHO. MeXaHUu3MbT Ha TO3H
e(eKT ¢ HesCeH.

E(i)CKT Ha J'Ied)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHU IMTPOAYKTH:

HepopaﬂHu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH/ € IPUIAraH eJHOBPEMEHHO ¢ TpHU(pa3HH IEPOPATHH
KOHTpaLEeNTHBH, chabpxamy 30 g eTHHWIECTPaAno, Ha 3IPaBU )KEHU JOOPOBOJIKH, HE €
Ha0J1r0/1aBaHO HaMaJIIBaHE HAa KOHTPALENITUBHATA aKTUBHOCT HA IIPOTUBO3a4aTh4HOTO CPEJCTBO, a
(apmakokuHeTnkaTa Ha A771726 e B npensmwkaanuTe rpanuiy. HabnronaBano e papMakOKMHETHYHO
B3aUMOJICHCTBHUE C TIEPOPATHU KOHTpauenTuBu u A771726 (Bx. mo-goimy).
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[IpoBenenu ca cnequute hapMakKOKMHETHYHU U (papMaKOAMHAMUYHU IPOYUYBAHHS 3a
B3auMoelcTBusATa ¢ A771726 (rnaBeH akTuBeH MeTaboauT Ha nedayHomun). Trit kaTo TOJO0HN
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTAT Jla Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPBUYNTEITHUTE JI03H, CIICTHATE PE3yJITATH OT M3MUTBAHUATA U MPEITOPHKH TPSOBA Ja CE UMAT
MPEABU/I PH MALUEHTH, JICKYBaHHU C JIe(TyHOMU/;

Edext Bppxy penarnmunug (cyocrpat na CYP2CS)

Hab6monaBano e moBumasane Ha cpenHata Cmax 1 AUC Ha penarimaug (CboTBeTHO 1,7- 1 2,4-16TH),
cJIe T MHOTOKpAaTHO Tpuiiokenne Ha A771726, koero npeanosnara ue A771726 e uHxubutop Ha
CYP2CS in vivo. Eto 3a1mo ce mpernopbuBa MpocieasaBaHe Ha MaIMeHTHTE MPH ¢THOBPEMEHHA
ynoTpeba Ha JIeKapcTBEHH MPOAYKTH, Kouto ce Metadonmsupar ot CYP2CS, kato HanpumMep
penarivHu, NaKJIUTAKCell, MMOTJINTa30H WM PO3UTIIUTA30H, Thid KaTO T€ MOraT J1a MMaT M0-BUCOKa
€KCIIO3UIIHSL.

Edext Bppxy Kodeun (cydctpar Ha CYP1A2)

MHOrokpaTHOTO npuiiokeHne Ha A771726 namainssa cpegHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crorBetHO ¢ 18% 1 55%, koeto npeanonara ye A771726 moxe 1a Obae cnad HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH NPOLYKTH, KOUTo ce Metabonmmsupar ot CYP1A2 (karo
HanpuMmep IyJIOKCETHH, aJIOCETPOH, TeO(MIMH U TU3aHUIMH), TPAOBa Ja ce M3I0JI3BAT C TOBHIICHO
BHUMAaHUE 10 BpEME Ha JICYEHUETO, Thi KaTo TOBA OM MOIJIO J1a IOBEE O HaMalIABaHE Ha
e(uKacHOCTTa HA TE€3H NPOLYKTH.

EdexT Bbpxy cyOcTpaT Ha oprann4Hus annoHeH tpancmnoptep 3 (OAT3)

HabmonaBano e nosumasane Ha cpeHaTa Cmax 1 AUC Ha nedakiop (cpotBetHO 1,43- 1 1,54-16TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnosnara ue A771726 e uaxudburtop Ha OAT3
in vivo. Ilopanu ToBa € HEOOXOAMMO ITOBUIIEHO BHUMAHUE, KOTaTO CE Ipuiara eAHOBPEMEHHO ChC
cyocrpatu Ha OAT3, xato nedakaop, OCHIWIMEHUIINH, ITUTPO|IOKCAITAH, HHIOMETAITIH,
kerornpodeH, pypoceMus, TUMETHINH, METOTPEKCaT, 3UI0BYAHH.

Edext Bbpxy BCRP (npoTenH Ha pe3HCTEHTHOCT Ha pakK Ha I'bplaTa) U/ WK cyOcTpaTH Ha
OpraHu4YHUs aHUOHEeH TpaHcnopTupail nomunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpemHUTE Cmax 1 AUC Ha po3yBacTaTiH (CHOTBETHO 2,65- 1
2,51-rpTH) ciier MHOTOKpaTHO Tpmtoxkenue Ha A771726. Belipeku ToBa, He ce HaOJIf01aBa BUANMO
BB3ACHCTBHE Ha TOBA IIOBUILIABAHE HA IJIa3MEHATa €KCIIO3UIIMS Ha PO3yBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrasata. AKo ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
Haaxebpist 10 mg Benubxk qHeBHO. 3a Apyru cyoctparu Ha BCRP (Hamp. meToTpekcar, TonmoTekas,
cyndacaiasut, JayHOPYOUIIHMH, JOKCOpyOuluH) u cemeiictBoto Ha OATP, ocoO0eHO HHXUOUTOPH Ha
HMG-CoA penykTazata (Hamp. CAMBACTaTHH, aTOPBACTaTHH, TPaBaCTaTHH, METOTPEKCAT,
HaTErJIMHU, PeNariauHn, prudaMIMLKH) eIHOBPEMEHHOTO IPUIIO)KEHHE TPsIOBa CHILO Aa Ce
W3BBPIIBA C IOBUILEHO BHUMaHKE. [lannenture Tps6Ba Aa ce HabI0AaBaT BHUMATEIHO 33 IPU3HAIH
Y CUMITOMH Ha MMPEKOMEpHA €KCIO3ULIMS Ha JIEKAPCTBEHUTE MPOAYKTH U TPSOBA Aa ce UMa MpeaBH
HaMmaJsBaHe Ha J03aTa Ha Te3H JIEKAPCTBEHH MPOIYKTH.

Edexr Bppxy nepopanau kontpanentisu (0,03 mg etnamnectpaanoin u 0,15 mg neBoHOprecTpen)
Hab6mogaBano e moBumaBane Ha cpemHaTa Cmax 1 AUC).24 Ha eTHHIIIECTPAARON (CHOTBETHO 1,58- 1
1,54-rbtH) U1 Cinax 1 AUCy-24 Ha TeBOHOpTEeCTpen (choTBETHO 1,33- 1 1,41-16TH) ClieT MHOTOKpPATHO
npuioxeHue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBUE J1a TIOBIIHSEC
HeOJaronpusaTHO e(h)MKACHOCTTA HA MEPOPATTHUTE KOHTPAICIITUBH, TPOBA J1a c€ 00ObPHE BHUMAaHUE Ha
BUJIa HA JICUCHUETO C MIEPOPaJICH KOHTPALICTITHR.

Edext Bppxy Bapdapun (cyoctpar Ha CYP2C9)

MHoTrOoKpaTHOTO TIpHIokeHue Ha A771726 He e mMmao eQeKkT BrpXy dhapMaKOKHMHETHKATa Ha
S-Bapdapun, koero nokassa, ue A771726 ne e unxudbutop uiau nHaykTop Ha CYP2C9. Habmonasano
e obaye HamaneHue ¢ 25% Ha MaKCUMAJTHOTO MEXIyHapOIHO HOpMann3upano croTHomeHne (INR),
korato A771726 ce npunara eTHOBPEMEHHO C Bap(apHH, B CPABHEHUE ChC CAMOCTOSTEITHO
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npuoxenue Ha BapgapuH. ETo 3ammo, koraro BaphapHH ce npuiara eIHOBPEMEHHO, ¢ TIPEropbhuBa
CTpUKTHO npocnensBane Ha INR u HaGmonenue.

4.6 dDeprTHauTeT, OPEMEHHOCT U KbPMeHe

BpemenHocT

AKTUBHHAT META00IUT Ha JehyHOMH, A771726 Moxe fa MPUIHHU TEXKKU MandopMaluy Ha
HOBOPOJIEHOTO, aKO ce IIpuiiara 1o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKA3aH 110 BpeMe Ha
O6pemeHHOCT (BK. TOUKa 4.3).

Kenu ¢ nerepoana noteHuran TpsOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALCTILIHS [0 BpeMe Ha U 110 2
roauHHu cien aedeHuneto (Bxk. “Ileprnon Ha n3uakBaHe” 1mMo-101y) WiK 10 11 mHA ciex TedeHneTo (BK.
ckbeenus “Ileprnon Ha ourcTBaHe” MO-101Y).

ITanmenTkaTa TpsiOBa 1a ObJE yBeIOMEHA, Y€ aKO UMa HIKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
JpyTra IpUYrHa Ja MoA03upa OPEeMEHHOCT, TS TPsOBa BeqHAra J1a MPeIyIpeIn JeKaps 3a
W3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTETHH, JISKAPSAT U MaIleHTKaTa TpsiOBa 1a
00CHIAT prcKa 3a OpeMeHHocTTa. BBh3MOXKHO € upe3 Obp30 HaMallsiBaHE Ha HUBOTO Ha aKTUBHUS
MeTaboJIUT B KPBBTA, UPE3 3aM0YBAHE HA MPOIleaypaTa 3a eTMMUHUAPAHE Ha JIEKApCTBOTO, OMHCAaHA 110~
JIOJTy, OIle TIPY ITEPBOTO 3a0aBsSHE HA MEH3KCA MOJKE JIa C€ HaMaJIi PUCKa 3a IUI0/a OT JIe(h TyHOMH/T.

[Tpu ManKo MPOCTIEKTUBHO MPOYUYBaHE MPH XeHU (n=64), 3a0peMeHeNnn HelIaHuPaHo, T0KaTo ca
npreMaiy JeQIyHOMHU/ 32 He MTOBeY€e OT TPU CEJMHIIM CJIe]l 3a4€BaHETO U C MOoCe/Balla Mporerypa
3a eTMMHUHHAPaHE Ha JIEKAPCTBOTO, HE ca HAOIoqaBaHu 3HauuMu pa3iuku (p=0,13) B obmaTa gyectoTta
Ha 3HAYUMU CTPYKTYpHH JaedekTH (5,4%), B CpaBHEHHE C KOSITO H J]a € OT CPABHUTEITHUTE TPYIIN
(4,2% B rpynata cbc 3abomsBane [n=108] u 4,2% npu 31paBu OpeMeHHHU keHr [n=78]).

IIpu >xeHu, kKouTo MpreMaT JehIyHOMH]T M HCKAT Ja 3a0peMEHesT, ce MPerophyiBa €Ha OT CICIHUTE
MPOLEypH, 32 Ja CE KOHCTATUPA, Y€ IUIOABT HE € U3JI0’KEH HAa TOKCUYHU KOHLIeHTpanuuu Ha A771726
(raprerna xonuentpanus mox 0,02 mg/1):

Ilepuoo na uzuakseane

Moxe na ce ouaka mazMeHuTe HuBa Ha A771726 na 6bnat Hazg 0,02 mg/l 3a npoabIDKUTENCH
neproa. Moxe J1a ce o4akBa KoHIeHTparusTa aa cnagae mox 0,02 mg/l okono 2 roguam cien
CITUpPAHE Ha JICYCHUETO C JIeTYHOMHU/.

Crnen 2-rouiieH Nepyuos Ha U34aKBaHe, MIa3MeHaTa KoHUeHTpauus Ha A771726 ce uzmepna 3a
mppBH T. CIien TOBA MIa3MeHaTa KOHIeHTpanus Ha A771726 Tps0OBa aa ce onpenens OTHOBO CIel
UHTEpBaJ OT nmoHe 14 qHu. AKo JBeTe Ia3MeHu KoHieHTpanuu ca nmoxa 0,02 mg/l, He ce ouakBa

TepaTOTeHEH PHCK.

3a mombIHUTETHA WHpOPMAIIHsi OTHOCHO MU3CJICIBAHETO, MOJIs, CBhpkeTe ce ¢ [IpuTexarens Ha
Pa3pelIeHUeTo 3a YIoTpeda WilH C JIOKATHHUS MY MPEICTaBUTEN (BXK. TOUKa 7).

Ouucmeawa npoyedypa

Crnen crimpaHe Ha JIEY€HUETO C JIeITyHOMHUT:

e  KOJeCTHpaMHH 8 g ce mpuyara 3 MbTH JHEBHO 3a Iepuoj oT 11 mHu

e wm 50 g akTHBEH BBIJIEH HA TIpax ce mpuiara 4 TbTH JHEBHO 3a mepuof oT 11 qHm.

U npu nBete nporeaypu obaue, ce M3UCKBA POBEPKa € 2 OTACITHH TecTa Ipe3 NHTEPBAJl OT IOHE

14 nHu ¥ nepuoAa Ha W3YaKBaHE OT MECELl U TOJIOBMHA MEX Y IIbpBaTa MosBa Ha IIa3MEHa
koHneHrparus moxa 0,02 mg/l u omnoxnaneTo.

46



JKenute ¢ gerepoacH moTeHian TpsoBa aa 0baaT MHOOPMUPAHH, Y€ Ce Hajlara Iepro.l Ha M3UaKBaHe
OT 2 TOJIMHU CIIe/I CIUPaHe Ha JICUSHUETO, IIPEIU TE J]a MOXKeE Ja 3a0peMeHsBaT. AKO IMEPHOABT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHH, C U3MOJI3BaHE HA HA/ICX THA KOHTPAIICTIINS CE CUUTA 3a
HEIMPaKTUYCH, MOXE J1a C€ IIPernopbhya Mpo(IakTHIHO Ha3HAYaBAHE Ha OYMCTBAIIIA MPOIICIypa.

u KOJICCTUPAMUH, U aKTUBCH BBIJICH HA IMpax MOraT aa MOBJIUIAAT a6C0p6I_[I/I$[Ta Ha €CTPOrcHU U
IMporecTarcHy Taka, 4€ HaJCXJJHa KOHTpaL I C I€pOopaiH KOHTPALCIITUBH Ia HE MOXKE da 61))16

OCHUTypeHa 10 BpeMe Ha OYHCTBAIIaTa MPOIeIypa ¢ KOJISCTHPAMUH UJIH aKTUBEH BBIVICH Ha TIpax.
IIpenoppuBa ce U3MOI3BaHE HA AITEPHATUBHU KOHTPALIEITUBHU METOM.

Kspmene

[Ipoy4uBaHusTa IPH )KUBOTHH MOKA3BAT, Y€ JISHIYHOMHU/] MIIH HETOBUTE METaOOJIMTH MPEMUHABAT B
MIIIKOTO. 3aTOBa, KbpPMEIIUTE KECHU HE TPSAOBA Ja IpUeMaT JIeITyHOMHU.

DepTUIuTeT

Pesynratute oT mpoy4BaHusATa BbPXY EPTHIMTETA IPU )KUBOTHHU HE Ca NOKA3aIH €EeKT BbPXY
MBKKHUS M KEHCKUSI PEPTHIINTET, HO IIPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO IIpUJIaraHe
ca Ha0JIoAaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHUBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA

B cry4an Ha He)XenaHW peakIuy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha TMALEHTHUTE 1a Ce KOHIICHTPUpAT
U Jla pearupaT MpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan manueHTure TpsiOBa 1a ce
BB3ABPKAT OT Iodupane U padoTa ¢ MaIIUHH.

4.8 Hexenanu JeKapCcTBEHH PeaKIUU

O0600611IeHMEe Ha npodiia Ha OE30IIaCHOCT

Haii-yecto choOIIaBaHNTE HEXKENIAHHN PEAKIINU MPH JIe()ITYHOMUJT ca: JIEKO MOBHUIIIABAHE HA KPBBHOTO
HaJISTaHe, JCBKOTICHUS, ITAPECTE3Hsl, TJIaBOOOIIHE, 3aMastHOCT, TUapus, TaJcHe, TOBPbBIIAHE,
HApYIICHUS Ha YCTHATA JInraBuia (Hamp. aQTo3eH CTOMATHT, S3BU B ycTaTa), KopeMHa 00JIKa, 3aCUIICH
KOCOIaj, ek3emMa, OOpHB (BKIIFOUUTEIHO MaKyJIONAMyI03eH 00pUB), ChpOexk, CyXa KOXKa,
TEHOCUHOBHT, moBumaBane Ha CPK, anopekcusi, 3ary6a Ha Terio (0OMKHOBEHO HE3HAYMMA), aCTCHUS,
JIEKU aJIEPTUYHH PEaKIMU U TIOBUIIIABAHE HA YSPHOAPOOHUTE IMOKa3aTeNu (TpaHCaMHHA3H (0COOEHO
AJIAT), no-psiaxo rama-GT, ankanna ¢pocdarasza, OMIUpyOHH)).

KﬂaCI/I(l)I/IKaLII/IH Ha OYaKBaAHUTC YCCTOTH:

Muoro wectu (>1/10); wectu (=1/100 no <1/10); meuectu (=1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muoro peaku (<1/10 000), c Heu3BecTHA YecTOTa (OT HANIMYHUTE JAHHU HE MOXKe J1a Oblie
HaIpaBeHa OLIEHKA).

[Ipu Bcsiko rpymnupaHe B 3aBUCUMOCT OT YECTOTaTa, HEXKEIAHNUTE JIGKAPCTBEHH PEAKIINH Ce M30pOosiBaT
B HU3XOJISII PEJI 0 OTHOIICHHUE HA TSAXHATA CEPUO3HOCT.

Hugpexyuu u ungpecmayuu
Penkn: TEXKU UHPEKIUK, BKIIFOYUTEIHO CEIICHC, KOMUTO MOXe Ja Obje (haTajieH

KaxkTo apyru cpeactsa ¢ MMyHOCYIIPECHBEH OTEHITHAM, JTeQIYHOMU MOXKE J]a YBEITIN
MOJIATJIMBOCTTA KbM UH(EKIIMH, BKIIOYUTEIHO OMOPTIOHUCTUYHN MH(PEKITUY (BXK. CBIIIO TOYKa 4.4).
CrenmoBarenHo o0IaTa 4ecToTa Ha HHQEKIUUTE MOXKeE J1a ce yBEINYd (0cOOEHO Ha PUHUT, OPOHXUT H
ITHCBMOHHUSA).
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Heonnasmu-oobporxauecmeenu, 3noxavecmeenu u HeonpeoeieHu (K. KUCHU U ROTUNU)
PuckbT 0T 3710Ka4ecTBEHOCT, 0c00eHO TUM(OTpoIH(epaTHBHI HAPYIICHHS € YBEIUYCH MPH
ynorpebaTa Ha HIKOU HMYyHOCYTIPECOPH.

Hapywenus na kpvema u mumgnama cucmema

Yectu: JieBKOTeHus (JieBKomuTy >2 g/1)

Heuecru: aHemusl, Jeka TpoMmOonuTorneHus (Tpomoonutu <100 g/1)

Penxu: MaHIUTOTICHHS (BEPOSATHO JIbJDKAIIA Ce HA aHTUNIPOJH(epaTHBeH MEXaHU3bM),
neskorieHus (ieBkomuTH <2 g/1), eosnHoGmHs

MHoro peaku: arpaHyJioLuTO3a

CKOpOHIHa, CIHOBPEMCHHA HUJIU MOCJI€ABaIIa yHOTpe6a Ha NOTCHIMAJTHO MUCJIOTOKCUYHH CPEACTBA
MOXE Ja 6’]:,[[6 CBBbpP3aHa C MMO-BUCOK PUCK OT XEMATOJIOTUYHHU PCAKIIHH.

Hapywienus na umynnama cucmema

Yecru: JIEKU aJIEPTUYHU PEaAKIINU

MHoro penku: TEXKH aHa(MIaKTHYHN/aHA()UITAKTOMTHH PEAKLUH, BACKYJIUT, BKIIOUYUTEIHO
KO’KeH HEKPOTH3HpaIll BaCKyJIUT

Hapywenus na memabonusma u xpanenemo

YecTn: nosumaBaHe Ha CPK

Heuectn: XUIOKAJICMHUSI, XHIICPJIUITUACMUs, XUtodochaTemust
Penku: noBuiraBade Ha LDH

C HeusBecTHA

YeCcToTa: XUTIOYPUKEMUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepenama cucmema
Yectn: napecresus, raBodosme, 3amMaiiBane, neprudepHa HeBpoaTus

Cvpoeunu Hapyuwenus
Yectn: JIEKO TOBHUIIIaBaHE Ha KPBBHOTO HAJISITaHE

PGILKI/IZ SHAYUTCIIHO IMMOBUIIIABAHC HA KPHbBHOTO HAJIATAHC

Pecnupamopnu, epvoHu u Meouacmunannu HapyuleHus

Penxwu: HHTEPCTUITHATHA OenoapoOHa 60ecT (BKIFOUUTEITHO HHTEPCTHITHAICH
ITHEBMOHHT), KOSITO MOXKe /1a Ob/ie daTanHa

C HemsBecTHA 0eopoOHa XUTTEPTOHUS

4ecToTa:

Cmomawno-upesnu HapyuieHusl

Yectn: KOJIUT, BKJIFOUNTEITHO MUKPOCKOITMYEH KOJIHT, KaTO HAapHMep JIUM(OIUTEH KOJIUT,
KOJIar€HO3€H KOJIUT, AUapusl, rajieHe, IOBphIIaHe, yBpeKJaHe Ha yCTHATA
nuraBuna (Hamp. aQTO3eH CTOMATHUT, A3BU B yCTaTa), KopeMHa 00Jka

Heuecrn: HapyIIeHHs BbB BKyca

MmHoro penku: MMaHKPEaTUT

Xenamobunruapuu HapyuweHus

Yectu: MOBHUIIIaBaHE HA YePHOAPOOHUTE TTOKa3aTenu (TpancamuHasu [ocoderno AJIAT],
no-paako rama-GT, ankanHa docdaraza, OunupyOounn)

Penxu: XeTaTHT, XBJITeHHUIA/X0JIecTa3a

MHoro penku: TEXKO YEPHOPOOHO YBPEKIAHE KATO YepHOAPOOHA HETOCTATHYHOCT U OCTPa

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

Yectu: 3aCHJICH KOCOTIa, ek3eMa, OOpHB (BKIIOYHUTEITHO MaKyJIOIAITYyJIO3¢H 00pHUB),
CBHpOEIK, Cyxa Koxa

Heuectu: ypTUKApHUS

MHoro peku: TOKCHYHA eNuJiepMaliHa HEKPOoJIn3a, CHHIPOM Ha Stevens-Johnson, epurema
Mystadopme

C HeusBecTHa KOXEH JIYITyC EPUTEMATO/IEC, TyCTYJIO3€H IICOPUA3KC WIIH BJIOIIaBaHE Ha

4ecToTa: MICOPHA3UC, JICKAPCTBEHA PEAKIIUS C €O3MHOPUINSA U CHCTEMHH CUMIITOMHU

(DRESS), koxHa a3Ba

Hapymeﬂuﬂ Ha MyCKy]ZHO—CKEﬂemHama cucmema u Cbeauﬂumeﬂﬂama MbBbKAH
Yectu: TEHOCHUHOBUT
Heuectn: CKBCBAaHE Ha CYXOXKHUIHE

Hapywenus na 6vopeyume u NUKOYHUMe Nbmuya
C HeusBecTHa OBOpedHa HeOCTaATHYHOCT
4ecToTa:

Hapywenus na v3npouzsooumennama cucmema u 2bpoama
C HeusBecTHa rpaHnYHO (0OpaTHUMO) MOHIKAaBaHE Ha KOJMUYECTBOTO HA CIIEPMATO30U/INTE,
YeCTOTa! o01IHst Opo¥ CIIepMaTO30HIN 1 TTOABIKHOCTTA UM

Obwu napyuwenus u epekmu Ha MACMOMO HA NPUTLONCEHUE
YecTu: aHOpeKcusl, 3aryda Ha Teryio (0OMKHOBEHO HE3HAYNMA), aCTCHUS

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIe]] pa3peiiaBaHe 3a ynorpeda Ha JeKapCTBEHUS

MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CIICIIMAJIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJT03UPaHa HeXKEIaHa PeaKilys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, TOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
CumnroMu

NwMa cpoO1ieHus 3a ciiyyan Ha XpOHUYHO TIPEI03UpaHe MPH MallUeHTH, TpueMaIiy Arava B THCBHU
JIO3H JIO TIET ITbTH MO-TOJIEMH OT IPENOPHYHTEIIHATA JJHEBHA /1034, ¥ CIIyYau Ha OCTPO MPEI03UpaHe
NpY BB3PACcTHU ¥ Jena. Hama choOIeH s 3a HexellaH! ChOUTHS TIPH MTO-TOJIIMAaTa 4acT OT CITy4auTe
Ha npeao3upaHe. Hexxenanure chOUTHS, ChBMECTHMH C TIPOQHIIa Ha 0€30MaCHOCT Ha JIS(hIyHOMH]T Ca:
KOpeMHa 00JiKa, TaJicHe, Tuapys, IOBUIIICHH YePHOPOOHH €H3UMU, aHEMUS, JICBKOTICHHS, ChPOCIK U
0o0puB.

OsnagsBaHe

B ciyuait Ha mpeao3upaHe WM TOKCHYHOCT, C€ MPEHOPbUBa PUEMAHETO Ha KOJIECTUPAMUH HITH
aKTUBCH BBIJICH, 32 YCKOPsIBaHE HA elMMUHUpaHeTo. KonecTrupaMuH, MPUI0kKEH MEPOPAITHO B 7033 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOJIU € HAMAIWJ IJIA3MEHUTE HUBA Ha
A771726 ¢ oxoio 40% 3a 24 yaca u ¢ 49% 10 65% 3a 48 4aca.

JlokazaHo e, 4ye MPUIIOKEHUETO Ha aKTHBEH BBITICH (TIpax, MPUTOTBEH KaTO CYCIIEH3Us) Ipe3 ycTaTa
WJIN 9pe3 HazoracTpanHa cona (50 g Ha Bcekn 6 gaca 3a 24 yaca), HaMaJsBa IJIa3MEHUATE
KOHIICHTpAITN! Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

Te3u ourCTBAIY MPOIIEYPH MOXKE J]a C€ TIOBTOPAT NIPU KIMHHYHA HEOOXOIUMOCT.

[poyusanus npu xemoauanuza 1 CAPD (xporndyna amOynaTopHa NepuTOHeallHa AUain3a) MoKa3Bar,
ye A771726, OCHOBHUSAT METa0OIUT Ha JIEHIYHOMH HE MOXeE Ja ce TUaTU3Upa.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA
dapmakoTepalieBTHIHa Tpyna: cellekTuBHU nMyHocynpecopu, ATC kom: LO4AKO1

(DaDMaKOJ'IOFI/ISI opH Xxopa

Jledbmyromun e 6oecT-MOAUPUITUPAIITO AHTHPEBMATUYHO JIEKAPCTBEHO CPEIICTBO C
aHTUTIPONIU(EPATHBHU CBOICTBA.

dapmakoJIOTHsl IPHU KUBOTHU

Jlepnmynomuz e eekTUBEH P MOACTH HA apTPUT U IPYTU aBTOMMYHHH 3a00JIIBaHHS NIPY KUBOTHH,
a Taka ChLIO U MIPY TPAHCIUIAHTALIUS, TJIABHO aKo ce MPUIIOKHU BbB (hazaTa Ha ceHcuOmnu3upane. Toi
MMa MMYHOMOTYJIMPAIlN/MMYHOCYTIPECHBHY CBOWCTBA, IEHCTBA KAaTO aHTUIPOINU(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIHH CBOMCTBA. [IpH )KUBOTHHCKH MOZAETN HA aBTOUMYHHH 3200 IsIBAaHUS
nedayHOMU/ TOKa3Ba Hall-qo0bp MPOTEKTUBEH e(eKT MPpH MPUIOKEHUE B paHHAaTa ¢a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo To OBP30 U TIOUTH HAITBITHO ce MeTabonmm3upa 10 A771726, KOUTO € aKTHBEH in Vitro U ce
NpeArnosiara, 4e € OTTOBOPEH 3a TePANEeBTHYHHS €(EKT.

MexaHn3bM Ha JIEUCTBUE

A771726, ak THBHUAT METaOOJHUT Ha JIehTYHOMUJT, TIOATUCKA SH3UMA TUXHPOOPOTAT ACXUIPOreHa3a
(DHODH) nipu xopa u nposiBsiBa aHTUIPOIH(EpaTUBHO ASHCTBUE.

Kinnanuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

Eduxacnoctra Ha Arava npu JeueHHe Ha PeBMaTOUIEH apTPUT € J0Ka3aHa MpH 4 KOHTPOJIUPaHU
m3nutBanus (1 BbB ¢asa Il u 3 BeB ¢aza I11). [Ipu ¢a3a Il uznursaneto, npoyusane Y U203,

402 y9acTHHIIN C aKTUBEH PEBMATOUICH apTPUT Ca PAHIOMU3UPAHHU Ha TUTare0o
(n=102),nepnynomun 5 mg (n=95), 10 mg (n=101), nunu 25 mg/auesno (n=104). Jleyenneto e
MPOABIDKUIIO 6 Mecera.

Beuuku naruenty BB ¢asa [l n3nursanusTa ca npueMany HadyaiHa o3a ot 100 mg 3a Tpu aHU.
IIpu mpoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTHBEH pEpMaTOUJICH apTPUT ca PaHAOMHU3UPAHH HA
nedaynomug 20 mg queBHo (n=133), cyndacanasun 2 g nueBHO (n=133) mnu mianedo (n=92).
JleueHneTO € MPOABIDKHUIIO 6 Mecena.

[MpoyuBaneTro MN303 e akynraTHBHO CisIo 6 MECEeUHO MPOIbIDKEHIE Ha poyuBane MN301 6e3
iane0o rpyma, mpyu KOEeTo ce cpaBHABA €PEKTHT OT 12 MeceuHo npueMane Ha JISQIyHOMU 1
cyndacanasus.

ITpu mpoyuBanero MN302, 999 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPHUT Ca paHAOMHU3HMPAHU Ha
nedaynomun 20 mg/naeBHo (n=501) win merorpekcat 7,5 mg/ceamuyno 1o 15 mg/ceamMuuno
(n=498). obassiHeTo Ha (onueBa KucenuHa e Omio mo u3dop u e npuiarano camo npu 10% ot
nanueHTute. JleueHueTo e mpoapnKuiIo 12 Mecera.

ITpu mpoyuBane US301, 482 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMHU3HMPAHU Ha
nedryHomun 20 mg/maeBHO (n=182), MeToTpekcar 7,5 mg/cenmuyno 10 15 mg/ceqmuano (n=182),
v mnane6o (n=118). Beuuku nanuenTy ca noiyvaBanu o 1 mg onuesa kucenuHa JBa MbTH
IHEeBHO. JleueHueTo e mpoapnKuiIo 12 Mecena.

Jlepnmynomuz B AHeBHa no3a Hait-manko 10 mg (10 mo 25 mg B npoyuBane YU203, 20 mg B
npoyuBanust MN301 u US301) e mokaszai CTaTHCTUYECKH 3HAYUMO I0-100Bp ePeKT OT miaredo npu
HaMaJsBaHE Ha MPU3HALMTE U CUMIITOMUTE HA PEBMAaTOMAHUS apTPUT NIPU BCHUKU

3 mnane6o-KoHTpoIMpany M3nuTBaHuA. CTereHTa Ha OTTOBOP Ha JICYSHUETO 10 KiIacH(PHUKaLusITa Ha
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ACR (AMepHuKaHCKHUS KOJIEX [0 peBMaToNOrHs), B mpoyusaneto YU203 e 27,7% npu miarnebo,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesHo. [Ipu daza Il uznursanmsra,
creneHTa Ha oTroBop o ACR 3a nedmynomua 20 mg/nueBHo, cpsiMo manebo e 54,6%, cripsmo
28,6% (poyuBane MN301) u 49,4%, cnpsamo 26,3% (mpoyuBane US301). Crnen 12 mecerna Ha
aKTUBHO JIeueHHe, cTenenTa Ha otroBop mo ACR npu manmentute Ha nediynomus e 52,3%
(npoyuBanust MN301/303), 50,5% (nipoyuBane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% npu nauueHTute Ha cyndacanaszut (mpoyusanust MN301/303), u metorpekcat - 64,8%
(mpoyusare MN302) u 43,9% (mpoyusane US301). IIpu npoyuBare MN302 nedurynomus e
3HAYUTEIIHO 1M0-c1a00 edekTuBeH oT MeToTpekcar. O0aue, npu npoyusane US301 He ca ycTaHOBEHH
3HaYMMU Pa3IMKUA MEXAY JeQIyHOMH U METOTPEKCaT, B IbPBUYHHUTE IapameTpu 3a edukacHocT. He
e HaOJrojaBaHa pa3inuka Mexxay gedurynomun u cyidacanazus (nmpoyusane MN301). EpexrsT oT
JIeYCHUETO ¢ NedIyHOMHUS ce € POSIBIII ciell 1 Mecel], cTabuu3upan ce e ciiea 3 10 6 Mecena u e
NPOIBJDKHII 110 BpEMe Ha LEeNus Kype Ha JIeUeHHE.

PannoMusupaHo, TBORHO-CIIAIO, MAapPaJeIHOTPYIIOBO, HOHUH(EPHUOPHO MPOYUBaHE, CPaBHIBA
OTHOCHUTEIHATa e(h)UKACHOCT Ha J(BE Pa3IMYHU JHCBHU HOIABPIKAIIM 103K JeduyHoMua 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE J]a C€ 3aKIIF0UH, Ye pe3yNTaTuTe 3a €PUKACHOCT Ha MOIbpIKAIaTa 1032
ot 20 mg ca 1mo-01aronpUsATHU, HO OT ApYyra CTpaHa, pe3yaTaTuTe 3a 0€30IaCHOCT ca B 0J13a Ha

o Ibprkamara go3a ot 10 mg.

Heouampuuna nonynayus

Jlepmynomuz e u3cnenBaH B OTJCIHO MYJITUIEHTPOBO, pAaHIOMHU3HPAHO, ABOHHO-CIISIO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 nmauuentu (47 B rpyna) ¢ NOAMAPTUKYJIAPEH TUI FOBEHUIEH
peBmarouzieH apTput. [lanmenture ca Ha Bp3pacT 3-17 roquHy, C AKTUBEH MOJIUAPTUKYJIAPEH TUI
FOPA, He3aBUCHMO OT HA4aJIOTO Ha 3a00JIIBAHETO U HE ca JIEKYBaHH JJOCETa C METOTPEKCaT MU
nedaynomu. B ToBa m3nuTBaHe, HaTOBapBaIaTa J03a U NOAIbpIKaIIaTa 103a Ha JeqIyHOMHU] ca
OTIpeIeTICHN B TPH KaTEerOpHH, B 3aBUCUMOCT OT TerioTo: <20 kg, 20-40 kg n >40 kg. Cnen

16 ceqmuuu Ha JIeUeHUE, Pa3MKaTa B CTEIICHTa HA OTTOBOP € CTATUCTHUYECKH 3HaYKMMa B 1107132 Ha
metorpekcar pu KOPA Omnpenensae na nogodpenueto (OIT) >30% (p=0,02). I1pu pearupanure, T03u
OTrOBOp € MOJABbPXaH B MPOAbIDKEHHE Ha 48 ceaqmuiu (BX. Touka 4.2).

XapakTepbT Ha HeXXeJIaHUTe ChOUTHA Ha Je(IyHOMUA U METOTPEKCcaT M3k A CXOCH, HO 103aTa,
U3I0JI3BaHa [P MALMEHTHU C O-HUCKO TErJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3UIUS (BXK. TOUKA
5.2). Te3u naHHU He NMO3BOJIsBAT eheKTHBHA U Oe30IacHa MPEnopbKa 3a JO3UPOBKa.

llcopuamuuen apmpum

EdukacroctTa Ha Arava rpu JieueHrue Ha ICOPUATHYEH apTPUT € T0Ka3aHa IPH KOHTPOIUPAHO,
PpaHAOMU3UPAHO, IBOMHO-cisAno mpoyuBaHe 3L01 npu 188 mauuenTy ¢ ncopuaTUyueH apTpuT,
nexkyBanu ¢ 20 mg/neH. [IpoabrKuTeTHOCTTA Ha JIeUeHHE € 6 Mecena.

Jlepnmynomuz 20 mg/neH e 3HauYuTEIHO MO-H00Bp OT M1ane0o 3a HaMalsiBaHe HAa apTPUTHUTE
CUMTOMH IpH nanuenTty ¢ ncopuatuyer aptput: KOJIITA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupaiute ca 59% B rpynara Ha nedaynomun u 29,7% B rpymnaTa Ha
mtane6o 70 6 mecera (p<0,0001). EbexTsbT Ha tedayHOMH BBPXY M000psIBaHe HA (DYHKIMITA U
HaMaJsiBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Tlocmmapkemuneosu npoyueanus

Panpomusupano npoyyBaHe oLEHsIBa KIMHUYHO e(h)UKacHaTa CTENEeH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAUJIC naumentu (n=121) ¢ panen PA, xouto ca nonyuasanu 20 mg unu 100 mg nedpayHomun B
JIBE TIapajiesTH! TPYIIH, [0 BpeMe Ha Ha4aIHWUs TPUIHEBEH JIBOMHOCIIAMN nepuoa. Havamaust nepuon e
HOCJIEBaH OT TPUMECEUEH OTKPHUT MOIIbPrKAILl IIEPHOJ, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
noiy4asaiu jgedayHomun B 1o3a 20 mg nuesHo. He e HaOitogaBaHo HapacTBaHe Ha 00ILIaTa Moj3a B
u3cJeiBaHaTa MOMyJalys Mpy MPUI0KEHHETO Ha HaTOBapBallla CXeMa Ha npuiarade. J[anHuTe 3a
0e30MacHOCT, MOJyYSHH OT JIBETE TPy Ha JICYCHHUE, Ca B CHOTBETCTBUE C M3BECTHHSI MPOQHIT Ha
Oe3omacHOCT Ha 1e()IyHOMH, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHU HEKEJIaHU ChbOUTHA U Ha
MOBHUIIEHH YepPHOAPOOHHN €H3UMH € MO0-BUCOKA MIPU MALUEHTHUTE, II0IyYaBallly HaTOBapBalia 103a OT
100 mg nedryHOMUI.
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5.2 ®apmakoKMHETHYHH CBOWCTBA

Jlepmynomuza 6bp30 ce MeTabOIM3Mpa JO aKTUBHUS cH MeTaboiut, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npo0. [Ipu mpoyusane c
M30TONHO Gensasan “C-nepayHOMEI IpH TpUMa 31paBH JOOPOBOJIIH, HE € HAMEPEH HENPOMEHEH
nedayHOMU/ B TUIa3MaTa, ypuHaTa win ¢exanuure. [Ipu Apyru mpoydBanus, psiaKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(hIyHOMUI B IJIa3Mara, B IUIa3MEHH HUBA OT MOpsAbKa Ha ng/ml.
EnmHCTBEHUAT paioakTHBEH META0OMUT B Tutazmata ¢ A771726. To3u MeTabOHT € OTTOBOPEH U 32
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopbOupa. BpemeTo 3a focTurane Ha MaKCMMajIHaTa [U1a3MeHa KOHIeHTpanus Ha A771726 e MHOTO
pasnugHO: MeXay | u 24 gaca cien eqHOKpaTHO npueMane. JledryHoMum Moxke J1a ce mpueMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTENeHTa Ha abcopOLus € cpaBHIMA Ha TTIaHO ChbCTOSHUE U e
xpanene. [lopaan U3BbHPEIHO ABJITHA NOTYKUBOT Ha A771726 (0kos0 2 ceAMULN), IPH KIMHUYHUTE
MIPOYYBaHUS € U3IT0JI3BaHa HaToBapBama g03a oT 100 mg 3a 3 qHuU 3a M0-0BP30 MOCTHTaHEe Ha
cTalioHapHu HUBa Ha A771726. M3uucnieHo e, ye 6e3 HaTOBapBalla /103a, 3a JOCTUTAHETO Ha
CTallMOHAPHU IJIa3MEHU KOHLEHTPALUH LI ca HEOOXOIUMH MOYTH JIBa Mecela npuiioxenue. [Ipu
MIPOYUYBAHUS C MHOTOKPATHO NMPHJIOKEHUE, TP NMALMEHTH C PEBMAaTOUIEH apTPUT,
(hapMaKOKMHETUYHHTE TIapaMeTpu Ha A771726 ca TuHEHHM 3a J030BUs AMAIa3oH oT 5 10 25 mg. [pu
TE€3W MPOYYBAHMS, KITMHUYHUAT €EeKT € IPSKO CBbP3aH C IIa3MeHaTa KoHUueHTpauus Ha A771726 u
Ha JHEeBHATa 032 Ha jedayHomua. Ilpu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaLys
Ha A771726 B cTaumoHapHO cheTosHUE € pubam3utenHo 35 pg/ml. Ilpu cranmonapHo chcTosTHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHU C TE3W IIPH SIUHUYIHA 1034,

PasnpeneneHue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOTeHHUTE (anmoymunante). HecBbp3anaTa
yact e okoJ0 0,62%. Cbp3BaneTo Ha A771726 ¢ mina3mMenus ajnOyMyH € TMHEHHO B paMKUTE Ha
TepaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOWIHO MPU HAalUeHTH C
pEBMATOUICH apTPUT WM XpOHHYHA OBOpEeYHa HEAOCTATHYHOCT. EKCTEH3MBHOTO CBBbpP3BaHE Ha
AT71726 c mpoTenHUTE MOXE Ja TOBEAC 10 M3MECTBAaHE Ha APYTH EKCTCH3UBHO CBBhP3aHM JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOAEHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH He TIOKa3BaT B3auMoieiicTus. [1o1o0HN mpoyuBaHus ¢
noymnpodeH u qukiaodeHak ChIo HE OKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBbP3BaHe,
JIOKaTo HecBbp3aHaTa (paxuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HUIWYKE HA TOJIOYTaMHI.
A771726 nzmectBa ubynpodes, quknodenaxk u Toa0yTaMuI, HO HECBbp3aHaTa (paKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 1o 50%. Hsama nannu 3a KIIMHAYHO 3HAYCHHE HA TE3U
edextu. [lopaau 3HAaYUTEITHOTO CH CBBP3BaHE ¢ Ila3MeHuTe OenThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoso 11 nutpa). He e yctanoBeHo npedepeHInaiHo moeMaHe 0T epUTPOLIUTHTE.

BuorpanchopMmarus

Jlepnmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Jpyry BTOPOCTETICHHU
MeTabonuTH, BKIToUnTeTHO TFMA (4-TpudiryopomeTmianuint). MeTtabomuTHaTa
ounotpanchopmanus Ha nedayHoMua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30OMaJIHATa, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppaxunu. IIpoyuBanus 3a B3auMoAEHCTBHE ¢ IMMETHIVH (HecTleln(pUUCH HHXUOUTOP Ha
muroxpoM P450) u pudammunun (HecienuduueH nuroxpom P450 uHAyKTOP) OKA3BAaT, 4e in vivo
CYP enzumuTe yuactBat B MeTaboIM3Ma Ha JIeIyHOMHU CaMO B MajIKa CTETIEH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHALMOHHUAT NOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiokeHue Ha OesnsizaHa ¢
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W30TOII 7032 JICQITYHOMHU/I, PaTMOAKTHBHOCTTA CE OTAEISI €IHAKBO BHB ()eKATNUTE, BEPOSTHO Upe3
eJIMMUHUPAHE C JKIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpue B ypuHaTa U (heKaJIuuTe 10
36 nHHU el eMHOKPaTHO MmpueMaHe. [ IaBHUTe MeTa0oINTH B YPUHATA Ca TIIFOKYPOHUIU Ha
neduryHoMu/ (TIIaBHO B ripobute ot 0 10 24 yaca) 1 OKCaHHIIOBO MPOu3BOAHO Ha A771726. BB
(hekamuuTe ce OTKpHBa ritaBHo A771726.

YcraHoBeHO €, ye Npu Xopa NPUII0KEHHUETO Ha MepopaHa CyCIeH3Hs aKTUBEH BBIJICH Ha Mpax Wil
KOJISCTUPAMHH BOJH 10 OBP30 M 3HAUUTEITHO YCKOPsIBaHE Ha eKcKkpenuaTa Ha A771726 n HamarnsBaHe
Ha TUTa3MEHUTE KOHIIeHTpanuu (BXx. Touka 4.9). ToBa ce IbDKHM Ha CTOMAIITHO-YPEBEH MEXaHU3bM Ha
OTJIEJISIHE W/WJIA HAa PEKhCBAaHE HA CHTEPO-XETATAITHUS IIUKBII.

brOpeuno yBpexaaHe

JledmyHOMU/I € IPUIIOKEH B €IMHIYHA TepopaiiHa 1032 oT 100 mg npu 3 manueHTy Ha XeMoTualin3a
1 3 MalMeHTH Ha MIPOXBJDKUTENHA repuToHeanta auannia (CAPD). dapMakokiHETHKATa Ha
A771726 ipn manmenTr Ha CAPD m3ritexxaa cXomaHa ¢ Ta3u MpH 31paBu 1ooposomn. [10-06p30
enuMuHUpane Ha A771726 e HaOnroAaBaHO NP MANMESHTUTE HA XEMOIUAIN3a, KOSTO HE Ce JILIKU Ha
SKCTpaKI¥s Ha JICKAPCTBEHUS MPOIYKT B AUAIIA3ATA.

YepHoapoOHO YBpEXIaHe

Hsma naHHU 3a JIeueHHEe Ha MAlMEHTH ¢ YePHOAPOOHO YBpEeKIaHe. AKTUBHUAT MeTa00auT A771726 ¢
CBBbP3aH B roJsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cexpenus. Te3u nponecu Mosxe 1a ObAAT MOBIUSHH OT YEPHOIPOOHA TUCQYHKIIHA.

IlenuaTpuyHa momyaamus

®dapmakokuHeTrkata Ha A771726 cien mepopaiHo MPUIOKEHUE Ha eQIIyHOMH]] € U3CIIeABaHA MPH
73 menuaTpUYHU MAITUEHTH C MMOINAPTUKYJIAPEH THIT IOBEHIUICH peBMaTounaeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. Pesynrature oT nmomynanuoHeH papMakKOKMHETHUYCH aHAIU3 Ha TE3U
NPOYYBaHUS MMOKA3BaT, Y€ NeIUaTPUYHHUTE MALUeHTH ¢ TeJecHo Terino <40 kg uMaT HamaneHa
crucreMHa excriosunms (n3MepeHa upe3 Cgs) Ha A771726, mogo0HO HAa BE3PACTHUTE TAITUEHTH C
peBMaToucH apTput (BXK. Touka 4.2).

Crapyecka Bb3pacT

(DapMaKOKI/IHeTI/I‘-IHI/ITe JAaHHU IIpH JTUlla B CTapUCCKa Bb3pacT (>65 FO,I[I/IHI/I) Ca OrpaH”u4cHH, HO
CbOTBCTCTBAT Ha (l)apMaKOKI/IHCTI/IKaTa IIpyu NO-MJIaAUTC Bb3PACTHU.

5.3 IlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JlepmynoMua, IpUIIOKEH MEPOPATHO U HHTPANICPUTOHEATHO € U3CJICABAH B IPOYUYBaHHS 32 OCTpa
TOKCHYHOCT IIPY MUIIKH U IUTXOBE. [IpoydBaHMs MPH MHOTOKPATHO TIEPOPAITHO MPUIOKEHHE HA
nedIyHOMUA IPU MUIIKH 3a IIEPHUOJ OT 3 Mecela, IUTbX0BE U KydeTa 710 6 Mecena 1 MaiiMyHH J10

1 Mecel mOKa3Bart, ye INIABHUTE TAPT€THU OPraHH 32 TOKCUYHO YBPEXKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTa, Jajlaka, TAMyca U TuMQpHHUTE Bb3IH. | TaBHUTE edeKTH ca
aHeMusl, JICBKOTICHHS, HaMaJieH Opoil Ha TPOMOOIIMTUTE U MMaHMHEJIONATHSI i OTPa3siBAT OCHOBHUS
MEXaHU3bM Ha JACHWCTBHE Ha BElIeCTBOTO (moaTuckane Ha cuaTe3aTa Ha JJHK). Ilpu mrbxoBe u KyueTa
ca Hamepenu Tenna Ha Heinz w/unu Howell-Jolly. Ipyrure edextu, yctaHOBEeHH BBPXY ChPILETO,
4yepHUS Apo0, KOPHESATa U PECIMPATOPHUS TPAKT OMXa MOTIIH Ja ce OOSCHST C MHPEKIIUH BCIICACTBUE
Ha UMYHOcyTpecusTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA TIPH JIO3H, CKBHUBAJICHTHH Ha
TEpaneBTUYHUTE JO3H IPH XOpa.

Jlepmynomun He e myTtareHeH. Bropoctenennust Metabonut TFMA (4-tpudiryopoMeTHITaHUIINH)

MIPEIU3BUKBA KJIACTOTEHHOCT M TOYKOBU MYTAIIUH i1 Vitro, KaTo JIUICBAT JOCTATbYHO JaHHU Jalli TOU
MOJKE JIa TIPEeIU3BHUKA TO3U €PEKT in Vivo.
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[Tpu npoy4BaHe 32 KAPIIMHOTCHHOCT TPH ILTHXOBE, JIeHIYHOMUJI HE € TIOKa3al KaplinHOTCHEH
noreHimai. [lpu npoyuBaHe 3a KapIIHHOTEHHOCT NPH MUIIKK € Ha0JIi0/IaBaHa IMO-BICOKA YeCTOTa Ha
3JI0KaY€CTBEH JIMM()OM MPU MBKKUTE B IpylaTa Ha Hali-BUCOKA /1032, HAH-BEPOSITHO JIBJDKAIIL CE Ha
UMyHOcynpecuBHUS eekT Ha nedryHoMua. [Ipy xeHCKkn MULIKY € HaOJI0JaBaHo JJ0303aBUCHMO
yBEJMYCHIE HAa YeCTOTaTa Ha OPOHXHMOJIO-AIBEOJIAPHH aJICHOMH U KapIIUHOMH Ha Oenust 1po0.
3HaYeHNETO Ha TE3W HAXOJKH MPHU MUIIKH 3a KIIMHUYHATA yroTpeOa Ha JedryHOMU He €
YCTaHOBEHO.

JledmyHOMU/] HIMa AHTUTCHHHM CBOMCTBA MTPH YKUBOTUHCKH MO/ICIIH.

JledmyHOMU € eMOPHOTOKCHUYEH U TEPATOr€HEH NPU TUTHXOBE U 3alIM B pAMKHUTE Ha
TEPANEeBTUYHNUTE JO3U TIPU XOPa U MPUIYHHSABA HEXEJaHH PEaKIIUH BEPXY MBXKKUTE PEIPOTYKTUBHU
OpraHH IPH MPOYYBAHUATA 32 TOKCHYHOCT ITPH MHOTOKPATHO MpHJIoKeHHE., DEePTUIIUTETHT HE €
HaMaJIeH.

6. OAPMAIEBTUYHU JAHHUAU

6.1 ChoucbkK HA IOMOILIHUTE BeleCTBA

Tabaemno a0po:

LapeBuuHo HuIIECTE

IoBumon (E1201)

Kpocnosugon (E1202)

Tank (E553b)

CununmeB TUOKCH]I, KOJIOHUIEH 0€3BOICH

Maruesues creapat (E470b)

JlakTo3a MOHOXHIpAT

Qunmoso nokpumue:

Tank (E553b)

Xumnpomenosa (E464)

Turtanues auokcun (E171)

Maxkporoa 8000

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoCT

3 roauHu.

6.4 CrnenuajaHu yCJIOBHSI HA CbXpaHeHHe

Ja ce cpxpaHsBa B OpUTHHAIHATA OTTIAKOBKA.

6.5 Buau chabppKaHUe HA ONMAKOBKATA

Anymunauit/amymuaneB onmctep. OmakoBka: 3 GuIMupanu TaOIeTKH.

6.6 CrnenuajaHu Npeana3Hu MePKH NMPH U3XBbPJIsiHEe U padoTa

Hsama CIiClIMaJIHN U3UCKBAHUS 3a U3XBBPJIAHC.
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7. INPUTEXATEJ HA PASPEIIIEHUETO 3A YIIOTPEBA
Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/009

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jata Ha mepBo pazpemasane: 02 cenremBpu 1999 T.
Jlata Ha mocneaHo nogHoBsiBaHe: 1 romm 2009 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa mH(pOpMans 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBponeiickara
areHIys 1o JekapcTaTa http://www.ema.europa.eu/.
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NNPUJIOXKEHMUE 11

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJ10BUA UK OT'PAHUYEHUA 3A JOCTABKA U
YIHOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA
PA3SPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
IHPOAYKT
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A. NPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXXJABAHE HA
MAPTHU AN

Hme n aJapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[3B3HC Ha NapTUAUTC

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

®paHuus

b. YCJOBUs NN OI'PAHUYEHUA 3A JIOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT CE OTIyCKa M0 OrpaHUueHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o IlepuonnvyHu aKTyaJIN3MpPaHN JOKJIAIH 32 0€30MacCHOCT

M3uckpanusTa 3a 10/IaBaHe HA IEPHOIUTHH aKTyaTU3UpaHu TOKIAIH 3a O€30MMacHOCT 3a TO3U
JIEKapCTBEH MPOIYKT Ca IIOCOYCHH B CITUCHKA ¢ pedepeHTHHTE naTh Ha EBponeiickus cvio3 (EURD
CIUCHK), ipeBuicH B wi. 1078, an. 7 ot upextusa 2001/83/EO, v BbB BCUYKH CIIEABAIIU
aKTyaJau3alny, IyOIuKyBaH! Ha eBPOITCHCKUS yeOIrmopTal 3a JIeKapcTBa.

I. YCJ0OBUA NJIK OTPAHUYEHMS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

ITPY 1ps6Ba ga W3BHLPIIBA U3UCKBAHUTE JCHHOCTH U JCHCTBUS, CBBP3aHU C MPOCIICIIBaHE HA
JeKapcTBeHaTa Oe30macHoCT, mocodeHu B onoopenus [IYP, npexcrasen B Moayn 1.8.2 Ha
paspeleHneTo 3a ynorpe0da, KakTo U IpH BCUYKH CIEBAIM ChIIaCyBaHU akTyanu3aunu Ha [TYP.

Axtyamusupan [TYP Tps6Ba na ce momana:
e 10 KickaHe Ha EBpormeiickara areHIus 1o JIeKapcTBaTa;
® BHHArW, KOraTo ce M3MEHsI CUCTEMAaTa 3a YIpaBJIeHUE Ha pUCKa, 0OCOOCHO B pe3yiITaT Ha
MoJTydaBaHe Ha HOBa MH(OpMAITUs, KOSITO MOXE Jia IOBEJIe 10 3HAYNMHU IPOMEHH B
CHOTHOIIIEHUETO TOJI3a/PUCK, WX CJIE]] IOCTUTaHE HA Ba)KEH eTarl (BbB BPBh3Ka C
npoclie/isBaHe Ha JIeKapCTBeHAaTa 0€30MaCHOCT WM CBEX/IaHE Ha PUCKA JIO MUHUMYM).

o JlobJIHUTEJIHN MePKH 32 CBeXKIaHe HA PUCKA 10 MUHUMYM

[IpurexatensaT Ha pasperienuero 3a ynorpeda (IIPY) Tps6Ba na npegoctaBu Ha BCHUYKH JIEKapH,
KOHUTO C€ O4YaKBa Jja IPEANHUCBaT/U3M0I3BaT Arava, 00yuYUTEeITHH MaTepHaIl ChC CIEIHOTO
CBhABPIKAHUE:

e Kparkara XxapakT€pHCTHKa Ha IPOSYKTA

e bpomrypa 3a nekaps

bpomuryparta 3a nekapst Tps6Ba Ja CbAbpAKaA CIECIHUTE KIIIOYOBU ChOOILCHHUS:

e Ue cpliecTBYBa PUCK OT TEXKKO YEPHOAPOOHO YBPEXKIAHE U 3aTOBA € BAKHO PEIOBHOTO
n3MmepBaHe Ha HuBaTa HAa AJIAT (CI'TIT) 3a npocnensiBane Ha YepHOApoOHATA DYHKITHUSL.
Undopmanusta, npeacraBeHa B Opolrypara 3a Jiekaps TpsiOBa Aa npeaocTass HHGopManus 3a
HaMaJIABaHE Ha J103aTa, IPeKpaTsIBaHe Ha JICYCHHETO U OYUCTBAIN TPOIETypH.
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Y CTaHOBEHUSAT PUCK OT CHHEPTUYHA XEIaTO- WIH XeMaTOTOKCUIHOCT, CBhP3aH ¢
KOMOMHHpaHa TepaIus ¢ Ipyro 00yecT-MoAU(PHUIIMPAIIO0 aHTUPEBMATHIHO JIEKAPCTBO (HAIIP.
METOTpPEKCaT).

Ye chpImecTBYBa PUCK OT TEPATOTEHHOCT M TTOPAIM TOBA TPSIOBA Ja ce n30ArBa OpeMEHHOCT,
JTIOKATO TIA3MEHUTE HUBA Ha JIe()IyHOMH] HE Ca Ha ChOTBETHOTO HUBO. Jlekapure u
NalueHTHTe TPsIOBa J1a ca HasCHO, Y€ € Ha Pa3loiIoKeHHe CIelnaTHa KOHCYITaTHBHA CITyk0a,
3a peIocTaBssHe Ha MH(popMaIHs 3a TabOpaTOPHO U3CIe[BaHE Ha MIa3MEHOTO HUBO Ha
neqIyHOMHU.

PuckbT OT MH}pEKIINY, BKIIOYUTEIHO ONOPTIOHUCTUYHHA WH(EKIIUU U POTUBOIIOKA3aHUETO 32
NPUJIOKEHUE IIPY UMYHOKOMIIPOMETHUPAHU MAlIUEHTH.

HeOGXOI[I/IMOCTTa OT CbB€TBAHC HA MAIIUCHTUTE 3a 3SHAYUTCIITHUTE PUCKOBE, CBbP3aHU C
Tepanuara ¢ JeIyHOMHU] U ChOTBETHUTE MIPEIa3Hu MEPKH, KOTAaTO U3IIOJI3BAT JIEKApCTBOTO.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupanu TabJIeTKH
nedayHOMuza

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

Besika punmvupana Tabnetka cpabpxka 10 mg nedrynomm.

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEIIECTBA

To3u JilekapcTBEH MPOAYKT ChABPXKA JaKT0o3a (BUIKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAIHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpuinoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

|9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/001 30 TtabieTkn
EU/1/99/118/002 100 TtabieTkn

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC€ OTITYCKa IO JICKAPCKO MPCANNCaHUC.

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIINSA HA BPAMJIOBA A3BYKA

Apasa 10 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:

SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Arava 10 mg ¢puiMupanu TabaeTKH
eIy HOMHU/T

| 2. HUME HA ITIPUTEXXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JIPYIO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupanu TabJIeTKH
nedayHOMuza

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

Besika punmvupana Tabnetka cpabpxka 10 mg nedrynomm.

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEIIECTBA

To3u JilekapcTBEH MPOAYKT ChABPXKA JaKTo3a (BUKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npouerere aMCTOBKAaTa
[lepopanno mpuinoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTETHO 3aTBOPCHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/003 30 TtabieTkn
EU/1/99/118/004 100 TtabieTkn

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

.HCKapCTBeHI/I}IT MPOAYKT CC€ OTITYCKa IO JICKAPCKO MPCANNCaHUC.

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Apasa 10 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKoJI ¢ BKIFOUEH YHUKAJICH HACHTH()HUKATOD.

| 18.

YHUKAJIEH TAEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:

SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

ETUKET/BYTUJIKA

|1

NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupanu TabJIeTKH
nedayHOMuza

| 2.

OBSABSJABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsika Tabnerka cpabpka 10 mg nedayHoMu.

| 3.

CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka CBHIIIO JIAKTO3a (BI/DKTC JIJMCTOBKATA 3a OOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH).

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 ¢unmupanu TabIETKH
100 ¢pmnmupanu TabIeTKH

| 5.

HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenn ynotpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6.

CIHEHUAJIHO NPEAYNPEXIEHUE, UYE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELITA

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

2

JAPYI'U CHEIUAJIHA NPEAYHPEXIAEHUA, AKO E HEOBXOANMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTETHO 3aTBOPCHA.

10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

EU/1/99/118/003 30 tabieTkn
EU/1/99/118/004 100 TadbimeTku

13. HAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapcTBEHHUSAT MPOILYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BBYKA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHy TaOJIeTKH
nedayHOMuza

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

Beska unmvupana Tabnetka cpabpxa 20 mg ediryHoMu .

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEIIECTBA

To3u JilekapcTBEH MPOAYKT ChABPXKA JaKTo3a (BUKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynorpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/005 30 tabieTkn
EU/1/99/118/006 100 TadneTkn

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC€ OTITYCKa IO JICKAPCKO MPCANNCaHUC.

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Apasa 20 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:

SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

| 1. HUME HA JIEKAPCTBEHUSA INPOAYKT

Arava 20 mg ¢unmupanu TabneTku
eIy HOMH/T

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

| 4. ITAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYrO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHu TabJICTKH
nedayHOMuza

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

Beska unmvupana Tabnetka cpabpxa 20 mg ediryHoMu .

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEIIECTBA

To3u JilekapcTBEH MPOAYKT ChABPXKA JaKTo3a (BUKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunmupanu TabJCTKH
50 ¢unMupanu TabICTKH
100 purmupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a JCa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUSA, AKO E HEOBXOANMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/007 30 tabieTkn
EU/1/99/118/010 50 tabieTkn
EU/1/99/118/008 100 TabieTkn

13.

NAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYYH HA OTITYCKAHE

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Apasa 20 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:

SN:
NN:
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

ETUKET/BYTUJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHu TabJICTKH
nedayHOMuza

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

Bcsika Tabnerka cpabpika 20 mg nedIyHOMU.

3. CIIMCBK HA TIOMOIIHHUTE BEIIECTBA

ChIbpika ChIO JaKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunmupanu TabJCTKH
50 ¢unMupanu TabICTKH
100 purmupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUSA, AKO E HEOBXOANMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/007 30 tabieTkn
EU/1/99/118/010 50 tabieTkn
EU/1/99/118/008 100 TabieTkn

13.

NAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYYH HA OTITYCKAHE

JlexkapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 100 mg ¢puamupaHu TabJIETKH
nehITyHOMH/T

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpabpka 100 mg nedayHOME.

| 3.

CIIUCBK HA IOMOIIHUTE BEINECTBA

To3u JICKApPCTBCH MPOAYKT CbABbPIKA JIAKTO3a (BI/I)KTC JIMCTOBKATa 3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/IH).

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

3 dhunMupanu TabIeTKH

| 5.

HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6.

CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIIA

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

| 7.

APYI'U CHEIIUAJIHU IPEAYIIPEXIEHUA, AKO E HEOBXOANMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9.

CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA.

10.

CIIEIIMAJIHU ITPEAITIA3ZHU MEPKHU I1PU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
T'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/99/118/009 3 tabieTkn

13. MAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

Apasa 100 mg

‘ 17. YHUKAJIEH HIEHTUH®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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‘ MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

| 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 100 mg ¢puamupaHu TaOIEeTKH
nedayHoMuza

| 2. HUME HA ITIPUTEXXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. ITAPTUJIEH HOMEP

[Taptunen Ne

|5.  JIPYTO
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Arava 10 mg ¢punvupann TadJeTKH
neduynomus (leflunomide)

IIpoyeTeTe BHUMATEIHO LAJIATA JIUCTOBKA, IIPEAH 1A 3all04YHETe 1A IpUeMaTe TOBA JIEKapCcTBo,

ThH KaTo TS ChAbPKa BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJO0XkH J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTainTe Bamms nekap, papmaneBT uin
MEIMIHAHCKA CECTPA.

- ToBa nexapcTBO € MpeaNICcaHo eIMHCTBEHO U TU4HO Ha Bac. He ro npeoTcrhnBaiite Ha npyru
xopa. To Morke 1a UM HaBpenu, HE3aBUCHMO, Y€ IPU3HALMTE Ha TAXHOTO 3a00IsBaHe ca
chIIMTE KaTo Bammre.

- Axo IMMOJIYYUTE HAKAKBH HCXKCJIAaHU JICKAPCTBEHU PCAKINHU, YBECIOMETC Bammns JICKap,
(hapManeBT WM MEOULIMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH BE3MOKHH HEKEIaHU PEaKIny,
HEOIMCAHHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kakso npexcrasisBa Arava U 3a KaKBO C€ U3I10J13Ba

Kakso Tpsi0Ba na 3Haete, npenu na npuemere Arava

Kak na npuemate Arava

Bb3MOXkHN HEXENaHU peakuu

Kak ma cexpansaBare Arava

ChbabpkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

ANl

1. Kakspo npencraBisiBa Arava 1 3a KaKBO ce H3110JI13Ba

Arava mpHHaJJIeKH KbM TpyTia JICKapCTBa, HAPSUEHU aHTUPEBMATUYHH JIEKapCTBa. s ChIbpika
AKTUBHOTO BEIECTBO JIE(PIYHOMUI.

Arava ce H3I10J13Ba 3a JICUCHHUE Ha BBb3PAaCTHU NALIUCHTU C AKTUBCH PCBMATONUICH aPpTPUT UJIHU
AKTHUBCH IICOPUATUYCH aApTPUT.

CHMIITOMHTE Ha pEBMATOMACH apTPUT BKIIIOUBAT Bb3MAJIECHUE HAa CTABUTE, TIOAYBAHE, 3aTPYIHEHO
JBIDKEHHE U 0oJKa. JIpyru CUMIITOMH, KOUTO 3acsrar ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIepaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YePBEHN KPbBHU KIICTKH).

CuMnTOMHTE Ha aKTHBEH NCOPHUATHYCH apTPUT BKIHOYBAT Bb3MAJICHUC HA CTaBUTC, ITIOAYBAHC,
3aTPYAHCHO ABUXCHUC, Oonka u Y4aCThblM HaA 3a4CPBCHA, JIOMICIIA CC KOXa (KO)KHI/I I/I3MCH€HI/I$I).

2. KakBo TpsiOBa 1a 3HaeTe, Mpeau 1a npueMeTe Arava

He npuemaiite Arava:

- aKo HSKOTa CTe UMAJIH aJepPru4Ha peakiyst KbM J1edIyHoOMuI (0cOOCHO cepro3Ha KOXKHA
peaxys, 4ecTo NpUIpYyKeHa ¢ MOBUILEHA TEMIIEPaTypa, CTABHU OOJIKH, YEPBEHHU TIETHA I10
KOXKaTa WK MeXypH, Harp. CHHApoM Ha CTuBbHC J[PKOHCHH), WIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30POEHU B TOUKA 0), MIIM aKO CTE aJISprHYHHA KbM
TepruITyHOMUIT (M31I0JI3BaH 3a JICUSeHHE Ha MHOKECTBEHA CKIIEP03a),

- aKo MMaTe HIKAaKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bOpedHH mpoodiaemMu,

- aKO MMaTe CHJIHO MOHIKEHHE Ha 0eJThbIUTE B KPHBTA (XUIIOMPOTEUHEMHS),

- aKo CTpajaTe OT HAKAaKbB MPoOIieM, KOMTO 3acsira umyHHaTa Bu cucrema (nanpumep CIINH),

- aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHS MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH win Oenn
KPBBHU KJIETKU B KPBbBTA WM HaMaJleH Opoil TpOMOOLIUTH B KPbBTa,
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- aKo CTpajate OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMATaTe Y€ MOXe Ja CTe OpEeMEHHA WA KbPMHUTE.

[pexynpe:xaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CECTpa, MPean Aa IpuemMere Arava

- aKko cte 0oJeqyBany OT Bb3NajeHue Ha Oenus Apod (MHTepcTHINATIHA Oen0apodHa GoJtecT).

- aKo HSKOTa CT€ UMaJId TY0epKy.J103a WIH CTe OWIH B OJIM3BK KOHTAKT C HIKOH, KOWTO MMa WIIH
e nMmai TyOepKyno3a. BammsaT nexap Moxe /1a HalpaBy M3CIEBAHU, 32 [1a IPOBEPHU 1IN
AMaTte TyOepKyJo3a.

- aKo CTe Mb:K M HcKare J1a craHere Oama. Thil KaTo He MOXKe Jja ce M3KJIIOYH BEPOSTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTta, TpsiOBa J1a ce W3M0J3Ba CUTYPHA KOHTpALETILHS [0 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, Kenaely aa Obaat oamy, TpsoBa aa ce 00bpHAT KbM CBOSI
JeKap, KOWTO MOXe J1a TH IOCHBETBA Ja CIIPaT MPUEMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIeKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 U B IOCTaThYHA CTETIEH OT opranu3ma ci. Llle e
HeoOxoanMo 1a Bu ce HanpaBu u3cieiBaHe Ha KPBBTA, 32 J1a C€ MOTBBPH, 4e Arava e
OTCTpaHEH B I0CTaTh4YHA CTETeH OT Bamms opranu3sM u cieq ToBa Bue Tpsa0OBa na u3uakate
Haif-MaJko ole 3 Mecena Mpeu Ja ce OMUTBaTe Ja Ch3AaBaTe Jena.

- TpsOBa na Bu ce HanpaBu onpeseseH BUI U3CieIBaHe HA KPbBTA (HUBO Ha Kaliuii). Be3MokHO
€ U3MEPBAaHETO Ja TOKaxe (aIMBO HUCKY HUBA HA KAJILUH.

- ako By mpezicTon mim cTe npeThprenar CKOPOIIHA TeXKKa ONepanus WK ako BCe OIe UMaTe
He3apacHajla paHa clies onepanus. Arava Moxe 1a ObJie MPUYMHA 32 TPYAHO 3a3/[paBsBaHe Ha
panure.

Arava Moe TIOHSIKOTa J]a IPUYUHU HIKOU IPOo0JIeMH Ha KpBBTa, YepHUS Ipo0, Oenute IpoOdoBe, WiIn
HEPBUTE HA pBIIeTe WK KpakaTta. Moxe ChIIO A2 IPUUMHHA CEPUO3HU aJIEPIHYHH PEAKLIUH
(BKJIFOUUTEHO JIEKApCTBEHA peakus ¢ eo3uHopmns u cucreMan cumntomu [DRESS]), nnm na
YBEJIUYM pPUCKa OT TeXKa MH(pekuus. 3a moBeye HHPOPMAIH 32 TOBA, MOJISI, POYETeTe TOUKa 4
(BB3MOXKHU HEXEITaHU PEAKITHH ).

DRESS ce nosiBsiBa MspBOHAYATHO KaTO TPUITONIOTO0HN CHMITTOMH M OOPHB 110 JIUIIETO, CJIC TOBA
oOmIMpeH 00pYB ¢ BUCOKA TEMIIepaTypa, MOBUILICHN HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBAHE
Ha KPBBTa, IOBUIIIABAHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHUEHH TUMGBHU
BB3JIH.

BamusiT nexap e u3BbpIIBa KPbBHU U3CJeABAHUS PEIOBHO, PEAN U TI0 BpeMe Ha JIEYCHHUETO C
Arava, 3a 1a ripocieisiBa KpbBHUTE BU KIIeTKH 1 uepHHS Ipo0. BammsT jiekap ChINo Taka e
MpoBepsABa KPbBHOTO Bu Hansrane peIoBHO, Thid KaTo Arava MOXKe J1a IPUYMHU MOBHUILIABAHE HA
KPBBHOTO HaJIsITaHe.

T'oBopete ¢ Bamms ekap, ako mMaTe HEOOsCHUMA XpOHUYHA quapws. Bammsr nexap Moxe aa
M3BBPINY JOMBIHUTEIHN H3CIEABAHMS 3a qudepeHIIHalHa THarao3a.

VBenomere Bamust ekap, ako pa3BueTe KOXKHA A3Ba 0 BpeMe Ha JieueHue ¢ Arava (BHKTE ChIIO
TouKa 4).

Jlena u roHOIUM
Arava He ce npenopb4Ba 3a ynorpeda npu aena u I0HOLIM HAa Bb3pacT noj 18 ronuHu.

Jpyru gexapcrBa u Arava
Wndopmupaiite Bammst nekap uiau ¢papManeBT, ako IprueMaTe, HACKOpO CTe IPUEMalld, WIH €
BB3MOXHO JIa IPHEeMeTe APYTH JekapcTBa. ToBa BKIIOUBA M JIEKapCTBa, OTIYCKaHH 0e3 penenta.

ToBa e ocoOeHO BaXHO, aKO ITpHUEMaTe:

- JpyTH JIEKapcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Halp. XJIOPOXHH U
XUJIPOKCUXJIOPOXHUH), 3]1aTO, MPHIJIOKECHO HHTPAMYCKYJTHO HIIH [IEPOPATHO, Jl-eHUIMIaMuH,
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a3aTHUOTIPHUH U APYTH UMYHOCYIPECHUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thid KaTo Te3:
KOMOWHAIIMU HE Ca MPENOPHhUNTEITHH,

- Bap(apyH U IPYTrH EPOPATHU JISKAPCTBA, U3IOJI3BAHU 32 pa3pexkiaHe Ha KPBbBTA, Thil KaTo €
HE00X0MMO HaOJIFOICHHUE, 32 JIa CE HAMAJIM PUCKBT OT T10sBa HA HEXKEJIAHU PEaKIMy Ha TOBa
JIEKapCcTBO

- TepuQITyHOMHU/I 32 MHOJKECTBEHA CKIIEpPO3a

- penariIuHA, MHOTINTAa30H, HATETITUHI WM PO3UTIINTA30H 3a quadeT

- JIAYHOPYOHIINH, TOKCOPYOUIIMH, TAKIIUTAKCEI WM TOTIOTEKaH 3a paK

- JTyJIOKCETHH 3a JCTIPECHsl, THKOHTUHEHIIMS Ha ypUHATa Wik ObOPEYHO 3a00JsBaHE MIPU
nradeTHIn

- AJIOCETPOH 3a JIUEHUE Ha TeXKKa TUapus

- Teo(UINH 3a acTMa

- THU3aHUINH, MyCKYJIEH pellakCaHT

- OpaJTHA KOHTPAIENTHBH (ChIIbPXKAIIY STHHUICCTPAINOI U JICBOHOPIECTPEI)

- nedakiop, OSH3WIMESHUIWINH (MeHUIIMH G), TUIPoQIIOKCAIH 32 UHOEKIIUN

- WHIOMETAIIMH, KeTOpogeH 3a 00JIKa UK Bh3MaJICHHIE

- (hypocemu 3a CbpeYHO 3a00MsIBaHE (IUYPETHK, OTBOAHSIBAIIO JIEKAPCTBO)

- 3unoByauH 32 HIV urdexus

- pO3yBacTaTHH, CHMBACTaTHH, aTOPBACTATHH, IIPABACTATHH 33 XUIIEPXOJIECTEPOTIEMHS (BUCOK
XO0JIECTEPON)

- cyiacaia3vH 3a Bh3NAJIUTEIHO 3200/ sIBAaHE HA YepBaTa WM PSBMATOUICH apTPUT

- JICKapCTBO, HAPEUEHO KOJICCTUPAMUH (M3MOI3BAHO 32 HAMAJIIBAHE Ha BUCOKHUS XOJICCTEPOIT) HITH
aKTHUBEH BBIJICH, ThI KaTO TE3W JIEKApCTBA MOTAT Jja HAMAJST KOIHYECTBOTO Arava, KOeTo ce
MoeMa OT OpraHu3Ma.

AKo Beye IpueMaTe HecTepOUJAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) u/unn
KOPTHKOCTEPOUAH, MOKETE A2 NPOIB/DKUTE [1a TH B3eMaTe CJIE 3alI0YBaHE Ha JICUCHUETO ¢ Arava.

BakcuHanuu
AKko Tps6OBa 1a ObJeTe BaKCHHUPAHH, TIoNuTaiTe Bamms jgexap 3a cpBeT. OnpenenieHl BaKCHHAIINN He
TpsI0Ba Jla ce mpujIaraT I0KaTo NpueMaTe Arava u H3BECTHO BpPEMe CJIe]] CIIMPaHe Ha JICYCHUETO.

Arava ¢ XpaHa, HAIUTKHA ¥ aJIKOX0JI

Arava MO’e J1a ce IIpueMa ChC MM 0e3 XpaHa.

He ce npenopbuBa 1a ce KOHCyMHpa alKOXOJI 10 Bpeme Ha jJedeHue ¢ Arava. KoHcymanusita Ha
AJIKOXOJI IOKAaTo MpreMaTe Arava MoXe Jja yBeJIMUM PHCKa OT YBPEKAaHe HA YEPHUS Ipo0.

BpemenHocT U KbpMeHe

He npuemaiite Arava, ako cTe WIH cMsTaTe, Y€ MOXKe J1a cTe OpeMeHHa. AKO cTe OpeMeHHa, WIn
3a0peMeHeeTe, JOKaTo puemMare Arava, puCKbT OT pakJjaHe Ha 6e0e ChC CepuO3HH BPOJICHH Ne(eKTH
e mosuieH. JKeHuTe ¢ 1eTepoIeH NOTeHIHaNI He TpsiOBa a mpueMat Arava, OCBEH aKo He U3I0JI3BaT
HaJISKIHU MEPKU 3a Ipena3BaHe oT 3a0peMeHsIBaHe.

Wudopmupaiite Bammst nekap, ako Bp3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIIMPaHe Ha JICYCHUETO C
Arava, Tbii KaToO € HEOOXOJMMO J1a ce YBEpHTe, Y€ He ca OCTaHAJIM clieau oT Arava B opranusMa Bu
npeay Aa IpaBUTe ONUTH 3a 3abpeMeHsBaHe. ToBa Moxe 1a oTHeMe 10 2 roarHu. ToBa u3uakBaHe
MOJKE J1a €€ CBKPATH [0 HAKOJIKO CEAMHLN Ype3 MPUEMAHETO Ha JIEKAapCTBa, KOUTO YCKOPSBAT
OTCTpaHsSBAaHETO Ha Arava oT Bamms opraHuszsM.

BbB Bcnuku citydau TpsiOBa J1a ObJe MOTBBPACHO Upe3 KPbBHU U3CIEBaHMs, Ye Arava € OTCTpaHEeHa B
JlocTaThyuHa cTereH oT Bamus opranuseM, kato Bue Tps6Ba na nuzyakaTe Hali-MaJIko OIIE €AHH Mecel]
npeau 1a 3abpeMeHeere.

3a gombaHKTENHA HHPOPMALUS 3a 1a00paTOPHOTO U3CIIEABAaHE, MOJIs, 00BbpHETE ce KbM Bamus
Jexap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1o BpeMe Ha JICUSHHETO ¢ Arava Wid pe3 2-Te TOAUHH
CJIeJ] HETOBOTO CIIMpaHe, TpsiOBa He3adaBHO Jia ce CBhpKeTe ¢ Bamwis siekap 3a Tect 3a
opemenHoct. [Ipu monoxxureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JICYCHHUE C OTPEICIICHH JISKapCTBa 32 OTCTPaHsIBaHE HA Arava Obp30 U B JOCTAaThYHA CTEIICH OT
opranusma Bu, Thi KaTo TOBa MOKE J1a HAMaJIu prucka 3a BameTo 6e6e.

He npuemaiite Arava 1mo BpeMe Ha KbpMeHe, Thil KaTo e IyHOMU] IPEeMHHABA B KbpPMaTa.
lodupane u padora ¢ MalIMHK

Arava Moxe 1a Bu Hakapa fa ce mouyBcTBaTe 3aMasHY, KOSTO MOXKe Jla HapyIu criocoOHocTTa Bu 3a
KOHIICHTpAIlHs U pearupane. Ako ToBa Bu ce ciyun, He modupaiTe v He U3M0A3BalTe MAITUHU.
Arava cbIbpiKa JJaKT03a

Axo Bamust nekap Bu e kazal, ye uMate HEOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HEro Mpeau Ja IpUeMeTe TOBA JIEKapCTBO.

3. Kak na npuemare Arava

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bawmust nekap win ¢papmaneBt. AKo He
CTE CUTYpPHHU B HELIO, onuraiire Bamus nexap wiu gapmanesT.

Oo6wnuaitHaTta HayanHa 1032 Ha Arava e 100 mg neduryHOMUA euH BT THEBHO TIPE3 TEPBUTE TPH JHM.
Criet TOBa MOBEYETO MAIUSHTH CE HYXKIAAT OT J103a OT:

° 3a peBmaroueH aptput: 10 wiu 20 mg Arava BeIHbX JHEBHO, B 3aBUCUMOCT OT TEKECTTa Ha
3a00J1BaHETO.
. 3a ncopuatuueH aptput: 20 mg Arava BeJHBX JTHEBHO.

IMorabiaiiTe TadiieTKaTa HAJIA ¥ C JOCTATHYHO BOAA.

Tps0Ba na MUHAT Hali-MaJKo 4 CEIMUIIM OT 3alI0YBAHETO HA TEPaNusTa, 3a J1a OYyCTBYBAaTe
nogoOpeHue BbB Bamero cherosiane. Hsikon manueHTH MoXe JOPH Aa TOIy4YaT MO-TOJISIMO
nonoOpenwe cien 4 10 6 Mecera OT JeUYESHHETO.

O6ukHOBEeHO Bue mie mpuemare Arava 3a mpOIBIDKUTETHO BpeMe.

AKO cTe nIpueJiu MoBeYe 0T Heo0X0AuMAaTa /103a Arava

AKo mprieMeTe noBede 0T HeoOxoauMaTa J03a Arava, o0bpHETe ce KbM Bamus nexap win moTbpcere
JIPYT MEIUIIMHCKH ChBET. AKO € Bb3MOXKHO B3eMETE ChC ceOe CH TaOJICTKUTE WU KYTHSATA, 33 J]a My TH
TTOKaXKeTe.

AKO cTe IPOILYyCHAJIM 12 IpueMeTe Arava

Axo 3a0paBuTe a B3eMeTe e/[Ha 103a, B3eMeTe 5 BeJHara cjeJ] KaTo CU CIIOMHHTE, OCBEH aKO TOBA He
e GJIM3KO 10 BPEMETO KoraTo TpsibBa ja npueMere ciesiBaiara g1o3a. He B3emaiite qBoiiHa 103a, 3a 1a
KOMIIEHCHpATe IIPOIlyCHATaTa J103a.

AKO MMaTe HIKaKBU JOITBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bamms nexap, ¢papmaneBT UM MEAULIMHCKA CECTPA.

4. Bb3MoKHN HeKeTaHU PeaKIun

Kakrto Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE 1a NPEAN3BHUKA HEXCIAHU p€aKIIUH, BBIIPEKU Y€ HE
BCCKM I'l ITOJTy4aBa.

VBegomete Bammus JICKap He3a0aBHO U CIIpETC Aa B3EMaTe Arava:

82



aKo IMONYYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mim uMare 3aTpyIHeHO
JQHIINAHE, Thil KATO TOBA MOTAaT Ja ObJIaT MPU3HAIY HAa CEPUO3HA aJISPTUYHA PEaKIus,

aKO TIOJTYYHTE KOKeH OOPUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla Ca IIPOsiBA HA TEXKKH,
MOHSIKOTA KUBOTO3aCTpalllaBally peakiuu (Harp. cuaapoM Ha CTUBBHC-J[)KOHCHH, TOKCUYHA
enuiepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JTeKapcTBeHa PeakIlus ¢ CO3MHOPITHS U
cucreMun cumntomu [ DRESS]), BmkTte Touka 2.

VBengomete Bammus JICKap He3aﬁaBHO, AKO IMOJIy4YHUTE:

0J1e1a KoKa, yMOpa, Wi CHHUHHU, Thii KATO TE MOXE JIa ca MPU3HAK Ha HAPYIICHUS Ha KPBHBTA,
MPUYUHEHH OT HAPYIICH OallaHC HA PA3JIMYHUTE BUJOBE KPbBHU KIICTKU, KOUTO ChCTABSIT
KPbBBTA,

yMoOpa, KopeMHa 00JIKa WITH KBJTEeHUNAa (KBJITO OIBETSIBAaHE HA OYUTE WM KOXKAaTa), Thil KaTo
TE MOJKE JIa ca MPU3HAK Ha CEPUO3HU ChCTOSHHS KATO YEPHOIPOOHA HEJJOCTHYHOCT, KOSTO MOXKE
na Obae daranHa,

BCSAKAKBU CHMITTOMH HA MH(EKIMS KaTO MOBUIIIEHA TEMIEPATypa, Bb3MAJIEHO I'bPJI0 WIH
KAlUIMIA, 3a1[0TO TOBA JIEKAPCTBO MOXKE JIa YBEIHYM PUCKA OT TEKKa HHDEKIIHS, KOSTO MOXKE
na ObIIe YKMBOTO3acTpaIaBaia,

KAlUTHLA WX 3aTPYTHEHO AUIIAHE, Thil KATO TOBAa MOXeE J]a 03HaYaBa MpoodJIeMu ¢ Oemust
Ipob (MHTEepcTHIMATHA OerropoOHa 0oNeCT With OeoapoOHa XUTIEPTOHNSA),

HEOOWYAHO U3TPBIIBAHE, CIA00CT WK OOJIKA B PHIIETE WU CThIIANIATa, ThH KaTO TOBA MOXKE J1a
€ TIpU3HAaK Ha pobJeMu ¢ HepBUTe (TeprudepHa HEBPOTIATHS ).

YecTH HexxeJJaHM peakumnu (Moxke aa 3acerHar a0 1 va 10 xyumu)

c1abo HamaisiBaHe Ha Opos Ha OenTe KPbBHU KIETKH (JIEBKOTICHHUS),
JIEKH aJIepTUYHH PeaKivy,

3ary0a Ha afeTwuT, 3ary0a Ha Terjio (0OMKHOBEHO HE3HAYMTEIHO),

yMopa (acteHus),

raaBo0oIIeE, 3aMaiBaHe,

HeoOWYailHN KOXKHH yCeaHns, KaTo U3TPhIIBaHe (TTapecTe3us),

JIEKO MTOBHUINIABaHE HA KPHBHOTO HAJIATAHE,

KOJTUT,

JMapusi,

rajieHe, IOBpBIIaHe,

BB3NAJICHUE Ha yCTaTa WU S3BH B yCTaTa,

KOpeMHa 00JIKa,

yBEJIHYEHHE Ha HAKOHM PE3yATaTH OT YePHOAPOOHH TECTOBE,

yBEJIMYEH KOCOTaI,

eK3eMa, cyxa Koxka, 0OpHuB, CbpOex,

TeHIUHHT (00JKa, MPUYMHEHA OT Bh3MaJeHUE Ha MeMOpaHaTa, 0OBHBAIlla CYyXOKUIUATA
OOMKHOBEHO Ha KpaKaTa WU PhIETE),

MTOBUINIaBaHE Ha OTMpeieNieHN €H3UMHU B KPBBTa (KpeatuH ochoknHasza),
npoOJieMH C HEpBUTE Ha PhLETE WM KpakaTa (mepudepHa HeBpOIaTHs).

HeuecTu Hexxenanu peakuun (Moxe na 3acernar 10 1 na 100 gymm)

HamallsiBaHe Ha Oposi Ha YepBEHHUTE KPBBHU KIETKH (aHEMHUsI) M HaMallsiBaHe Ha Opost Ha
TpoMOouuTHTE (TPOMOOLIUTONICHNS),

HaMallsiBaHe HAa HUBOTO HA KAl B KPHBTA,

TPEBOXKHOCT,

BKYCOBHU HapyIICHUS,

ypTHKapusi (KOIPUBHA TPECKa),

CKBbCBAaHE Ha CyXOXKUIINE,

MOBHIIABaHE Ha HUBOTO HAa JIUMUANTE B KPbBTA (XOJIECTEPOI U TPUTIIULEPUAN),
MOHIKaBaHEe Ha HUBOTO Ha pocdarn B KpHBTA.

Penxu Hexes1aHu peakuuu (Moxke aa 3acersart a0 1 na 1 000 gymu)
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- yBeJIUYEHIE Ha Oposi HAa KPHBHUTE KIICTKH, HApeUeHN €03MHO(HIH (€03UHODUIINS); JTEKO
HamaJsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HAMaJIsiBaHe Ha OpOsi Ha BCHUKH
KPBBHU KJIETKH (TAaHLIUTONICHHU),

- 3HAYUTEIHO MOBUIIABaHE HA KPHBHOTO HAJISTAHE,

- BB3NAJICHUE Ha OeNns qpo0 (MATEPCTUITHAITHO 3a00iIsaBaHe Ha Oenus 1po0),

- YBEIMYEHIE Ha HAKOH PE3YJITATH OT YEPHOJIPOOHHU TECTOBE, KOUTO MOTAT Jia JIOBEJAT JIO
CEPUO3HU ChCTOSHUSI KATO XEMATHUT M KbJITCHUIIA,

- TEXKH WH(EKINU, HAPEUEeHH CeTChC, KOUTO Morar jaa ObaaT QartaiHuy,

- NOBHUIIIaBaHE Ha OMPEAETICHN €H3UMH B KPBBTA (JIAKTAT IEXUIPOTeHA3a).

MHoro penku HexxeJlaHU peakuuu (Moske 1a 3acersat A0 1 na 10 000 xyum)

- M3pa3eHO HaMaJIeHre Ha HAKOW OeH KPhBHU KJIETKH (arpaHyiouTo3a),

- TEXKH M MIOTSHIINAITHO TeXKH AIEPTUIHH PEAKIIHH,

- BB3MAJICHUE HA KPhbBOHOCHH ChJ0BE (BaCKYJIUT, BKIIFOUNTEITHO KOXXECH HEKPOTHU3HPAIIL
BacCKYJINT),

- Bb3NaJICHHE Ha MaHKpeaca (MaHKpeaTur),

- TEXKO YePHOAPOOHO yBpeXKIaHe KaTo YepHOAPOOHA HETOCTATHYHOCT WM HEKPO3a, KOUTO
Morar ja ObaaT (arairam,

- TEXKH, TIOHIKOTa )KHBOTO3aCTpaIaBay peakiun (cuaapoM Ha CtuBbHC-/[)KOHCHH, TOKCHYHA
enuaepMaliHa HEeKpoJn3a, epureMa MyaTudopme).

Jpyru HexenaHu peakiuy KaTo Ob0peyHa HeloCTaThYHOCT, HaMaJIeHHE Ha HUBOTO Ha MMUKOYHA
KHCeIHa B KPBbBTa, 0eoIpoOHa XUIEPTOHNS, Oe31I0/1e MPH MBXe (KOeTO € 00paTHMO Clie KaTo
BE/IHBXK C€ CIpe JICYCHUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepU3Hupall ce ¢
o0OpuB/3auepBsBaHe Ha KOXXHH y9aCThIIH, KOUTO Ca N3JI0KEHH Ha CBETIMHA), TICOPHA3HC (HOBOTOSIBILIT
ce wiu Biomasan ce), DRESS u koxHa s13Ba (KpbIia, OTBOPEHA paHa Ha KOXKaTa, IIpe3 KOATO MOraT
Jla ce BUJIAT MOJIeKALINTE ThKaHH), ChIIIO MOTAT Ja Ce MOABAT C HEM3BECTHA YECTOTA.

Cho0uiaBaHe Ha HeKeJJAaHH peaKInu

AKO TIOITyYUTe HIKAKBU HEKEJaHH JICKApCTBEHH PEakIiy, yBeaoMeTe Bamus nekap uiu GpapmarenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3HM JINCTOBKA HEXKEJIAHU peakunu. MoxkeTe ChIIo Aa
CHOOLINTE HEXENAaHU PEeaKK AUPEKTHO Upe3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, MOCOYCHA B
[Ipunoxxenne V. Kato cro01iaBare HeXKelIaHU PEaKIMH, MOXKETE Jja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(PpOpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Arava

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

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa Ha TOJIHOCT, OTOEIA3aH BhPXY ONAKOBKATA.
CpOKbT Ha TOTHOCT OTTOBApS Ha MOCCTHUS JCH OT TIOCOUYSHHS MECEII.

Brmucrep:  /la ce chxpaHsiBa B OpUTMHAIHATA ONAKOBKA.
byrnnka:  CwxpansBaiiTe OyTHiIKaTa IUTbTHO 3aTBOPEHA.
He u3xBbpistiiTe nekapcTBaTa B KaHAIM3aLUUATa WK B KOHTEHHepa 3a JOMAIlHU OTIaAbIH.

[Tonuraiite Bamus (bapMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IIOJI3BATC. Te3u
MCPKHU 1II€ CIIOMOIrHAaT 3a OIla3BaHC HAa OKOJIHATa Cpeaa.
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6. Cumpmaﬂne Ha OonmaKoBKaTa U A0NIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

KakBo cbabpka Arava

- AKTUBHOTO BeIecTBO € jedaynomua. Enqna ¢punmupana tadbnerka cpappka 10 mg
nedIIyHOMUT.

- Jpyrute cbeTaBKU ca: IapeBudHO Humecte, moBuaoH (E1201), kpocrosunon (E1202),
KOJIOWJIeH O€3BOJICH CHITMIIMEB THOKCH, MarHe3ues creapat (E470b), u nakro3a MoHOXUApAT B
SAIpOTO Ha TabneTkara, kakto u Tank (E553b), xunpomenosza (E464), turano nuokeuy (E171)
u makporoix 8000 BbB (GHMIMOBOTO TOKPUTHE.

Kak m3riie:kna Arava 1 KakBO ChAbP:KA ONIAKOBKATA
Arava 10 mg ¢puiMupanu TabiIeTKH ca OeIu 10 MOYTH OeIM U KPBIJIH.
C otnevyarano Ha egHata ctpaHa: ZBN.

TabneTkuTe ca ONMaKoBaHU B OJMCTEPU WU Oy THUIIKH.
Hannunu ca onmaxosku ot 30 u 100 TaGneTky.

He Bcuukn BHIOBEC OIMAKOBKH MOI'aT Ja 6’LILaT ITyCHATU B npona>K6a.

IIpure:xkaresa Ha pa3pelIeHHETO 32 yNOTpeda
Sanofi-Aventis Deutschland GmbH

D-65926 Frankfurt am Main,

I'epmanns

IIpousBoaguren

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

Opanius

3a nonbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JIOKATHUSI
NPEICTaBUTEN HAa MPUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 236 91 40
Bbbarapus Luxembourg/Luxemburg
Swixx Biopharma EOOD Sanofi Belgium

Ten.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
Ceska republika Magyarorszag

Sanofi s.r.o. SANOFI-AVENTIS Zrt.
Tel: +420 233 086 111 Tel.: +36 1 505 0050
Danmark Malta

Sanofi A/S Sanofi S.r.1.

TIf: +45 45 16 70 00 Tel: +39 02 39394275
Deutschland Nederland

Sanofi-Aventis Deutschland GmbH Sanofi B.V.

Tel.: 0800 52 52 010 Tel: +31 20 245 4000

Tel. aus dem Ausland: +49 69 305 21 131
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Eesti Norge

Swixx Biopharma OU sanofi-aventis Norge AS
Tel: +372 640 10 30 TIf: +47 67 10 71 00
EX0MGoa Osterreich
Sanofi-Aventis Movonpocwnn AEBE sanofi-aventis GmbH
TnA: +30 210 900 16 00 Tel: +43 180 185-0
Espaiia Polska

sanofi-aventis, S.A. Sanofi Sp. z 0.0.

Tel: +34 93 485 94 00 Tel.: +48 22 280 00 00
France Portugal

Sanofi Winthrop Industrie Sanofi - Produtos Farmacéuticos, Lda
Tél: 0 800 222 555 Tel: +351 21 35 89 400

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska Romania

Swixx Biopharma d.o.o. Sanofi Romania SRL

Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36

Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.

Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00

Island Slovenska republika

Vistor hf. Swixx Biopharma s.r.o.

Simi: +354 535 7000 Tel: +421 2 208 33 600

Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

Tel: 800 536389 Puh/Tel: +358 (0) 201 200 300
Kvnpog Sverige

C.A. Papaellinas Ltd. Sanofi AB

TnA: +357 22 741741 Tel: +46 (0)8 634 50 00

Latvija United Kingdom (Northern Ireland)
Swixx Biopharma SIA sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +371 6 616 47 50 Tel: +44 (0) 800 035 2525

JlaTa Ha mocJieaHo mpepasriexaade Ha Jucropkata {MM /I'TTT}
JApyru n3rouyHunu Ha nHpopmanus

[MonpoOHa nHpOpManus 3a TOBa JIEKapCTBO € MpeoCTaBeHa Ha yeOcaiiTa Ha EBporielickara areHIus
110 JiekapceTBata http://www.ema.europa.eu/.
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JlucroBka: undopmanus 3a norpeduTeNs

Arava 20 mg puamMupanu TadaeTKu
nedaynomun (leflunomide)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeM 1a 3all0YHeTe 14 IpHeMaTe TOBa J1eKapcTBo,

ThH KaTo T ChABbPKa BaxkHa 3a Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. Moke /1a ce HaJO0XkH J1a sl MPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, onuTaiTe Bammus sekap, papmaneBT uin
MEIUIMHCKA CECTpa.

- ToBa 1exapcTBO € MpeaNICcaHo eIMHCTBEHO U TU4HO Ha Bac. He ro npeoTcThnBaiite Ha npyru
xopa. To Moke 1a UM HaBpenu, HE3aBUCHMO, Y€ IPU3HAINTE Ha TAXHOTO 3a00IsBaHe ca
CBINKTE KaTO Bammre.

- AKO NIOITyuYnTe HAKAKBU HEXEJIAaHU JIEKAPCTBEHM PEAKIMH, yBeoMeTe Bamms nekap,
(hapManeBT WM MEJUIMHCKA cecTpa. ToBa BKJIIOYBA W BCHYKH BE3MOKHH HEKEIaHU PEaKIINy,
HEOITMCAaHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3u JJHCTOBKA

KaxBo nmpencraBisiBa Arava U 3a KaKBO C€ U3IOJI3Ba

Kakso Tpsi0Ba na 3Haete, npeau na npuemete Arava

Kak na npuemate Arava

BB3MOXHU HEXeTaH! peakuu

Kaxk nma cexpansBate Arava

ChbabppkaHue Ha ONAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN

1. Kakso npencraBisiBa Arava M 3a KaKBO ce H3M0JI3Ba

Arava mpHHaJJIe)KH KbM TpyIia JIEKapCTBa, HAPSUEHU aHTUPEBMATUYHH JIEKapCTBa. Ts ChIIbpika
AKTUBHOTO BEIECTBO JIe(PIYHOMUI.

Arava ce H3I10J13Ba 3a JICUCHHUE Ha BBH3PAaCTHU NALIUCHTU C aKTUBCH PEBMATOUICH aPTPUT UJIHU
AKTHUBCH IICOPHUATUYCH apTPUT.

CHMIITOMHTE Ha pEBMAaTOMACH apTPUT BKIIIOUBAT Bb3MAJICHUE HAa CTABUTE, TIOAYBAHE, 3aTPYIHEHO
JBIDKEHHE U 0oJKa. JIpyru CUMIITOMH, KOUTO 3acsrart ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIepaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YepBEHN KPhBHU KIICTKH).

CuMnTOMHUTE HA aKTHBEH NCOPHUATHYCH apTPUT BKIHOYBAT Bb3IAJICHUC HA CTaBUTC, IIOAYBAHE,
3aTPYAHCHO ABUXXCHUC, Oolnka u y4aCThblM HA 3a4CPBCHA, JIOMICIIA CC KOXa (KO)KHI/I I/I3MCHCHI/I$I).

2. KakBo TpsiOBa 1a 3HaeTe, Mpeau 1a npueMere Arava

He npuemaiite Arava:

- aKo HSKOTa CTe MMAJIM aJlepruyHa peakius KbM JedayHoMua (0co0eHO cepro3Ha KOKHA
peaxIys, 4ecTo MPUIpYyKeHa ¢ TIOBUIIIEHA TEMIIEPATypa, CTABHU OOJIKH, YEPBEHH TIETHA I10
KOXKaTa WM MeXypH, Harp. CHHApoM Ha CTuBbHC J[PKOHCBHH), WIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30POCHHU B TOUKA 0), MIIM aKO CTE aJIeprHYHHA KbM
TepuITyHOMU (M3M10JI3BaH 3a JeUeHNE Ha MHOXKECTBEHA CKIIEPO3a),

- aKo UMaTe HIKAKBY YePHOAPOOHH MPodaeMH,

- aKo UMaTe YMEpPEHH J0 TESKKH 0bOpeYHHu npodaeMu,

- aKo UMaTe CHITHO TTOHIDKCHUE Ha 0eJThIMTe B KPBbBTA (XUIIONIPOTCHHEMHS ),

- aKo CTpajate OT HAKAaKbB MPoOIieM, KOMTO 3acsira umyHHaTa Bu cucrema (Hanpumep CIINH),

- aKO MMaTe HIKaKbB MPoOJIeM C KOCTHHSI MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH win Oenu
KPBBHH KJIETKU B KPbBTA WIIM HaMaJIeH Opoil TpOMOOLIUTH B KPBBTa,
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- aKo CTpajate OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMATaTe Y€ MOXe Ja CTe OpEeMEHHA WA KbPMHUTE.

[pexynpe:xaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CECTpa, MPean Aa IpuemMere Arava

- aKko cte 0oJeqyBany OT Bb3NajeHue Ha Oenus Apod (MHTepcTHINATIHA Oen0apodHa GoJtecT).

- aKo HSKOTa CT€ UMaJId TY0epKy.J103a WIH CTe OWIH B OJIM3BK KOHTAKT C HIKOH, KOWTO MMa WIIH
e nMmai TyOepKyno3a. BammsaT nexap Moxe /1a HalpaBy M3CIEBAHU, 32 [1a IPOBEPHU 1IN
AMaTte TyOepKyJo3a.

- aKo CTe Mb:K M HcKare J1a craHere Oama. Thil KaTo He MOXKe Jja ce M3KJIIOYH BEPOSTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTta, TpsiOBa J1a ce W3M0J3Ba CUTYPHA KOHTpALETILHS [0 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, Kenaely aa Obaat oamy, TpsoBa aa ce 00bpHAT KbM CBOSI
JeKap, KOWTO MOXe J1a TH IOCHBETBA Ja CIIPaT MPUEMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIeKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 U B IOCTaThYHA CTETIEH OT opranu3ma ci. Llle e
HeoOxoanMo 1a Bu ce HanpaBu u3cieiBaHe Ha KPBBTA, 32 J1a C€ MOTBBPH, 4e Arava e
OTCTpaHEH B I0CTaTh4YHA CTETeH OT Bamms opranu3sM u cieq ToBa Bue Tpsa0OBa na u3uakate
Haif-MaJko ole 3 Mecena Mpeu Ja ce OMUTBaTe Ja Ch3AaBaTe Jena.

- TpsOBa na Bu ce HanpaBu onpeseseH BUI U3CieIBaHe HA KPbBTA (HUBO Ha Kaliuii). Be3MokHO
€ U3MEPBAaHETO Ja TOKaxe (aIMBO HUCKY HUBA HA KAJILUH.

- ako By mpezicTon mim cTe npeThprenar CKOPOIIHA TeXKKa ONepanus WK ako BCe OIe UMaTe
He3apacHajla paHa clies onepanus. Arava Moxe 1a ObJie MPUYMHA 32 TPYAHO 3a3/[paBsBaHe Ha
panure.

Arava Moke TIOHSKOTa J]a IPUINHU HIKOW IPOo0JIeMH Ha KpBBTa, YePHUS Ip00, OenuTe IpoOoBe W
HEPBUTE Ha phlIeTe WK KpakaTta. Moxe ChIO Aa IPUUMHH CEPUO3HU AJIEPTHYHH PEAKLUH
(BKJIFOUUTENHO JIEKApCTBEHA peakus ¢ eo3uHopmins u cucreMan cumntomu [DRESS]), nnm na
YBEJIUYM pPUCKa OT TeXKa MH(pekuus. 3a moBeye HHPOPMAIH 32 TOBA, MOJISI, POYETeTe TOUKa 4
(BB3MOXKHU HEXEITaHU PEAKITHH ).

DRESS ce nosiBsiBa MspBOHAYATHO KaTO TPUITONIOTO0HN CHMITTOMH M OOPHB 110 JIUIIETO, CJIC TOBA
oOmIMpeH 00pYB ¢ BUCOKA TEMIIepaTypa, MOBUILICHN HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBaHE
Ha KPBBTa, IOBUIIIABAHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHUEHH TUMGBHU
BB3JIH.

BamusiT nexap e u3BbpIIBa KPbBHU U3CJeABAHUS PEIOBHO, PEAN U TI0 BpeMe Ha JIEYCHHUETO C
Arava, 3a 1a ripocieisiBa KpbBHUTE BU KIIeTKH 1 uepHHS Ipo0. BammsT jiekap ChINo Taka e
MpoBepsABa KPbBHOTO Bu Hansrane peIoBHO, Thid KaTo Arava MOXKe J1a IPUYMHU MOBHUILIABAHE HA
KPBBHOTO HaJIsITaHe.

T'oBopete ¢ Bamms ekap, ako mMaTe HEOOsCHUMA XpOHUYHA quapws. Bammsr nexap Moxe aa
M3BBPINY JOMBIHUTEIHN H3CIEABAHMS 3a qudepeHIIHalHa THarao3a.

VBenomere Bamust ekap, ako pa3BueTe KOXKHA A3Ba 0 BpeMe Ha JieueHue ¢ Arava (BHKTE ChIIO
TouKa 4).

Jlena u roHOIUM
Arava He ce npenopb4Ba 3a ynorpeda npu aena u I0HOLIM HAa Bb3pacT noj 18 ronuHu.

Jpyru gexapcrBa u Arava
Wndopmupaiite Bammst nekap uiau ¢papManeBT, ako IprueMaTe, HACKOpO CTe IPUEMalld, WIH €
BB3MOXHO JIa IPHEeMeTe APYTH JekapcTBa. ToBa BKIIOUBA M JIEKapCTBa, OTIYCKaHH 0e3 penenta.

ToBa e ocoOeHO BaXHO, aKO ITpHUEMaTe:

- JpyTH JIEKapcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Halp. XJIOPOXHH U
XUJIPOKCUXJIOPOXHUH), 3]1aTO, MPHIJIOKECHO HHTPAMYCKYJTHO HIIH [IEPOPATHO, Jl-eHUIMIaMuH,
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a3aTHUOTIPHUH U APYTH UMYHOCYIPECHUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thid KaTo Te3:
KOMOWHAIIMU HE Ca MPENOPHhUNTEITHH,

- Bap(apyH U IPYTrH EPOPATHU JISKAPCTBA, U3IOJI3BAHU 32 pa3pexkiaHe Ha KPBbBTA, Thil KaTo €
HE00X0MMO HaOJIFOICHHUE, 32 JIa CE HAMAJIM PUCKBT OT T10sBa HA HEXKEJIAHU PEaKIMy Ha TOBa
JIEKapCcTBO

- TepuQITyHOMHU/I 32 MHOJKECTBEHA CKIIEpPO3a

- penariIuHA, MHOTINTAa30H, HATETITUHI WM PO3UTIINTA30H 3a quadeT

- JIAYHOPYOHIINH, TOKCOPYOUIIMH, TAKIIUTAKCEI WM TOTIOTEKaH 3a paK

- JTyJIOKCETHH 3a JCTIPECHsl, THKOHTUHEHIIMS Ha ypUHATa Wik ObOPEYHO 3a00JsBaHE MIPU
nradeTHIn

- AJIOCETPOH 3a JIUEHUE Ha TeXKKa TUapus

- Teo(UINH 3a acTMa

- THU3aHUINH, MyCKYJIEH pellakCaHT

- OpaJTHA KOHTPAIENTHBH (ChIIbPXKAIIY STHHUICCTPAINOI U JICBOHOPIECTPEI)

- nedakiop, OSH3WIMESHUIWINH (MeHUIIMH G), TUIPoQIIOKCAIH 32 UHOEKIIUN

- WHIOMETAIIMH, KeTOpogeH 3a 00JIKa UK Bh3MaJICHHIE

- (hypocemu 3a CbpeYHO 3a00MsIBaHE (IUYPETHK, OTBOAHSIBAIIO JIEKAPCTBO)

- 3unoByauH 32 HIV urdexus

- pO3yBacTaTHH, CHMBACTaTHH, aTOPBACTATHH, IIPABACTATHH 33 XUIIEPXOJIECTEPOTIEMHS (BUCOK
XO0JIECTEPON)

- cyiacaia3vH 3a Bh3NAJIUTEIHO 3200/ sIBAaHE HA YepBaTa WM PSBMATOUICH apTPUT

- JICKapCTBO, HAPEUEHO KOJICCTUPAMUH (M3MOI3BAHO 32 HAMAJIIBAHE Ha BUCOKHUS XOJICCTEPOIT) HITH
aKTHUBEH BBIJICH, ThI KaTO TE3W JIEKApCTBA MOTAT Jja HAMAJST KOIHYECTBOTO Arava, KOeTo ce
MoeMa OT OpraHu3Ma.

AKo Beye IpueMaTe HecTepOUJAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) u/unn
KOPTHKOCTEPOUAH, MOKETE A2 NPOIB/DKUTE [1a TH B3eMaTe CJIE 3alI0YBaHE Ha JICUCHUETO ¢ Arava.

BakcuHanuu
Ako TpsOBa 1a ObJeTe BAKCHHUPAHU, oNuTaiTe Bamms jgexap 3a cpBeT. OnpeneneHl BaKCHHAIINN He
TpsI0Ba Jla ce mpujIaraT I0KaTo NpueMaTe Arava u M3BECTHO BPEMe CJIe]] CIIMPaHe Ha JICYCHUETO.

Arava ¢ XpaHa, HAIUTKHA ¥ aJIKOX0JI

Arava MO’e J1a ce IIpueMa ChC MM 0e3 XpaHa.

He ce npenopbuBa 1a ce KOHCyMHpa alKOXOJI 10 Bpeme Ha jJedeHue ¢ Arava. KoHcymanusita Ha
AJIKOXOJI IOKAaTo MpreMaTe Arava MoXe Jja yBeJIMUM PHCKa OT YBPEKAaHe HA YEPHUS Ipo0.

BpemenHocT U KbpMeHe

He npuemaiite Arava, ako cTe WIH cMsTaTe, Y€ MOXKe J1a cTe OpeMeHHa. AKO cTe OpeMeHHa, WIn
3a0peMeHeeTe, JOKaTo puemMare Arava, puCKbT OT pakJjaHe Ha 6e0e ChC CepuO3HH BPOJICHH Ne(eKTH
e mosuieH. JKeHuTe ¢ 1eTepoIeH NOTeHIHaNI He TpsiOBa a mpueMat Arava, OCBEH aKo He U3I0JI3BaT
HaJISKIHU MEPKU 3a Ipena3BaHe oT 3a0peMeHsIBaHe.

Wudopmupaiite Bammst nekap, ako Bp3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIIMPaHe Ha JICYCHUETO C
Arava, Tbii KaToO € HEOOXOJMMO J1a ce YBEpHTe, Y€ He ca OCTaHAJIM clieau oT Arava B opranusMa Bu
npeay Aa IpaBUTe ONUTH 3a 3abpeMeHsBaHe. ToBa Moxe 1a oTHeMe 10 2 roarHu. ToBa u3uakBaHe
MOJKE J1a €€ CBKPATH [0 HAKOJIKO CEAMHLN Ype3 MPUEMAHETO Ha JIEKAapCTBa, KOUTO YCKOPSBAT
OTCTpaHsSBAaHETO Ha Arava oT Bamms opraHuszsM.

BbB Bcnuku citydau TpsiOBa J1a ObJe MOTBBPACHO Upe3 KPbBHU U3CIEBaHMs, Ye Arava € OTCTpaHEeHa B
JlocTaThyuHa cTereH oT Bamus opranuseM, kato Bue Tps6Ba na nuzyakaTe Hali-MaJIko OIIE €AHH Mecel]
npeau 1a 3abpeMeHeere.

3a gombaHKTENHA HHPOPMALUS 3a 1a00paTOPHOTO U3CIIEABAaHE, MOJIs, 00BbpHETE ce KbM Bamus
Jexap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1o BpeMe Ha JICUSHHETO ¢ Arava Wid pe3 2-Te TOAUHH
CJIeJ] HETOBOTO CIIMpaHe, TpsiOBa He3adaBHO Jia ce CBhpKeTe ¢ Bamwis siekap 3a Tect 3a
opemenHoct. [Ipu monoxxureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JICYCHHUE C OTPEICIICHH JISKapCTBa 32 OTCTPaHsIBaHE HA Arava Obp30 U B JOCTAaThYHA CTEIICH OT
opranusma Bu, Thi KaTo TOBa MOKE J1a HAMaJIu prucka 3a BameTo 6e6e.

He npuemaiite Arava 1mo BpeMe Ha KbpMeHe, Thil KaTo e IyHOMU] IPEeMHHABA B KbpPMaTa.
lodupane u padora ¢ MalIMHK

Arava Moxe 1a Bu Hakapa fa ce mouyBcTBaTe 3aMasHY, KOSTO MOXKe Jla HapyIu criocoOHocTTa Bu 3a
KOHIICHTpAIlHs U pearupane. Ako ToBa Bu ce ciyun, He modupaiTe v He U3M0A3BalTe MAITUHU.
Arava cbIbpiKa JJaKT03a

Axo Bamust nekap Bu e kazal, ye uMate HEOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HEro Mpeau Ja IpUeMeTe TOBA JIEKapCTBO.

3. Kak na npuemare Arava

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bamust nekap win ¢papmaneBt. AKo He
CTE CUTYpPHHM B HEIO, onuraiire Bamus nexap uiu gapmaresT.

Oo6wnuaitHaTta HayanHa 1032 Ha Arava € 100 mg neduryHOMUA euH BT THEBHO IPE3 TbPBUTE TPH JHH.
Criest TOBa MOBEYETO MAIUSHTH CE HYXKIAAT OT J103a OT:

° 3a peBmaroueH aptput: 10 wnu 20 mg Arava BeIHbX JHEBHO, B 3aBUCUMOCT OT TEKECTTa Ha
3a00JIIBaHETO.
. 3a ncopuatnyeH apTput: 20 mg Arava BeJHBX JTHEBHO.

IMorabaiiTe TabiieTKaTa HAJIA ¥ C JOCTATHYHO BOA.

Tps0Ba na MUHAT Hali-MaJKo 4 CeIMHUIIM OT 3alI0YBAHETO HA TEPaNusITa, 3a J1a OYyCTBYBATe
nogoOpeHue BbB Bamero cherosiane. Hikon manueHTH MoXe JOPH Aa HOIy4aT MO-TOJISIMO
nonoOpenwe cien 4 10 6 Mecera OT JeUYESHUETO.

Oo6ukHOBEeHO Bue mie mpuemare Arava 3a mpOIBIDKUTETHO BpeMe.

AKO cTe nipue/iu MoBeYe 0T Heod0XoAMMAaTa /103a Arava

AKo mpueMeTe nmoBede 0T HeoOxoauMaTa 7j03a Arava, oOObpHETE ce 3a ChbBeT KbM Barms nekap nim
MOTBPCETE APYT MEAUIIMHCKU CHBET. AKO € Bb3MOKHO B3eMeTe ChC cebe cH TaOIeTKUTE WK KYTHSITa,
3a J]a My TYl TIOKaXKeTe.

AKO cTe IPOIyCHAJIM 12 IpueMeTe Arava

Axo 3a0paBuTe 1a B3eMeTe e/[Ha 103a, B3eMeTe 5 BeJjHara cjeJ] KaTo CU CIIOMHHTE, OCBEH aKO TOBA He
e OJIM3KO 710 BPEMETOo KoraTo TpsiOBa ja mpueMere ciie/Baiara 1o3a. He B3emaiite qBoiiHa 103a, 3a 1a
KOMIIEHCHpATe IIPOIlyCcHATaTa J103a.

AKO MMaTe HAKAaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBA JIEKAPCTBO, IIOIMHUTANTE
Bamms nekap, ¢papmaneBT WM MEAULUHCKA CECTPA.

4. Bb3MOKHH HeKeJIaHU pe€aKkuumn

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' IIOJTy4aBa.

VYBenomere Bamus nekap He3a0aBHO U CIIpETe Ja B3emMare Arava:
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aKo IMONYYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mim uMare 3aTpyIHeHO
JQHIINAHE, Thil KATO TOBA MOTAaT Ja ObJIaT MPU3HAIY HAa CEPUO3HA aJISPTUYHA PEaKIus,

aKO TIOJTYYHTE KOKeH OOPUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla Ca IIPOsiBA HA TEXKKH,
MOHSIKOTA KUBOTO3aCTpallaBally peakiuu (Harp. cuaapoM Ha CTUBBHC J[)KOHCHH, TOKCUYHA
enuiepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JeKapcTBeHa Peakilus ¢ €O3MHOPITHS U
cucreMun cumntomu [ DRESS]), BmkTte Touka 2.

VBengomete Bammus JICKap He3aﬁaBHO, AKO IMOJIy4YHUTE:

0Jie1a KO:ka, yMOpa, WJIM CHHUHM, Thi KaToO T€ MOXKE J1a ca MPU3HAaK Ha HApYLICHHUs HA KPBBTa,
NPUYMHEHH OT HapyLIeH OanaHC Ha pa3IMYHUTE BUJOBE KPBBHH KIETKH, KOUTO CHCTaBSIT
KPbBBTA,

yMoOpa, KopeMHa 00JIKa WITH KBJTEeHUNAa (KBJITO OIBETSIBAaHE HA OYUTE WM KOXKAaTa), Thil KaTo
TE MOJKE JIa ca MPU3HAK Ha CEPUO3HU ChCTOSHHS KATO YEPHOIPOOHA HEJJOCTHYHOCT, KOSTO MOXKE
na Obae daranHa,

BCSIKAKBH CHMIITOMH Ha MH()EKIMS KATO MOBHILEHA TEMIEPATYPA, B3MAJIEHO I'bPJIo WU
KalLIULA, 3210TO TOBa JIEKAPCTBO MOXKE /14 YBEIUYH PUCKA OT TEKKa HHPEKIH, KOATO MOXKE
na ObIIe YKMBOTO3acTpaIaBaia,

KAlUTHLA WX 3aTPYTHEHO AUIIAHE, Thil KATO TOBAa MOXeE J]a 03HaYaBa MpoodJIeMu ¢ Oemust
Ipob (MHTEepcTHIMATHA OerropoOHa 0oNeCT With OeoapoOHa XUTIEPTOHNSA),

HEOOMYaifHO U3TpBIIBaHe, caaboCT WK 00JKa B PhIETE WU CThIIaNaTa, Thil KATO TOBa MOXE J1a
€ MpHU3HaK Ha MpoOyieMu ¢ HepBUTE (MepudepHa HEBPOTIATHS).

YecTH HexxeJJaHM peakumnu (Moxke aAa 3acerHart a0 1 va 10 xymu)

c1abo HamaisiBaHe Ha Opos Ha OenuTe KPbBHU KIETKH (JIEBKOTICHHUS),
JIEKH aJIepTUYHH PeaKivy,

3ary0a Ha afneTuT, 3ary0a Ha Terjio (0OMKHOBEHO HE3HAYMTEIHO),

yMopa (acTeHus),

raaBo0oIIe, 3aMaiBaHe,

HeoOWYailHN KOXKHU yCeIaHns, KaTo U3TPBIIBaHe (TTapecTe3us),

JIeKO MTOBHUINIABaHE HA KPHBHOTO HAJIATAHE,

KOJTUT,

Japusi,

rajieHe, IOBpBIIaHE,

BB3NAJICHUE Ha yCTaTa WU S3BH B yCTaTa,

KOpeMHa 00JIKa,

yBEJIHYEHHE Ha HAKOHM PEe3yATaTH OT YepPHOAPOOHH TECTOBE,

yBEJIMYEH KOCOTa,

eK3eMa, cyxa Koxka, 0OpHuB, CbpOeXK,

TeHIUHHT (00JKa, MPUYMHEHA OT Bh3MaJICHUE Ha MeMOpaHaTa, 0OBHUBAIlla CYyXOKUIIUATA
O0OMKHOBEHO Ha KpaKaTa WU PhIETE),

MTOBUINIaBaHE Ha OTpeieNieHN €H3UMHU B KPBBTa (KpeatrH dochoknHasza),
npoOJIeMH C HEpBHUTE Ha PhLETE MM KpakaTa (mepudepHa HeBpOIaTHs).

HeuecTu Hexxenanu peaxuun (Moxe na 3acernat 10 1 na 100 gymm)

HamallsiBaHe Ha Opost Ha YepBEHHUTE KPBBHU KISTKH (aHEMHsI) M HaMallsiBaHe Ha Opost Ha
TpoMOouuTHTE (TPOMOOLIUTONICHNS),

HaMaJsBaHe Ha HUBOTO Ha KAJIMH B KPBBTA,

TPEBOXHOCT,

BKYCOBH HapyIICHHS,

ypTuKapus (KOIpHUBHA TPECKa),

CKBbCBaHE Ha CYyXOXKIIIHE,

MOBHINIaBaHE HA HUBOTO Ha JIMMHUIUTE B KPBHBTA (X0JECTEPOT U TPUTIIULEPUIH),
MOHIKaBaHE Ha HUBOTO Ha pocdaru B KpbBTA.

Penxu Hexes1aHu peakuuu (Mozke aa 3acersart a0 1 ma 1 000 gymu)
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- yBeJIUYEHIE Ha Oposi HAa KPHBHUTE KIICTKH, HApeUeHN €03MHO(HIH (€03UHODUIINS); JTEKO
HamaJsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HAMaJIsiBaHe Ha OpOsi Ha BCHUKH
KPBBHU KJIETKH (TAaHLIUTONICHHU),

- 3HAYUTEIHO MOBUIIABaHE HA KPHBHOTO HAJISTAHE,

- BB3NAJICHUE Ha OeNns qpo0 (MATEPCTUITHAITHO 3a00iIsaBaHe Ha Oenus 1po0),

- YBEIMYEHIE Ha HAKOH PE3YJITATH OT YEPHOJIPOOHHU TECTOBE, KOUTO MOTAT Jia JIOBEJAT JIO
CEPUO3HU ChCTOSHUSI KATO XEMATHUT M KbJITCHUIIA,

- TEXKH WH(EKINU, HAPEUEeHH CeTChC, KOUTO Morar jaa ObaaT QartaiHuy,

- NOBHUIIIaBaHE Ha OMPEAETICHN €H3UMH B KPBBTA (JIAKTAT IEXUIPOTeHA3a).

MHoro penku HexxeJlaHU peakuuu (Moske 1a 3acersat A0 1 na 10 000 xyum)

- M3pa3eHO HaMaJIeHre Ha HAKOW OelH KPhBHU KIIETKH (arpaHyouTo3a),

- TEXKH ¥ MOTSHIINAIHO TeXKH AIEPTUIHH PEAKIIHH,

- BB3MAJICHUE HA KPhbBOHOCHH ChJI0BE (BaCKYJIUT, BKIIFOUNTEITHO KOXKECH HEKPOTHU3HUPAIIL
BacCKYJINT),

- Bb3NaJICHHE Ha MaHKpeaca (MaHKpeaTur),

- TEXKO YePHOAPOOHO yBpeXKIaHe KaTo YepHOApOOHA HETOCTATHYHOCT WM HEKPO3a, KOUTO
Morar aa ObaaT (araram,

- TEXKH, TIOHSIKOTa )KHBOTO3aCTpaaBay peakiun (cuaapoM Ha CtuBbHC-/[)KOHCHH, TOKCHYHA
enuaepMaliHa HEeKposn3a, epureMa MyaTudopme).

Jpyru HexenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HaMaJICHHE Ha HUBOTO Ha MMUKOYHA
KHCeIHA B KPbBTa, 0eoIpoOHa XUIEPTOHNS, Oe31II0/I1e TPH MBbXKe (KOeTO € 00paTHMO Clie] KaTo
BE/IHBXK C€ CIpe JICYSHNETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepu3Hupall ce ¢
o0OpuB/3adepBsBaHe Ha KOXXHH yYaCThIIH, KOUTO Ca U3JI0KEHH Ha CBETIIMHA), TICOPHA3HC (HOBOTIOSIBILIT
ce iy Biomasaii ce), DRESS u koxHa s13Ba (KpbIia, OTBOPEHA paHa Ha KOXKAaTa, IIpe3 KOATO MOraT
Jla ce BUJIAT MOJIeKALINTE ThKaHH), ChIIIO MOTAT Ja Ce MOABAT C HEM3BECTHA YECTOTA.

CholuaBaHe HA HeKeJJaHH pPeaKIHu

AKO TIOITyYUTe HIKAKBU HEKEJaHH JICKApCTBEHH PEakIiy, yBeaoMeTe Bamus nekap uiu GpapmarenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3HM JINCTOBKA HEXKEJIAHU peakunu. MoxkeTe ChIIo Aa
CHOOLINTE HEXENAaHU PEeaKK AUPEKTHO Upe3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, MOCOYCHA B
[Ipunoxxenne V. Kato cro01iaBare HeXKelIaHU PEaKIMH, MOXKETE Jja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(PpOpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Arava

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

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa Ha TOJIHOCT, OTOEIsA3aH BhPXY ONAKOBKATA.
CpOKbT Ha TOJTHOCT OTTOBApS Ha MOCECTHUS JCH OT TIOCOUYCHHS MECEII.

Brucrep:  /la ce cbxpaHsiBa B OpUTMHANIHATA OMAKOBKA

byrunka:  CwxpansBaiiTe OyTHiKaTa IUTBTHO 3aTBOPEHA.

He u3xBbpistiiTe nekapcTBaTa B KaHAIM3aLUATa WK B KOHTEHHepa 3a JOMAIIHU OTIabIH.
[NonuTaiite Bamms papmaneBT kak ga W3XBBPISTE JeKapcTBaTa, KOMUTO Bede He u3noi3Bate. Te3n
MEpKH 111e CIIOMOTHAT 32 OIa3BaHE Ha OKOJIHATa CPefa.

6. Cun)pma}me Ha OnMaKoBKaTa U JONIbJHUTEC/IHA mul)opMamm

KakBo cbabpka Arava
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- AKTHBHOTO BellecTBo ¢ jJeduryHomu. Enna ¢punmupana tadbieTka chabppxa 20 mg
nedIIyHOMUT.

- Jpyrure cbcTaBku ca: IapeBUYHO Humiecte, noBuaoH (E1201), kpocnoBunon (E1202),
KOJIOWICH O€3BOJICH CIITUIINEB TUOKCHI, MarHe3ueB cteapaT (E470b), u makro3a MOHOXUIPAT B
SIPOTO Ha TabyeTkara, kakto u Tajk (E553b), xunpomenosa (E464), Turanos nuokcun (E171),
makporoj 8000 u xwiaT xkene3eH okcun (E172) BB (UIMOBOTO HOKPUTHE.

Kak u3riie:kna Arava 1 KakBO ChIBPKA OMAKOBKAaTAa
Arava 20 mg ¢puiMupanu TabJIeTKH Ca XbITEHUKABU J0 0XPa U TPUBI'BJIHU.
C otneyarano Ha egHara ctpana: ZBO.

TabneTkuTe ca ONMakoBaHU B OMMCTEPH WA OYTHIIKH.
Hanuunwm ca omakoBku ot 30, 50 u 100 TabiaeTKH.

He Bcuukn BHOOBEC OIMAKOBKHK MOI'aT Ja 6’I>}_IaT ITIyCHATU B npoaa>K6a.

IIpure:xkaresa Ha pa3pelIeHHETO 32 yNOTpeda
Sanofi-Aventis Deutschland GmbH

D-65926 Frankfurt am Main,

I'epmanns

IIponsBoguten

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

Opanmus

3a 1onbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPXKETE CE C JIOKATHUS
NPEICTaBUTEN HAa MPUTEKATEIS HA Pa3pelIeHHeTo 3a ynorpeda:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 236 91 40
Bbbarapus Luxembourg/Luxemburg
Swixx Biopharma EOOD Sanofi Belgium

Ten.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
Ceska republika Magyarorszag

Sanofi s.r.o. SANOFI-AVENTIS Zrt.
Tel: +420 233 086 111 Tel.: +36 1 505 0050
Danmark Malta

Sanofi A/S Sanofi S.r.1.

TIf: +45 4516 70 00 Tel: +39 02 39394275
Deutschland Nederland

Sanofi-Aventis Deutschland GmbH Sanofi B.V.

Tel.: 0800 52 52 010 Tel: +31 20 245 4000

Tel. aus dem Ausland: +49 69 305 21 131

Eesti ) Norge
Swixx Biopharma OU sanofi-aventis Norge AS
Tel: +372 640 10 30 TIf: +47 67 10 71 00
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EAMada Osterreich

Sanofi-Aventis Movonpécwnn AEBE sanofi-aventis GmbH

TnA: +30 210 900 16 00 Tel: +43 180 185-0

Espaiia Polska

sanofi-aventis, S.A. Sanofi Sp. z o.0.

Tel: +34 93 485 94 00 Tel.: +48 22 280 00 00

France Portugal

Sanofi Winthrop Industrie Sanofi - Produtos Farmacéuticos, Lda
Tél: 0 800 222 555 Tel: +351 21 35 89 400

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska Roménia

Swixx Biopharma d.o.o. Sanofi Romania SRL

Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36

Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.

Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00

island Slovenska republika

Vistor hf. Swixx Biopharma s.r.0.

Simi: +354 535 7000 Tel: +421 2 208 33 600

Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

Tel: 800 536389 Puh/Tel: +358 (0) 201 200 300
Kvmpog Sverige

C.A. Papaellinas Ltd. Sanofi AB

TnA: +357 22 741741 Tel: +46 (0)8 634 50 00

Latvija United Kingdom (Northern Ireland)
Swixx Biopharma SIA sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +371 6 616 47 50 Tel: +44 (0) 800 035 2525

JaTa Ha nocjeaHo npepasriexaade Ha gucropkara {MM /ITTT}
JApyru u3rouHunm Ha uHopMmanus

IToapo6Ha mHpOpMAIHS 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcalita Ha EBponeiickara areHmus
10 JIeKapceTBara http://www.ema.europa.eu/.
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JlucroBka: undopmanus 3a norpeduTeNs

Arava 100 mg ¢pnamupanu TadaeTKH
nedynomus (leflunomide)

IIpoyeTeTe BHUMATETHO LAJIATA JIUCTOBKA, IIPEAH 1A 3all04YHETe 1A IpUeMaTte TOBA JIEKapCcTBo,

ThH KaTo TS ChAbPKa BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJO0XkH J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTainTe Bamms nekap, papmaneBT uin
MEIMIHAHCKA CECTPA.

- ToBa nexapcTBO € MpeaNICcaHo eIMHCTBEHO U TU4HO Ha Bac. He ro npeoTcrhnBaiite Ha npyru
xopa. To Morke 1a UM HaBpenu, HE3aBUCHMO, Y€ IPU3HALMTE Ha TAXHOTO 3a00IsBaHe ca
chIIMTE KaTo Bammre.

- Axo IMMOJIYYUTE HAKAKBH HCXKCJIAaHU JICKAPCTBEHU PCAKINHU, YBECIOMETC Bammns JICKap,
(hapManeBT WM MEOULIMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH BE3MOKHH HEKEIaHU PEaKIny,
HEOIMCAHHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kakso npexcrasisBa Arava U 3a KaKBO C€ U3I10J13Ba

Kakso Tpsi0Ba na 3Haete, npenu na npuemere Arava

Kak na npuemate Arava

Bb3MOXkHN HEXENaHU peakuu

Kak ma cexpansaBare Arava

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

ANl

1. Kakspo npencrapisiBa Arava M 3a KaKBO ce H3I0JI3Ba

Arava mpHHaJJIeKH KbM TpyTia JICKapCTBa, HAPSUEHU aHTUPEBMATUYHH JIEKapCTBa. s ChIbpika
AKTUBHOTO BEIECTBO JIE(PIYHOMUI.

Arava ce H3I10J13Ba 3a JICUCHHUE Ha BBb3PAaCTHU NALIUCHTU C AKTUBCH PCBMATONUICH aPpTPUT UJIHU
AKTHUBCH IICOPUATUYCH aApTPUT.

CHMIITOMHTE Ha pEBMATOMACH apTPUT BKIIIOUBAT Bb3MAJIECHUE HAa CTABUTE, TIOAYBAHE, 3aTPYIHEHO
JBIDKEHHE U 0oJKa. JIpyru CUMIITOMH, KOUTO 3acsrar ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIepaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YePBEHN KPbBHU KIICTKH).

CuMnTOMHTE Ha aKTHBEH NCOPHUATHYCH apTPUT BKIHOYBAT Bb3MAJICHUC HA CTaBUTC, ITIOAYBAHC,
3aTPYAHCHO ABUXCHUC, Oonka u Y4aCThblM HaA 3a4CPBCHA, JIOMICIIA CC KOXa (KO)KHI/I I/I3MCH€HI/I$I).

2. KakBo TpsiOBa 1a 3HaeTe, mpeau 1a npueMere Arava

He npuemaiite Arava:

- aKo HSKOTa CTe UMAJIH aJepPru4Ha peakuyst KbM j1edIyHoOMuUI (0cOOCHO cepro3Ha KOXKHA
peaxys, 4ecTo NpUIpyKeHa ¢ MOBUILEHA TEMIIEPaTypa, CTABHU OOJIKH, YEPBEHHU IIETHA I10
KOXKaTa WK MeXypH, Harp. CHHApoM Ha CTuBbHC J[PKOHCBHH), WIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30POEHU B TOUKA 0), MIIM aKO CTE aJISprHYHHA KbM
TepruITyHOMUIT (M31I0JI3BaH 3a JICUSeHHE Ha MHOYKECTBEHA CKIIEP03a),

- aKo MaTe HAKAaKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bLOpedHH mpoodaemMu,

- aKO MMaTe CHJIHO MOHIKEHHE Ha 0eJThbIUTE B KPHBTA (XUIIOMPOTEUHEMHS),

- aKo CTpajaTe OT HAKAaKbB MPoOIieM, KOMTO 3acsira umyHHaTa Bu cucrema (nanpumep CIINH),

- aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHS MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH win Oenn
KPBBHU KJIETKU B KPBbBTA WM HaMaJleH Opoil TpOMOOLIUTH B KPbBTa,

95



- aKo CTpajate OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMATaTe Y€ MOXe Ja CTe OpEeMEHHA WA KbPMHUTE.

[pexynpe:xaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CECTpa, MPean Aa IpuemMere Arava

- aKko cte 0oJeqyBany OT Bb3NajeHue Ha Oenus Apod (MHTepcTHINATIHA Oen0apodHa GoJtecT).

- aKo HSKOTa CT€ UMaJId TY0epKy.J103a WIH CTe OWIH B OJIM3BK KOHTAKT C HIKOH, KOWTO MMa WIIH
e nMmai TyOepKyno3a. BammsaT nexap Moxe /1a HalpaBy M3CIEBAHU, 32 [1a IPOBEPHU 1IN
AMaTte TyOepKyJo3a.

- aKo CTe Mb:K M HcKare J1a craHere Oama. Thil KaTo He MOXKe Jja ce M3KJIIOYH BEPOSTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTta, TpsiOBa J1a ce W3M0J3Ba CUTYPHA KOHTpALETILHS [0 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, Kenaely aa Obaat oamy, TpsoBa aa ce 00bpHAT KbM CBOSI
JeKap, KOWTO MOXe J1a TH IOCHBETBA Ja CIIPaT MPUEMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIeKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 U B IOCTaThYHA CTETIEH OT opranu3ma ci. Llle e
HeoOxoanMo 1a Bu ce HanpaBu u3cieiBaHe Ha KPBBTA, 32 J1a C€ MOTBBPH, 4e Arava e
OTCTpaHEH B I0CTaTh4YHA CTETeH OT Bamms opranu3sM u cieq ToBa Bue Tpsa0OBa na u3uakate
Haif-MaJko ole 3 Mecena Mpeu Ja ce OMUTBaTe Ja Ch3AaBaTe Jena.

- TpsOBa na Bu ce HanpaBu onpeseseH BUI U3CieIBaHe HA KPbBTA (HUBO Ha Kaliuii). Be3MokHO
€ U3MEPBAaHETO Ja TOKaxe (aIMBO HUCKY HUBA HA KAJILUH.

- ako By mpezicTon mim cTe npeThprenar CKOPOIIHA TeXKKa ONepanus WK ako BCe OIe UMaTe
He3apacHajla paHa clies onepanus. Arava Moxe 1a ObJie MPUYMHA 32 TPYAHO 3a3/[paBsBaHe Ha
panure.

Arava Moke TIOHSKOTa J]a IPUINHU HIKOW IPOo0JIeMH Ha KpBBTa, YePHUS Ip00, OenuTe IpoOoBe W
HEPBUTE Ha phlIeTe WK KpakaTta. Moxe ChIO Aa IPUUMHH CEPUO3HU AJIEPTHYHH PEAKLUH
(BKJIFOUUTEHO JIEKApCTBEHA peakus ¢ eo3uHopmus u cucreMun cumntomu [DRESS]), nnm na
YBEJIUYM pPUCKa OT TeKKa MH(peKuus. 3a moBeye HHPOPMAIH 32 TOBA, MOJISI, POYETeTe TOUKa 4
(BB3MOXKHU HEXEITaHU PEAKITHH ).

DRESS ce nosiBsiBa mspBOHAYATHO KaTO TPUITONIOTO0HN CHMITTOMH M OOPHB 110 JIUIIETO, CJICT TOBA
oOmIMpeH 00pYB ¢ BUCOKA TEMIIepaTypa, MOBUILICHN HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBaHE
Ha KPBBTa, IOBUIIIABAHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHUEHH TUMGBHU
BB3JIH.

BamusiT nexap e u3BbpIIBa KPbBHU U3CJeABAHUS PEIOBHO, PEAN U TI0 BpeMe Ha JIEYCHHUETO C
Arava, 3a 1a ripocieisiBa KpbBHUTE BU KIIeTKH 1 uepHHS Ipo0. BammsT jiekap ChINo Taka e
MpoBepsABa KPbBHOTO Bu Hansrane peIoBHO, Thid KaTo Arava MOXKe J1a IPUYMHU MOBHUILIABAHE HA
KPBBHOTO HaJIsITaHe.

T'oBopete ¢ Bamms ekap, ako mMaTe HEOOsCHUMA XpOHUYHA quapws. Bammsr nexap Moxe aa
M3BBPINY JOMBIHUTEIHN H3CIEABAHMS 3a qudepeHIIHalHa THarao3a.

VBenomere Bamust ekap, ako pa3BueTe KOXKHA A3Ba 0 BpeMe Ha JieueHue ¢ Arava (BHKTE ChIIO
TouKa 4).

Jlena u roHOIUM
Arava He ce npenopb4Ba 3a ynorpeda npu aena u I0HOLIM HAa Bb3pacT noj 18 ronuHu.

Jpyru gexapcrBa u Arava
Wndopmupaiite Bammst nekap uiau ¢papManeBT, ako IprueMaTe, HACKOpO CTe IPUEMalld, WIH €
BB3MOXHO JIa IPHEeMeTe APYTH JekapcTBa. ToBa BKIIOUBA M JIEKapCTBa, OTIYCKaHH 0e3 penenta.

ToBa e ocoOeHO BaXHO, aKO ITpHUEMaTe:

- JpyTH JIEKapcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Halp. XJIOPOXHH U
XUJIPOKCUXJIOPOXHUH), 3]1aTO, MPHIJIOKECHO HHTPAMYCKYJTHO HIIH [IEPOPATHO, Jl-eHUIMIaMuH,
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a3aTHUOTIPHUH U APYTH UMYHOCYIPECHUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thid KaTo Te3:
KOMOWHAIIMU HE Ca MPENOPHhUNTEITHH,

- Bap(apyH U IPYTrH EPOPATHU JISKAPCTBA, U3IOJI3BAHU 32 pa3pexkiaHe Ha KPBbBTA, Thil KaTo €
HE00X0MMO HaOJIFOICHHUE, 32 JIa CE HAMAJIM PUCKBT OT T10sBa HA HEXKEJIAHU PEaKIMy Ha TOBa
JIEKapCcTBO

- TepuQITyHOMHU/I 32 MHOJKECTBEHA CKIIEpPO3a

- penariIuHA, MHOTINTAa30H, HATETITUHI WM PO3UTIINTA30H 3a quadeT

- JIAYHOPYOHIINH, TOKCOPYOUIIMH, TAKIIUTAKCEI WM TOTIOTEKaH 3a paK

- JTyJIOKCETHH 3a JCTIPECHsl, THKOHTUHEHIIMS Ha ypUHATa Wik ObOPEYHO 3a00JsBaHE MIPU
nradeTHIn

- AJIOCETPOH 3a JIUEHUE Ha TeXKKa TUapus

- Teo(UINH 3a acTMa

- THU3aHUINH, MyCKYJIEH pellakCaHT

- OpaJTHA KOHTPAIENTHBH (ChIIbPXKAIIY STHHUICCTPAINOI U JICBOHOPIECTPEI)

- nedakiop, OSH3WIMESHUIWINH (MeHUIIMH G), TUIPoQIIOKCAIH 32 UHOEKIIUN

- WHIOMETAIIMH, KeTOpogeH 3a 00JIKa UK Bh3MaJICHHIE

- (hypocemu 3a CbpeYHO 3a00MsIBaHE (IUYPETHK, OTBOAHSIBAIIO JIEKAPCTBO)

- 3unoByauH 32 HIV urdexus

- pO3yBacTaTHH, CHMBACTaTHH, aTOPBACTATHH, IIPABACTATHH 33 XUIIEPXOJIECTEPOTIEMHS (BUCOK
XO0JIECTEPON)

- cyiacaia3vH 3a Bh3NAJIUTEIHO 3200/ sIBAaHE HA YepBaTa WM PSBMATOUICH apTPUT

- JICKapCTBO, HAPEUEHO KOJICCTUPAMUH (M3MOI3BAHO 32 HAMAJIIBAHE Ha BUCOKHUS XOJICCTEPOIT) HITH
aKTHUBEH BBIJICH, ThI KaTO TE3W JIEKApCTBA MOTAT Jja HAMAJST KOIHYECTBOTO Arava, KOeTo ce
MoeMa OT OpraHu3Ma.

AKo Beye IpueMaTe HecTepOUJAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) u/unn
KOPTHKOCTEPOUAH, MOKETE A2 NPOIB/DKUTE [1a TH B3eMaTe CJIE 3alI0YBaHE Ha JICUCHUETO ¢ Arava.

BakcuHanuu
Ako Tps6OBa 1a ObJeTe BAKCHHUPAHHU, IoNuTaiTe Bamms jgexap 3a cpBeT. OnpeenieHl BaKCHHAIIAN He
TpsI0Ba Jla ce mpujIaraT I0KaTo NpueMaTe Arava u H3BECTHO BpPEMe CJIe]] CIIMPaHe Ha JICYCHUETO.

Arava ¢ XpaHa, HAIUTKHA ¥ aJIKOX0JI

Arava MO’e J1a ce IIpueMa ChC MM 0e3 XpaHa.

He ce npenopbuBa 1a ce KOHCyMHpa alKOXOJI 10 Bpeme Ha jJedeHue ¢ Arava. KoHcymanusita Ha
AJIKOXOJI IOKAaTo MpreMaTe Arava MoXe Jja yBeJIMUM PHCKa OT YBPEKAaHe HA YEPHUS Ipo0.

BpemenHocT U KbpMeHe

He npuemaiite Arava, ako cTe WIH cMsTaTe, Y€ MOXKe J1a cTe OpeMeHHa. AKO cTe OpeMeHHa, WIn
3a0peMeHeeTe, JOKaTo puemMare Arava, puCKbT OT pakJjaHe Ha 6e0e ChC CepuO3HH BPOJICHH Ne(eKTH
e mosuieH. JKeHuTe ¢ 1eTepoIeH NOTeHIHaNI He TpsiOBa a mpueMat Arava, OCBEH aKo He U3I0JI3BaT
HaJISKIHU MEPKU 3a Ipena3BaHe oT 3a0peMeHsIBaHe.

Wudopmupaiite Bammst nekap, ako Bp3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIIMPaHe Ha JICYCHUETO C
Arava, Tbii KaToO € HEOOXOJMMO J1a ce YBEpHTe, Y€ He ca OCTaHAJIM clieau oT Arava B opranusMa Bu
npeay Aa IpaBUTe ONUTH 3a 3abpeMeHsBaHe. ToBa Moxe 1a oTHeMe 10 2 roarHu. ToBa u3uakBaHe
MOJKE J1a €€ CBKPATH [0 HAKOJIKO CEAMHLN Ype3 MPUEMAHETO Ha JIEKAapCTBa, KOUTO YCKOPSBAT
OTCTpaHsSBAaHETO Ha Arava oT Bamms opraHuszsM.

BbB Bcnuku citydau TpsiOBa J1a ObJe MOTBBPACHO Upe3 KPbBHU U3CIEBaHMs, Ye Arava € OTCTpaHEeHa B
JlocTaThyuHa cTereH oT Bamus opranuseM, kato Bue Tps6Ba na nuzyakaTe Hali-MaJIko OIIE €AHH Mecel]
npeau 1a 3abpeMeHeere.

3a gombaHKTENHA HHPOPMALUS 3a 1a00paTOPHOTO U3CIIEABAaHE, MOJIs, 00BbpHETE ce KbM Bamus
Jexap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1o BpeMe Ha JICUSHHETO ¢ Arava Wid pe3 2-Te TOAUHH
CJIeJ] HETOBOTO CIIMpaHe, TpsiOBa He3adaBHO Jia ce CBhpKeTe ¢ Bamwis siekap 3a Tect 3a
opemenHoct. [Ipu monoxxureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JICYCHHUE C OTPEICIICHH JISKapCTBa 32 OTCTPaHsIBaHE HA Arava Obp30 U B JOCTAaThYHA CTEIICH OT
opranusma Bu, Thi KaTo TOBa MOKE J1a HAMaJIu prucka 3a BameTo 6e6e.

He npuemaiite Arava 1mo BpeMe Ha KbpMeHe, Thil KaTo e IyHOMU] IPEeMHHABA B KbpPMaTa.
lodupane u padora ¢ MalIMHK

Arava Moxe 1a Bu Hakapa fa ce mouyBcTBaTe 3aMasHY, KOSTO MOXKe Jla HapyIu criocoOHocTTa Bu 3a
KOHIICHTpAIlHs U pearupane. Ako ToBa Bu ce ciyun, He modupaiTe v He U3M0A3BalTe MAITUHU.
Arava cbIbpiKa JJaKT03a

Axo Bamust nekap Bu e kazal, ye uMate HEOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HEro Mpeau Ja IpUeMeTe TOBA JIEKapCTBO.

3. Kak na npuemare Arava

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bamust nekap win ¢papmaneBt. AKo He
CTE CUTYpPHHM B HEIO, onuraiire Bamus nexap uiu gapmaresT.

Oo6wnuaitHaTta HayanHa 1032 Ha Arava € 100 mg neduryHOMUA euH BT THEBHO IPE3 TbPBUTE TPH JHH.
Criest TOBa MOBEYETO MAIUSHTH CE HYXKIAAT OT J103a OT:

° 3a peBmaroueH aptput: 10 wnu 20 mg Arava BeIHbX JHEBHO, B 3aBUCUMOCT OT TEKECTTa Ha
3a00JIIBaHETO.
. 3a ncopuatnyeH apTput: 20 mg Arava BeJHBX JTHEBHO.

IMorabaiiTe TabiieTKaTa HAJIA ¥ C JOCTATHYHO BOA.

Tps0Ba na MUHAT Hali-MaJKo 4 CeIMHUIIM OT 3alI0YBAHETO HA TEPaNusITa, 3a J1a OYyCTBYBATe
nogoOpeHue BbB Bamero cherosiane. Hikon manueHTH MoXe JOPH Aa HOIy4aT MO-TOJISIMO
nonoOpenwe cien 4 10 6 Mecera OT JeUYESHUETO.

Oo6ukHOBEeHO Bue mie mpuemare Arava 3a mpOIBIDKUTETHO BpeMe.

AKO cTe nipue/iu MoBeYe 0T Heod0XoAMMAaTa /103a Arava

AKo mpueMeTe nmoBede 0T HeoOxoauMaTa 7j03a Arava, oOObpHETE ce 3a ChbBeT KbM Barms nekap nim
MOTBPCETE APYT MEAUIIMHCKU CHBET. AKO € Bb3MOKHO B3eMeTe ChC cebe cH TaOIeTKUTE WK KYTHSITa,
3a J]a My TYl TIOKaXKeTe.

AKO cTe IPOIyCHAJIM 12 IpueMeTe Arava

Axo 3a0paBuTe 1a B3eMeTe e/[Ha 103a, B3eMeTe 5 BeJjHara cjeJ] KaTo CU CIIOMHHTE, OCBEH aKO TOBA He
e OJIM3KO 710 BPEMETOo KoraTo TpsiOBa ja mpueMere ciie/Baiara 1o3a. He B3emaiite qBoiiHa 103a, 3a 1a
KOMIIEHCHpATe IIPOIlyCcHATaTa J103a.

AKO MMaTe HAKAaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBA JIEKAPCTBO, IIOIMHUTANTE
Bamms nekap, ¢papmaneBT WM MEAULUHCKA CECTPA.

4. Bb3MOKHH HeKeJIaHU pe€aKkuumn

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' IIOJTy4aBa.

VYBenomere Bamus nekap He3a0aBHO U CIIpETe Ja B3emMare Arava:
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aKo IMONYYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mim uMare 3aTpyIHeHO
JQHIINAHE, Thil KATO TOBA MOTAaT Ja ObJIaT MPU3HAIY HAa CEPUO3HA aJISPTUYHA PEaKIus,

aKO TIOJTYYHTE KOKeH OOPUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla Ca IIPOsiBA HA TEXKKH,
MOHSIKOTA KUBOTO3aCTpallaBally peakiuu (Harp. cuaapoM Ha CTUBBHC J[)KOHCHH, TOKCUYHA
enuiepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JTeKapcTBeHa PeakIlus ¢ CO3MHOPITHS U
cucreMun cumntomu [ DRESS]), BmkTte Touka 2.

VBengomete Bammus JICKap He3aﬁaBHO, AKO IMOJIy4YHUTE:

0Jie1a KO:ka, yMOpa, WJIM CHHUHM, Thi KaToO T€ MOXKE J1a ca MPU3HAaK Ha HApYLICHHUs HA KPBBTa,
NPUYMHEHH OT HapyLIeH OanaHC Ha pa3IMYHUTE BUJOBE KPBBHH KIETKH, KOUTO CHCTaBSIT
KPbBBTA,

yMoOpa, KopeMHa 00JIKa WITH KBJTEeHUNAa (KBJITO OIBETSIBAaHE HA OYUTE WM KOXKAaTa), Thil KaTo
TE MOJKE JIa ca MPU3HAK Ha CEPUO3HU ChCTOSHHS KATO YEPHOIPOOHA HEJJOCTHYHOCT, KOSTO MOXKE
na Obae daranHa,

BCSIKAKBH CHMIITOMH Ha MH()EKIMS KATO MOBHILEHA TEMIEPATYPA, B3MAJIEHO I'bPJIo WU
KalLIULA, 3210TO TOBa JIEKAPCTBO MOXKE /14 YBEIUYH PUCKA OT TEKKa HHPEKIH, KOATO MOXKE
na ObIIe YKMBOTO3acTpaIaBaia,

KAlUTHLA WX 3aTPYTHEHO AUIIAHE, Thil KATO TOBAa MOXeE J]a 03HaYaBa MpoodJIeMu ¢ Oemust
Ipob (MHTEepcTHIMATHA OerropoOHa 0oNeCT With OeoapoOHa XUTIEPTOHNSA),

HEOOMYaifHO U3TpBIIBaHe, caaboCT WK 00JKa B PhIETE WU CThIIaNaTa, Thil KATO TOBa MOXE J1a
€ MpHU3HaK Ha MpoOyieMu ¢ HepBUTE (MepudepHa HEBPOTIATHS).

YecTH HexxeJIaHM peakumnu (Moxke aAa 3acerHart a0 1 Ha 10 xyumu)

c1abo HamaisiBaHe Ha Opos Ha OenuTe KPbBHU KIETKH (JIEBKOTICHHUS),
JIeKH aJIepTUYHH PeaKiny,

3ary0a Ha afneTwuT, 3ary0a Ha Terjio (0OMKHOBEHO HE3HAYMTEIHO),

yMmopa (acTeHus),

raaBo0oIIe, 3aMaiBaHe,

HeoOWYailHN KOXKHH yCelaHns, KaTo U3TPhIIBaHe (TTapecTe3us),

JIEKO MTOBHUINIABaHE HA KPHBHOTO HAJIATAHE,

KOJTUT,

Iuapusi,

rajieHe, IOBpbIIaHe,

BB3NAJICHUE Ha yCTaTa WU S3BH B yCTara,

KOpeMHa 00JIKa,

yBEJIHYEHHE Ha HAKOHM PE3yJITaTH OT YePHOAPOOHH TECTOBE,

yBEJIMYEH KOCOTa,

eK3eMa, cyxa Koxa, 00pHB, ChbpOeK,

TeHIUHHT (0OJKa, MPUYMHEHA OT Bh3MaJeHUe Ha MeMOpaHaTa, 0OBHBAIlIa CYyXOKUIUATA
O0OMKHOBEHO Ha KpaKaTa WU PhIETE),

MTOBUINIaBaHE Ha OTpeJIeNIeHN €H3UMH B KPbBTa (KpeatuH docoknHaza),
npoOJIeMH C HEpBUTE Ha PHLETE WM KpakaTa (mepudepHa HeBpOMaTHs).

HeuecTn He:kenanu peakuuu (Mo:xe na 3acernat 10 1 na 100 gymm)

HaMmaJsiBaHe Ha OpOs Ha YEPBEHUTE KPHBHH KJIICTKU (aHEMHMs) M HaMaJIsiBaHE Ha Opos Ha
TpoMOonuTHTE (TPOMOOLIUTONICHNS),

HaMaJsBaHe Ha HUBOTO Ha KaJWil B KPBBTA,

TPEBOXHOCT,

BKYCOBH HapyIICHHS,

ypTUKapus (KOIPHUBHA TPECKa),

CKBbCBAaHE Ha CYyXOXKHUIIKE,

[MOBHINIaBaHE HA HUBOTO Ha JIUMHIUTE B KPBBTA (X0JIECTEPOT U TPUTIIULEPUIH),
MOHIKaBaHE Ha HUBOTO Ha pocdaru B KpbBTA.

Penxu Hexes1aHu peakuuu (Mozke aa 3acersart a0 1 ma 1 000 gymu)
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- yBeJIUYEHIE Ha Oposi HAa KPHBHUTE KIICTKH, HApeUeHN €03MHO(HIH (€03UHODUIINS); JTEKO
HamaJsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HAMaJIsiBaHe Ha OpOsi Ha BCHUKH
KPBBHU KJIETKH (TAaHLIUTONICHHU),

- 3HAYUTEIHO MOBUIIABaHE HA KPHBHOTO HAJISTaHE,

- BB3NAJICHUE Ha OeNns 1po0 (MHTEPCTUITHAITHO 3a00iIsaBaHe Ha Oenus npo0),

- YBEIMYEHIE HAa HAKOH PE3YJITATH OT YEPHOIPOOHHU TECTOBE, KOUTO MOTAT Jia JIOBE/IAT JIO
CEPUO3HU ChCTOSHHSI KATO XEMATHUT | KbJITCHUIIA,

- TEXKH WH(EKIINU, HAPEUEHH CeTChC, KOUTO Morar jaa ObaaT QartaiHuy,

- MOBHUIIIaBaHE Ha ONPEAETICHN CH3UMH B KPBBTa (JIAKTAT AEXUIPOTeHA3a).

MHoro peaku He:xkeJlaHu peakuuu (Moxe 1a 3acernat A0 1 na 10 000 xyumm)

- M3pa3eHO HaMaJIeHre Ha HAKOW OeJ KPhBHU KIIETKH (arpaHyiouTo3a),

- TEXKH M MIOTSHIINAITHO TeXKH AIEPTUIHHA PEAKIIHH,

- BB3MAJICHUE HA KPhbBOHOCHH ChJI0BE (BACKYJIUT, BKIIFOUNTEITHO KOXXCH HEKPOTHU3HUPAIIL
BacCKyJINT),

- Bb3NaJICHHE Ha MaHKpeaca (MaHKpeaTur),

- TEXKO YePHOAPOOHO yBpeXKIaHe KaTo YepHOApOOHa HETOCTATHYHOCT WM HEKPO3a, KOUTO
Morar aa ObaaT (araram,

- TEXKH, TIOHSIKOTa )KHBOTO3aCTpalaBay peakun (cuaapoM Ha CtuBbHC-/[)KOHCHH, TOKCHYHA
enuaepMaliHa HEeKpon3a, epureMa MyaTudopme).

Jpyru HexXenaHu peakuy KaTo Ob0peyHa HeloCTaThYHOCT, HAMAJICHHE Ha HUBOTO Ha MMUKOYHA
KHCEIMHA B KPBBTa, 0eoIpoOHa XUIIepTOHNS, Oe31I0/I1e MPH MBbXe (KOETO € 00paTHMO Clied KaTo
BEJIHBXK C€ CIIpe JICYCHNUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepu3Hparl ce ¢
o0OpuB/3adepBsBaHe Ha KOXXHH Y9aCTHIIH, KOUTO Ca N3JI0KEHH Ha CBETIIMHA), TICOPHA3HC (HOBOTIOSIBILIT
ce wiu Biomasaii ce), DRESS u koxHa s13Ba (KpbIia, OTBOPEHA paHa Ha KOXKaTa, IIpe3 KOSATO MOraT
Jia ce BUJIAT MOJIeKALIUTE ThKaHH), ChIIIO MOTAT Ja Ce MOSBAT C HEM3BECTHA YECTOTA.

Cho0uiaBaHe HA HeKeJAHH pPeaKIu

AKO TIOITyYUTe HIKAKBU HEKEJaHH JICKApCTBEHH PEakIiy, yBeaoMeTe Bamus nekap uiu GpapmarenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3HM JINCTOBKA HEXKEJIAHU peakunu. MoxkeTe ChIIo Aa
CHOOIIUTE HEKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, TOCOYCHA B
[Ipunoxxenne V. Kato cro01iaBare HeXKelIaHU PEaKIMH, MOXKETE Jja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(PpOpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBare Arava

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

He u3non3Baiite ToBa JIeKapcTBO Ciie]] CPOKa Ha TOJAHOCT, OTOEIsI3aH BbPXY KAPTOHEHATA OMAaKOBKa.
CpOKbT Ha TOTHOCT OTTOBApS Ha MOCCTHUS JCH OT TIOCOUYSHHS MECEII.

Jla ce chxpaHsiBa B OpUTMHATTHATA OTIAKOBKA.
He m3xBhpisiiTe TekapcTBara B KaHAIM3AMMATA WA B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.

ITormuratiTe Bammus dhapmarieBT Kak J1a U3XBBPIISATE JIEKapCTBATa, KOUTO BeUue He m3moi3BaTe. Te3u
MEpPKH IIIe CTIOMOTHAT 3a Ola3BaHe Ha OKOJHATa cpefa.
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6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

KakBo cbabpka Arava

- AKTUBHOTO BeIecTBo € jtedaynomua. Enna ¢punmupana tabnerka cpappika 100 mg
nedIIyHOMUT.

- Jpyrute cbcTaBKy ca: IapeBudHO HumIecte, moBuaoH (E1201), kpocroBumon (E1202), Tamk
(E553b), xomonneH 0e3BOJIcH CHITHIIMEB AUOKCH, Marae3ues creapar (E470b), u makTo3a
MOHOXHM/IPAT B AAPOTO HA TabJjieTKaTa, KakTo u Tajik (ES53b), xunpomenosa (E464), tutanos

nuoxcun (E171) u makporon 8000 BbB GMIMOBOTO TOKPHUTHE.

Kak m3riie:kna Arava 1 KakBO ChAbP:KA ONIAKOBKATA
Arava 100 mg duamupanu TabJIETKH ca OeNu 10 HOYTH 0N U KPBIJIH.

C ornieyarano Ha efgHaTta cTpaHa: ZBP.

TabneTkuTe ca ONakoBaHU B OJMCTEPH.
Hannyna e ormakoBka oT 3 TaOJIETKH.

IIpuTexaTten Ha pa3pelIeHHETO 32 YNOTpeda

Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,
I'epmanns

IIpousBoaguren

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

DpaHuus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TOBa JICKApCTBO, MOJI CBBPIKETE CC€ C JIOKAJTHUA

MNPEACTABUTCII HA IPUTCIKATCIIA Ha Pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Sanofi Belgium
Tél/Tel: +32 (0)2 710 54 00

Bbbarapus
Swixx Biopharma EOOD
Ten.: +359 (0)2 4942 480

Ceska republika
Sanofi s.r.o.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +45 45 16 70 00

Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 52 52 010

Tel. aus dem Ausland: +49 69 305 21 131

Eesti
Swixx Biopharma OU
Tel: +372 640 10 30

Lietuva
Swixx Biopharma UAB
Tel: +370 5 236 91 40

Luxembourg/Luxemburg

Sanofi Belgium

Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Magyarorszag
SANOFI-AVENTIS Zrt.
Tel.: +36 1 505 0050

Malta
Sanofi S.r.1.
Tel: +39 02 39394275

Nederland
Sanofi B.V.
Tel: +31 20 245 4000

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00



EAMada Osterreich

Sanofi-Aventis Movonpécwnn AEBE sanofi-aventis GmbH

TnA: +30 210 900 16 00 Tel: +43 180 185-0

Espaiia Polska

sanofi-aventis, S.A. Sanofi Sp. z o.0.

Tel: +34 93 485 94 00 Tel.: +48 22 280 00 00

France Portugal

Sanofi Winthrop Industrie Sanofi - Produtos Farmacéuticos, Lda
Tél: 0 800 222 555 Tel: +351 21 35 89 400

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska Roménia

Swixx Biopharma d.o.o. Sanofi Romania SRL

Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36

Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.

Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00

island Slovenska republika

Vistor hf. Swixx Biopharma s.r.0.

Simi: +354 535 7000 Tel: +421 2 208 33 600

Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

Tel: 800 536389 Puh/Tel: +358 (0) 201 200 300
Kvmpog Sverige

C.A. Papaellinas Ltd. Sanofi AB

TnA: +357 22 741741 Tel: +46 (0)8 634 50 00

Latvija United Kingdom (Northern Ireland)
Swixx Biopharma SIA sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +371 6 616 47 50 Tel: +44 (0) 800 035 2525

JaTa Ha nocjeaHo npepasriexaade Ha gucropkara {MM /ITTT}

JApyru u3rouHunm Ha uHopMmanus
IToapo6Ha mHpOpMAIHS 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcalita Ha EBponeiickara areHmus
IO JIeKapcTBata http://www.ema.europa.eu/.
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NNPHJIOKEHME IV

HAYYHHU 3AKIIOYEHUA U OCHOBAHUA 3A ITPOMSAHA HA YCJIOBUSATA
HA PASPEHIEHUSTA 3A YIIOTPEBA

103



Haylnm 3AKIIOYCHUA

[Ipensun onensunms nokiaan Ha PRAC otnocuo ITAJIb 3a nedryHOMUA, HAYIHUTE 3aKTIOYCHIS Ha
PRAC ca, kakTo cieasa:

C orzien Ha HAJTMYHUTE JAHHM 33 TPYAHO 3a37[paBsSBaHe HA PAaHU CIIE/ OTepallus OT 00CepPBAIIIOHHO
Mpoy4BaHe, TUTepaTypara i CIOHTAHHU ChOOIIEHHS U C OTJIe/l Ha MTPaBONO0I00CH MEXaHH3bM Ha
neiicreue, PRAC cuura, ye npeaynpex/cHie 3a TPYAHO 3a3/JpaBsSBaHe HA PAaHU CJIE/ OTepalvs ¢
HeobOxoaumo. JJoxmaquukst Ha PRAC 3akimouaBa, 4e mpoaykroBata HHGQOpMAIus Ha IPOAYKTH,
ChABpKaIIH JeIryHOMUI, TPsAOBa 1a ObJie ChOTBETHO N3MEHEHA.

Cnen karo pasriena npernopbskara Ha PRAC, CMHP ce cbriacsBa ¢ o0muTe HayYHH 3aKIIFOUSHUS
¥ OCHOBaHMATA 3a npermopbkata Ha PRAC.
OcHoBaHus 32 IPOMSIHATA HA YCJIOBHATA HA pa3pellleHNeTo(ATa) 3a ynorpeda

BB3 ocHOBa Ha Hay4HUTE 3aKimroueHus 3a tedayanmung CHMP cuwnra, 9e choTHOIIEHNETO
MOJI3a/PUCK 32 JIEKApCTBEHUS(UTE) MPOLYKT(HM), ChabprKaI(#) JeIyHOMU, € HEIPOMEHEHO C
NPEIOKEHUTE IPOMEHHM B IIPOTYKTOBAaTa MH(OPMAIIHSL.

CHMP npenopbuBa mpoMsiHa Ha YCIOBHATA Ha pa3pelieHUueTo(sITa) 3a yrnorpeoa.
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