HNPUJIOKEHME |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 10 mg ¢punMupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika tabnerka chabpxa 10 mg nepuynomun (leflunomide).

ITomouTHM BelecTBa ¢ U3BECTHO JICHCTBUE
Bceska Tabnerka cpappika 78 Mg 1akTo3a MOHOXHUIPAT.

3a IIBJIHUA CHUCHK Ha ITOMOIIHHUTEC BCIICCTBA BMXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

bsuta mo mouTn Osina, Kpbria hbuaMupana TadiaeTka, ¢ orredatano ZBN ot exnara crpaHa.

4. KJIUMHUYHU JAHHU
4.1 TepaneBTHYHH MOKA3AHMS

JledmyHOMU € TMOKa3aH 3a JIEUeHHEe Ha BH3PACTHU MMAIUEHTH C:

. AKTUBEH PEBMATOWJICH apTPUT KaTo “00s1ecT-MOTUPHUIMPANIO AHTUPEBMATHYHO JIEKAPCTBEHO
cpenctro” (BMAJIC),
. AKTUBEH TICOPHATHYCH apPTPHT.

CKOpOITHO WJIH €THOBPEMEHHO JICUCHUE C XEMaTOTOKCUIHH WTH XeMaToToOKCHIHN BMAJIC (mamp.
METOTpEeKcaT) MOKe Ja TOBeIe 10 YBEIMYEH PUCK OT CEPHO3HU HEXKETIaHW PEaKIuH; CIIe0BaTETHO,
MpeIy 3aII0YBaHe Ha JIEUEHUETO C e IyHOMHA, TpsiOBa na ObJe BHUIMATEITHO MPEIICHEHO
CHOTHOIIEHUETO TT0JI3a/PHUCK.

Hermo oseue, cMmaraTa ot nedmynomun Ha ipyro BMAJIC Ge3 cra3BaHe Ha O4HCTBaIIaTa mporeaypa
(Bx. Touka 4.4), MOXKeE J1a YBEIHMYH PUCKA OT CEPHO3HU HEXETaHU PEAKIHH JOPH IBJIT0 BPEME CIIe]T
cMsHATa.

4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHUE

JleuenneTo TpsAOBa Oa ce 3aM0YHE U CJIEAH OT CIIELUAIUCTHU C OIMT B JICUEHUETO HAa PEBMATOUCH
apTPUT U NICOPUATHYECH aPTPHUT.

EnHoBpeMeHHO TpsiOBa 1a ce onpeaessT ananud amuHotpanchepasara (AJIAT) wiu cepymHaTa
rnyramaT-riupysar tpancdepasa (CT'TIT) u mbiiHa KpbBHA KapTHHA, BKJIFOYHTEIHO TUPEPCHITHATHO
OpoeHe Ha 6enuTe KPBBHU KISTKH U OpOsl Ha TPOMOOITUTHTE, a TOCIIe Ja C€ U3CIIEIBaT ChC ChIlaTa
YyecToTa:

o Ipeay 3all0YBaHETO Ha Je(IIyHOMHUT,

. BEJHBXK Ha JIBE CEIMHLH NPe3 IbPBUTE 6 Mecela OT JIEYCHUETO U

. BEJHBXK HA BCEKH 8 CeIMUIM ciel] ToBa (BK. Touka 4.4).



gO?»H[}OBKa

o [Ipu peBMaTOWIeH apTPUT: TepanusTa ¢ JedryHoMu1 0OMKHOBEHO 3allouBa ¢ HATOBAapBAaIla
nmo3a ot 100 Mg eauH T JHEBHO B MpoAbIDKeHNE Ha 3 mHU. [IpomyckaneTo Ha HaToBapBaIiaTa
J103a MOYKE J]a HaMaJld PHCKa OT HEe)KeNaHu chOouTHs (BXK. Touka 5.1).
[penopbuntennara moaabppskaiia g03a ¢ 10 mg g0 20 mg nedryHOMH/ €IUH BT AHEBHO, B
3aBUCHMOCT OT TEXKECTTa (AKTUBHOCTTA) Ha 3a00JISIBAaHETO.

o [Ipu ncopuaTryeH apTpuT: TepanusiTa ¢ JieIyHOMH] 3a1l04Ba ¢ HaToBapBaiia 1o3a ot 100 mg
€/IMH BT THEBHO B MIPOABIDKEHHUE Ha 3 THH.

IIpenoprunTenHaTa moaabpskaima go3a € 20 Mg reryHoMuI euH T THEBHO (BK.
Touka 5.1).

TepaneBTHIHUAT ePeKT OOMKHOBEHO HACTHITBA ciied 4 10 6 CEIMUIIA U MOYKE TOIBJIHUTETHO 1A Ce
moxo0pwu 3a mepuoA oT 4 1o 6 Mecera.

He ce npenopryBa nmpoMsiHa Ha Ji03aTa IPH MAIMEHTH C Jieka ObOpeuHa HeI0CTaATHYHOCT.

He ce u3uckBa npomsiHa Ha J103aTa MPH MAIFEeHTH HaJI 65-rouiHa Bb3pacT.

Tleouampuuna nonynayus

Arava He ce mpenoppUBa 3a ynorpeba npy nanueHTy noj 18 roguHu, Thil KaTo epUKACHOCTTA ’

Oe3omacHocTTa TIpH T0BeHWIeH pesMmaronieH aptput (FOPA) He ca ycraHoBenu (Bk. Touku 5.1 n 5.2).

Hauue Ha npuiioxxenue

TabmerkuTe Arava ca 3a epoparHo IpriIokeHue. TadaeTkuTe TpssOBa 1a ce MOTIBINAT TETH C
JIOCTAaThYHO KOJIMYECTBO TeUHOCT. CTeTrieHTa Ha a0copOITns Ha JIehIIyHOMHI HE Ce TIOBITHSIBA, aKO CC
npueMa ¢ XpaHa.

4.3 IlpoTuBONMOKA3aHHSA
o CBpBXUyBCTBUTEITHOCT (0COOEHO TPEIIecTBaIll CHHAPOM Ha Stevens-Johnson, TokcuuHa

cnuJcpmMaiHa HCKPOJIin3a, CpuTcMa MyJ'ITI/I(l)OpMe) KbM aKTHBHOTO BC€IICCTBO, KbM I'JIaBHUA
aKTUBEH META0OJINT TCpI/I(l)J'Iy'HOMI/I)I MK KbM HAKOC OT IIOMOIIHHUTC BCIICCTBA, I/I36pOCHI/I B

TouKa 6.1.
. [MaumeHTH ¢ yBpeaeHa 4yepHOApoOHa GYHKIUSL.
. [MaumeHTH ¢ TeXKH UMyHOAePUUUTHH cheTosHus, Hanp. CITUH.
. [TatmeHTH chbC 3HAUUTENTHO YBpeaeHa QYHKIUS Ha KOCTHUSI MO3bK MM TE)KKa aHEMHUS,

JICBKOIICHUSA, HCYTPOIICHUA U TpOM6OHI/ITOHCHI/IH, nopaayv NpuivuHU, pa3jiniHu OT
PEBMATOUACH UJIW IICOPUATUYCH apTPHT.

. [MatmenTn cbe ceprno3nu nHMeKunu (BX. Touka 4.4).

° [NaruenTu ¢ ymepeHa 10 Texxka 0bOpevHa HEIOCTATHYHOCT, 3aI0TO JIUTICBA JTOCTATHYHO
KJIMHUYEH OIUT IMPH Ta3u TPyIa MalueHTH.

o HaHI/IeHTI/I C TCKKa XUIIOMMPOTCUHCMU, HAIIP. IIPU He(prTI/Iqu CUHAPOM.

o BpeMeHHY KEeHU WK 5KEHHU C IETePO/ICH MOTEHIIMAI, KOUTO HE U3IOJI3BAT MOIXOISIIA
KOHTpAIICTIIHS 110 BPEMe Ha JICYCHUETO C JICPIYHOMH U CJIe]] TOBA, TOKATO IJIa3MEHUTE HUBA
Ha akTHBHUs MeTabomut ca Haj 0,02 mg/l (Bxk. Touka 4.6). [Ipenu 3anmouBaHe Ha JIEYCHUETO C
nedryHOMU TPSIOBA J1a C& U3KIIFOYM OPEMEHHOCT.



o Kbpmenn xxenu (Bx. Touka 4.6).
4.4 CpoeuuajHu NpeaAynpexkIeHHs U NPeANna3sHu MEPKH NpH ynoTpeda

EnsnoBpeMEeHHOTO MPUIIOKEHHE HA XeTAaTOTOKCHYHY Wi XemaToTokcnaun BMAJIC (Harp.
METOTpEKCAT) He Ce MPernophyBa.

AKTUBHHAT MeTA00IUT Ha JedryHoMu, A771726, nma IbIBT IONYKUBOT, OOMKHOBEHO OT 1 110

4 cegmuiy. Morar 1a Bb3HHKHAT CEPHO3HU HEXEJIaHW PEeakLuK (Harp. XemnaTOTOKCUYHOCT,
XeMaTOTOKCHYHOCT, MJIH aJIeprUYHU PEaKLUH, BXK. T0-10J1Y), JOPH aKo JEYEHHUETO C Je(IyHOMUS €
ouno cnpsiHo. Crie1oBaTeIHo, KOraTo Bb3HUKHE M0J00HAa TOKCHYHOCT MIIM aKO 110 HAKaKBa Jpyra
npuuuHa A771726 TpsiOBa 1a ObJie OTCTPaHEH OBP30 OT OpraHu3Ma, TpsOBa Ja ce cra3Ba
oumcTBamiara npouexnypa. [Iponenypara Moxxe aa ce MOBTOPH, aKO € KIMHUYHO HEOOXOAUMO.

3a ouncTBaIIaTa npoIeaypa u APyrd NPernopbuUTEeIHA MEPKH B CITydail Ha JKelaHa WiH
HEeNpeBUICHa OPEMEHHOCT, BIDKTE TOYKa 4.6.

YepHOIPOOHU pEeaKITnu

Penku cirydan Ha T€XKO YepHOAPOOHO YBPEKIaHe, BKIIOUUTETHO ¢ (DaTajieH u3xo/ ca Omim
CHOOIIABAHM TI0 BpEMe Ha JIeYeHHETO ¢ JieryHoMuI. [ToBeueTo OT ciayvyanTe ca Bb3HUKHAIHN TIpe3
BpPBUTE 6 Mecena Ha JiedeHrneTo.UecTo e HajuIle ChIThbTCTRAINA TEPAITUS C APYTH XCMAaTOTOKCHIHN
JIEKapCTBEHU TPOYKTH. BayKHO € Ja ce clieiBaT TOYHO MPENOPHKUTE 3a MPOCIIe/ISIBaHE.

Tpsa6Ba ma ce onpenenu AJIAT (CI'TIT) npenu 3amouBane Ha J1e)IyHOMH/I, a TIOCTIE 1a CE U3CIIeaBa
ChC ChI[ATa YECTOTA KATO IThJIHATA KPbBHA KapTUHA (Ha BCEKU JIBE CEIMHUIIN) ITPE3 MIbPBUTE IIECT
Mecela OT JICYEHHETO, a CJIe]] TOBA BEJJHBXK Ha BCCKH 8 CEJMUIIH.

IIpu ysenmuuenue Ha AJIAT (CI'TIT) ot 2 mo 3 bTH Hax TopHATaA TpaHUIla Ha HOpMaTa, MOXKe Jia ce
00chIM HaMassIBaHe Ha go3aTa oT 20 mg Ha 10 Mg, kaTo TpsAOBa Aa OBIE MPOBEICHO €KECSIMUIHO
Habmonenne. Ako ysenmuenueto Ha AJIAT (CI'TIT) e 2 mpTr Hax HOpMaTa U IEPCUCTUPA, HITH
YBEJIMYEHHUETO € MToBeUe OT 3 MHTH HaJ HOpMarTa, IpHeMaHeTo Ha Je(IryHOMUI TpsiOBa ce
NpEyCTaHOBH U Jia ce TPEeMUHE KbM OYHCTBAIAaTa npoleaypa. [IpenopruBa ce mpoabKaBaHe Ha
MOHHUTOPHUPAHETO Ha YePHOAPOOHHUTE CH3UMHU CJIe]l TIPEYCTAHOBSIBAHE HA JICYCHUETO C Je(IyHOMU
JI0 HOpMaJM3upaHe Ha CH3UMHHTE HUBA.

[Mopanu Bb3MOKHOCTTA 3a JOMBITHUTEHN XENaTOTOKCHYHY e(heKTH, ce MpernophyuBa ynorpedara Ha
AJIKOXOJI /1a ce M30srBa Mo BpeMe Ha JISYEHHETO C e IIyHOMHU.

TBit KaTo aKTUBHUAT MeTabouT Ha nedayHomun, A771726, ce cBbp3Ba B TOJIsIMA CTEMEH C
NPOTEHHUTE U C€ STMMUHHUPA Ype3 YePHOAPOOCH META0OIM3BM H HIThYHA CEKPEIHs, TNIAa3MEHUTE
HrBa Ha A771726 ce ouakBa 1a ObAaT MMOBUINICHHU PH MAIMEHTH C XUITONIPOTeHHEeMHus. Arava e
MPOTHUBOIIOKA3aH MPH MAIIMEHTH C TEXKa XUITOTPOTEHHEMUS HIIH yBpeaeHa (DYHKIHS Ha YepHHUs Ipo0
(Bk. Touka 4.3).

XeMaToJI0TUYHU PeaKiuu

Ennospemenno ¢ AJIAT, TpsiOBa 1a ce HanpaBy ITbJIHA KPbBHA KapPTHHA, BKITIOYUTEITHO
nrdepeHImarIHo OpoeHe Ha OeUTe KPBBHU KJICTKH M TPOMOOITUTHUTE, TIPEIN 3all0UYBaHE HA JICYCHUECTO
¢ nehryHOMHI T, KaKTO ¥ BEIHBK Ha JIBE€ CEAMMIIN TIPe3 IIbPBUTE 6 Mecela OT JICYCHHETO U BEAHBK Ha
BCEKH § CEIMUIIH CJIe/I TOBA.

IIpu marueHTH ¢ IIpeIIecTBaIla aHeMHSI, IEBKOIICHUS W/ WA TPOMOOIIMTOIIEHHS, a TaKa CHIIO U TIPH
MAIACHTH C YBpeneHa (GyHKITHS Ha KOCTHUS MO3BK WU IIPH TaKWBa C PUCK OT MOATHCKaHE Ha
KOCTHUS MO3BK, PUCKBT OT XEMAaTOJIOTHYHN HAPYIIICHHUS € YBeINIeH. AKO BH3HUKHAT TaKUBa €(heKTH,

4



TpsiOBa Jja ce B3eMe IMpeIBU] OYHCTBaHE (BXK. TI0-/I0NTY) 32 HAMAJISIBAaHE HA TNIA3MEHUTE HHUBA Ha
AT71726.

B citydaii Ha TeXKH XeMaTOJIOTHYHH PEAKIINHI, BKIFOUUTETHO MAaHIIUTONICHHS, Arava i Beska
€IHOBPEMEHHA MHUEJIOCYIIPECUBHA Teparus TPsAOBa Ja ce CIpe U Jia ce 3all0YHe OYMCTBAIIlA

mporexypa oT JIehIryHOMHMT.

KomOuHanws ¢ Apyru JieueHus

VYnorpebara Ha ieIyHOMUJT C aHTUMAJAPUITHU TPETapaT, U3MOI3BaHH MTPU PEBMaTHYHH
3a005sBaHUA (HAIP. XJIOPOKBUH U XHIPOKHUCXJIIOPOKBHH), HHTPAMyCKYJIHO WIIH TTIepopaiHo 351ato, D-
NICHUITUIIAMIH, a3aTHOTIPHH U JIPYTH HMYyHOCYIIPECHBHHU CPEJICTBA, BKIFOYUTEITHO HHXUOUTOPH HA
TYMOp-HEKpOTH3HpaIlll pakTop-ayida, 10 MOMEHTA He € JIOCTAThUHO M3CIICIBaHA B PAHIOMU3UPAHU
U3MUTBAHUS (C M3KITFOYCHUE HA METOTPEKCaT, BK. Touka 4.5). PUCKBT, CBbpP3aH ¢ KOMOMHUPAHOTO
JiedeHrne, 0COOCHO OT MPOABIDKUTEITHOTO JICYeHUE, He € U3BeCTEH. T'hil KaTO TaKOBa JICYEHUE MOXKE J1a
JIOBEJIe JI0 HATPYIBAIla CE WU IOPH JIO CHHEPTUYHA TOKCHYHOCT (HArp. XernaTo- Win
XE€MaTOTOKCHUYHOCT), komOnHanusaTa ¢ Apyro BMAJIC (Hamp. MeToTpekcar) He € MPermophYnTEITHA.

EnHoBpeMeHHOTO NpHIiIoKeHne Ha TepuGIyHOMH] ¢ JeIyHOMHU HE Ce MPENopPhUBa, Thid KaTo
nedIyHOMU]] € U3XOTHOTO CheJMHEHNE Ha TePUIYHOMU.

IIpemMuHaBaHe KM APYTO JICYCHHUE

Twit xato nedryHOMI Ce 3aIbpika IBITO B OpraHu3Ma, IpeMuHaBaHeTo KbM 1pyro bBMAJIC (mamp.
MeTOTpeKcaT) 0e3 U3BBPIIBAHE Ha OUYHMCTBAIATA MTPpoIeIypa (BXK. O-A0Ty) MOXKE J1a 3aCHIIH
BB3MOXHOCTTA OT JIOMBJIHUTEITHH PUCKOBE JTOPH JBITO BpeMe Clie]l CMsiHAaTa (KHHETHYHO
B3aUMOJICHCTBUE, OpPraHHa TOKCHYHOCT).

[To chius HAYKMH, CKOPOIITHO JICYCHUE C XEMTATOTOKCUYHHU MIIH XeMaTOTOKCHYHH JIEKAPCTBEHU
NPOIYKTH (HAIP. METOTPEKCAT) MOJXKE JIa JIOBEJIC JIO YBEIIMUCHH HEXKEJIaH! PEaKIUK; CIIeJI0BATEIHO,
MIpeIN 3all0YBaHe Ha JICUCHUETO C JIeITyHOMHU/I, TPOBA 1a Oblle BHUMATEITHO MPEIEHEHO
CHOTHOIIIEHHETO IMOJI3a/PUCK U Ce TIPETIOPHYBA CTPUKTHO MPOCIIe/sIBaHe B HaYaHaTa (a3za ciel
CMsIHATA.

Koxxnu peakinmmn

B citydaii Ha ynepo3eH cTOMaTHT, MPHIIOKEHUETO Ha JTeIyHOMUI TpsIOBa Jja ce PEYCTAHOBH.

MHoOro peaKu Cliydan Ha CHHIpOM Ha Stevens-Johnson wiu TokcuyHa enuepMatHa HeKpoin3a U
JIeKapCTBEHA peakius ¢ eosnHoduns u cucreMuu cummromu (DRESS) ca chobmiaBanu npu
MAIMEHTH, JIeKyBaHH ¢ jedmynomua. Korato ce HabmromaBaT KOXKHU W/HIM MYKO3HU POMEHH, KOUTO
TIOpaKAAT TOJ03PCHHUE 32 TAKUBA TEXKKH PEaKinu, Arava u Beska Jipyra Bb3MOKHO CBbp3aHa Teparus
TpsiOBa Aa OBJIe MpeyCTaHOBEHA | JIa CE€ 3alI0YHE He3a0aBHO OYHCTBAIIATA MIPOIIeIypa OT
neduyHomus. B TakuBa cirydan e He0OX0JMMO ITBJIHO OYUCTBaHe. B TakuBa citydau MOBTOPHOTO
npreMaHe Ha Je(IyHOMU € IIPOTHBOIIOKAa3aHo (BXK. Touka 4.3).

Mma cpo0mieHns 3a My CTyJI0O3EH IICOPHUA3HC M BIIOIIaBaHEe Ha TICOPUA3HC Clie] yIToTpeda Ha
nedryHOMHU. Moske ga ce 0OMHUCIH IPEYCTAaHOBSBAHE HA JICUEHUETO, KaTO CE B3eMaT IPEIBH/I
3a00IIsIBAHETO HA MMAIMEHTa U aHaMHe3aTa.

HNudexnmu

U3BecTHO e, Ye JiekapcTBEHHUTE MPOYKTH C UMYHOCYITPECUBHH CBOWCTBA - KaTO JeQIyHOMHUJT - MOTAT
Jla HaNpaBsT MallMEeHTUTE MO-IyBCTBUTEITHN KbM HH()EKIINH, BKIIOYUTETHO OTIOPTIOHUCTUYIHN
uHdekmy. MHpekunre Morat J1a ObaT MO-TEXKH M0 €CTECTBO U CIIE/IOBATEIIHO Ja U3UCKBAT PAHHO
Y €HePTUYHO JiedeHne. B ciydJaii, e Bb3HUKHE TeXKKa HEKOHTPOIHpyeMa HHQEKITUsI, MOXKE Ja €



HEOO0XOMMO J1a C€ IMPEKbCHE JICUCHUETO ¢ JSQIYHOMU/ U Ja Ce 3all0uHe OYMCTBAIlA IPoLeaypa,
KaKTO € OIHCAHO I10-JI0IY.

Cro0ImaBany ca peikM CIIydad Ha MPOrpecrBHa Myt oKanHa jJepkoenedanonarus (PML) mpu
HAIMEHTH, IPUEeMAaIIn JIehITYHOMUJT 3a€/THO C IPYTH UMYHOCYIIPECOPH.

[Ipenu 3amouBaHe Ha IEUEHUETO, BCHUKH MMAIUCHTH TPsIOBa Jia ce U3CJIE/BAT 32 aKTHBHA W HEaKTHBHA
(,,TaTenTHA”) TyOCPKYII03a, CHIVIACHO JIOKATHATE TIPeTIophKH. ToBa MOXKe Jla BKIIFOUBA MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH MPEJIIIeCTBAI KOHTAKT ¢ TyOepKYJI03a U/VITH MOIXOISI CKPUHHHT, KaTO
HanpuMep peHTreHorpadus Ha 6emuTe IpoOoBe, TYOSPKYINHOB TECT W/MIN HHTEphEpPOH-TamMa TECT,
KaKTO € pWIoKUMO. Ha npeamucBaimure iekapu TpsaOBa Jja ce HAMOMHS 3a pUCKa OT (HaiBo
OTPHIIATEITHY PE3YJITATH OT TYOSPKYJIMHOBHS KOXKEH TECT, 0COOCHO TPH MAIUSHTH, KOUTO Ca TEKKO
OomHM MM UMyHOKOMIIpoMmeTrnpaHu. [lanmenTrnTe ¢ anaMHe3a 3a TyOepKyno3a TpsaoBa j1a ce
NpOCIeIIBAT BHUMATEITHO MTOPaJIH Bh3MOXKHOCTTA 32 pEaKTHBUPAHE Ha WH(EKIHATA.

PecnivpaTopHu peakiuun

CrpobmraBa ce 3a HHTEpCTHLIHATHA 6eoapoOHa 0oiecT, KaKTO M PEAKHY CiIydan Ha OemonpoOHa
XHUIIEPTOHHUS 10 BpeMe Ha JieueHue ¢ tedaynomun (Bx. Touka 4.8). PUCKBT OT HACTBIIBAHETO UM
MOJKe J1a ObJIe TIOBUIIICH TIPH MAIMEeHTH ¢ aHAMHE3a 32 HHTePCTUITHAITHA OeonpoOHa OoJIecT.
HHaTtepcTurmanaara 6e1o1poOHa O0JIECT € MOTEHITHATHO (paTasHO HApyIICHHE, KOSTO MOXKE Ja
BB3HUKHE OCTPO 110 BpeMe Ha Tepanusta. [[yTMOHApHUTE CUMIITOMH, KaTo KallUIuIa U 3a/yX, MOTaT
Ja ObJIaT MPUYKHA 32 MPEYCTAHOBSBAHE HA JICYSHUETO U TIOAXOISIIO MTOCTIESIBAIIO H3CTIeIBAHE.

IlepudepHa HEBpomaTus

IIpu marmenTH, moxy4yaBamy Arava ca chbo0IeHH clTydan Ha niepudepHa HeBpomnaTtus. [lopedero
MAIEHTH ca ce Moao0pmiIH ciie]] mpekpatsBaHe Ha Arava. HabmromaBa ce obade mupoka
BapUaOMIIHOCT TI0 OTHOIICHUE HA KpaHHHS U3XO0JI, T.€. IPH HIKOW MAIMEHTH HEBPOIIATHSATA ©
OT3BYyYaJia, a HIKOH MAIMEHTH ca UMAITU MePCUCTHPAIIY CUMITOMH. Bb3pacT Hax 60 ronunw,
CHITBTCTBAIIN HEBPOTOKCHYHH JIEKAPCTBA U TUabeT MOraT Jia MOBHIIAT PUCKA OT repudepHa
HeBpomnaTusi. AKO MarueHT, KOWTo mpuema Arava passue neprudepHa HeBponaTHs, TpsSOBa Aa ce
00CHIU MpeKpaTsIBaHe Ha JeUeHHETo ¢ Arava 1 IpoBekIaHe Ha TPOIeAypa 3a eTMMUHUPAHE Ha
JIEKapCTBEHUS TIPOAYKT (BXK. Touka 4.4).

Komur
IIpu marueHTHTE, IEKYBaHU C JIEGIYHOMU, € CHOOIIEHO 3a KOJHT, BKIIFOYHTEITHO MUKPOCKOTTHYCH
koiuT. [lanmenTruTe Ha jedeHne ¢ aehIyHOMU, IPH KOUTO BE3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

TpsiOBa Aa OBIAT TOIOKEHN Ha TIOIXO AN JUATHOCTUIHH TIPOIICAYPH.

KpbBHO HayIsirane

KpbBHOTO Hansrane TpaOBa a ce U3MepH IpeIu HAYaI0TO Ha JISYEHUETO C JIeHITyHOMHUT U
MIEPUOANYHO CJIE]T TOBA.

Bu3npon3Bonctso (IpeHOPbKH KEM MBXKETE)

MwpKkeTe marueHTH TpsAoBa 1a ObIaT HAsSCHO 3a B3MOXKHA MEAUMPaHa OT MbXXa (peTarHa TOKCHIHOCT.
Tps6Ba ma OBAC OCUTypEHA CHIINO TMOIXOAIIA KOHTPAIICTIIIHS 110 BpeMe Ha JICUEHHUETO ¢ JIe(hITyHOMU.

Hsama TouHm maHHY 3a pHCcKa OT MeIUMpaHaTa OT Mba (eTanHa TOKCHIHOCT. [IpoyuBanus mpu
JKUBOTHH 32 OIIEHKA Ha TO3W crneruduyueH pyuck odade, He ca MPOBEXKAaHH. 32 HAMAJIIBaHE Ha BCEKU
BB3MOXKEH PHCK, MBXKETe, )KellaeIn Aa Obaat Oamy, TpsiOBa Ja B3eMaT MpeIBH/ IPEyCTaHOBsIBaHE Ha
yrorpebaTa Ha jiepIyHOMHUI U 1a IpHeMaT KojiecTupaMuH 8 g 3 mbTH qHeBHO 3a 11 aum mmm 50 g
aKTHBEH BBIJICH Ha Tpax 4 MbTH AHEBHO 3a 11 aHM.



W B nBaTta ciayuas murazMeHaTa KoHIeHTpamws Ha A771726 ToraBa TpsOBa 1a ce U3MEPH 3a MPHB IIBT.
Cren ToBa I1a3MeHaTa KoHIEHTpaIus Ha A771726 TpssOBa 1a ce onpeaen OTHOBO CIIe HHTEPBaAI OT
mone 14 gun. Ako nBete mia3Menu kounentpamun ca mox 0,02 mg/l u cnex mepros Ha M3UaKBaHe
Half-Mallko OT 3 Mecelia, pUCKBT OT (eTajHa TOKCHYHOCT € MHOT'O HHUCHK.

OuncTBalia nporeaypa

Konectupamun B 1o3a 8 g ce mpmiara 3 MbTH JHEBHO. AJTepHATHBHO, 50  aKTHBEH BBIJICH Ha pax
MOYe J]a ce TIPUIIOKH 4 TBTH JHEBHO. [IpOIBIKUTEITHOCTTA HA ISTIOCTHOTO OYHCTBAaHE OOMKHOBEHO €
11 gau. [IpoabIKUATETHOCTTAa MOXKE J]a Ce TIPOMEHH B 3aBUCHMOCT OT KJIMHUYHHUTE WU T1a00paTOpHU
MOKa3aTelH.

JlakTo3a

Arava cpabpika nakTosa. [TalueHTy ¢ peJIKu HacJIeJCTBEHH MTPOOJIEMH Ha rallakTO3Ha HEITOHOCHMOCT,
Lapp makra3Ha HEIOCTATHYHOCT MIIH TITFOKO30-TaJIAKTO3HA MajlabCopOITus He TpsAOBa a IpueMar TO31
JIEKapCTBEH MPOJIYKT.

BausiHue BbpXy onpeiesisHETO Ha HUBAaTa HA HOHU3WPaH Kallui
BB3MOXHO € N3MEpBaHETO HA HUBATa HA HOHU3UPAH KAJIUI J1a TIOKaXe (PaIITUBO MMOHMKEHI

CTOMHOCTH U JIeUeHHUE C JICITYHOMH 1/UIH TepUPIyHOMH] (aKTUBHHUST META0OINUT Ha
nedIyHOMHU) B 3aBUCHMOCT OT BHJa Ha M3MOJI3BAHUS aHAIM3AaTOP Ha HOHM3UpaH KaJaui (Hamp.
KPBBHO-Ta30B aHaju3arop). [lopanu ToBa nmpu nauneHTUTE, JIEKYBaHH C JIEQIyHOMU] HITH
TepuIIyHOMH, € HEOOXOIUMO J1a C€ MPOBEPH JOCTOBEPHOCTTA Ha U3MEPEHUTE MOHMKEHN HUBA Ha
HOHU3UpaH Kanuuid. B ciy4ail Ha CbMHUTEITHH Pe3yJITaTH ce MPernopbyuBa J1a ce ONpeaein o0mara
KOHILIEHTpalus Ha ai0yMHUH-KOPUTHPAH Kallui B cepyma.

45 B3aumopeiicTBHe C APYrHU JeKAPCTBEHH NPOAYKTH U APYru popMu HA B3auMo/jeiicTBIe
[IpoyuBaHus 3a B3aUMOJIEHCTBUSATA ca POBEXKIAHU CaMO TPU BB3PACTHHU.

YBennuaBaHe Oposi Ha HeXENAaHUTE PEaKIi MOXKe Jla ce HaOJIIo/[aBa MPH CKOPOIITHA UITH
€IHOBPEMEHHA YIOTpeOa Ha XeMaTOTOKCHYHH WIIH XeMAaTOTOKCUYHH JICKAPCTBEHU MPOYKTH HITH
KOT'aTo JICYCHUETO C JeIIyHOMHUJI Ce TIOCIIe/IBa OT IPUEMAHETO HAa TAKHBA JICKAPCTBEHHU MPOYKTH Oe3
MepHo/I Ha OTMHBAHE (BXK. CHIIO YITHTBAHETO OTHOCHO KOMOWHAIIHSI C IPYTH JICYCHHsI, TouKa 4.4).
CrenoBatelHO ce MpenophuBa BHUMATEITHO MPOCIeIBaHEe HA YePHOPOOHUTE CH3NUMU H
XEeMAaTOJIOTHYHHTE MMOKa3aTelll B HauamHaTa (aza Ipu CMsSHA Ha TePaITUsTa.

MetoTtpekcar

IIpu manko (n=30) nmpoydBaHe ¢ eTHOBpEMEHHO mpuiioxkenne Ha edynomus (10 mo 20 Mg mHEBHO)
¢ merotpekcar (10 1o 25 Mg ceaMUYHO), € HAOJI0JaBaHO 2- 10 3-KpaTHO YBEIMUYCHHUE Ha
YepHOAPOOHUTE eH3UMH TIpH 5 oT 30 manmenTn. Benaku yBeTndeHnst ca 0T3ByJald, 2 ¢
NpOIbIDKABAHE HA JBATA JIEKAPCTBEHU MPOJIYKTA U 3 Clie/l IPEyCTAaHOBsIBaHE Ha Je(IyHOMUI.
YBenuuenue, no-roisiMo OT 3-IIbTH € HaOII0JaBaHo MIPH APYTH 5 marpenTa. Bcuuku Te chio ca
OT3BYYaIH, 2 C IPOIbIDKABAHE HA JIBATA JICKAPCTBEHU MPOAYKTA U 3 ClIe/] TPEeyCTaHOBSBaHE HA
nedITyHOMUT.

[Ipu nanyeHTH ¢ peBMAaTOUJICH apTPHUT, HE € YCTAHOBEHO (h)apMaKOKHMHETHYHO B3aUMOJICHCTBHE
mexay nedayromun (10 mo 20 mg naeBHO) U MeToTpekcart (10 mo 25 Mg cenMU9HO).

Bakcunanmu

Hsamva xmuHIYHE TaHHYT 32 e(pUKacHOCTTa U O€3011aCHOCTTA Ha BaKCHHALIMUTE 110 BpEMeE Ha JIYEHHUE C
nedryHOMHU . BakcHHIpaHETO C )KMBU aTCHIONPAHU BaKCHHH 00ade, He ce MpenopbuBa. Jbiarusir



MOTY>KMBOT Ha JiehIryHOMIT TpAOBa /1a ce MMa MPeIBUI, KOTaTo ce IIaHyBa MPUJIOKEHNE Ha )KUBA
aTeHIOMpaHa BaKCHHA Clie]] ciipaHe Ha Arava.

BaD(baDI/IH U APy KYMAPHUHOBH aHTHUKOAI'yJIAaHTHU

Nma cpoOmeHus 3a ciryyan Ha yBEJIMYEHO MPOTPOMOMHOBO BpeMe, KOraTo JiehIyHOMHU ¥ BappapuH
ce mpueMaT €AHOBPEMEHHO. B KIMHNYHO (hapMaKoJIOrH4HO MPOYYBaHE ¢ HAbII0AaBaHO
(hapmakonuHAMUYHO B3auMoeicTBre ¢ Bapdapun u A771726 (Bx. no-nony). [lopaau ToBa, npu
€IHOBPEMEHHO MPUJIOKEHUE Ha Bap(hapuH UK APYT KyMapuHOB aHTUKOAryJaHT, ce IPenophiBa
BHUMATEJIHO MPOCIIeAABaHe HA MEXKAYHAPOIHOTO HOpManu3upaHo cboTHomeHue (INR) u
HaOJII0ICHHE.

HCIIBC/KopTukocTeponau

AKO ManyeHThT Beue NprueMa HecTepouIHH MpoTuBoBb3nanutentu cpenctsa (HCIIBC) n/wmm
KOPTHUKOCTEPOHIH, TE€ MOKE JIa C€ MPOIBJKAT CJIEH 3all0YBaHe Ha JICUSHUETO C JICIyHOMH].

Ed)CKT Ha JIPYTH JICKAPCTBEHH NPOJIYKTH BbPXY JIC(ITYHOMII:

XOﬂecmupamuH Uiu aKmueeH 8vljleH

[IpenopbuBa ce nauueHTUTE, MpUeMaly JeIyHOMUA, Aa HE Ce JIEKYBaT C KOJIECTUPAMHH WU
aKTUBEH BBIJICH Ha MPax, ThI KaTO TOBA BOAM A0 OBbP30 M 3HAUMUTETHO HAMaJIsIBaHE Ha IIa3MeHaTa
KOHLEHTpaus Ha A771726 (akTUBHUAT MEeTaOOIUT Ha JIeIIyHOMHU]; BXK. CBIIO Touka 5). Cunra ce,
ye MEXaHU3MBT ce ABJDKM Ha IPEKbCBaHE Ha EHTEPOXENaTaTHU HUKbBI U/UIM HA CTOMAIITHO-
YpEeBHOTO OTAesiHE Ha A771726.

CYP450 unxubumopu u uHOyKmopu

[IpoyuBanus in vitro 3a *HXUOUpPaHE MPH YOBEIIKH YEPHOAPOOHN MUKPO30MH ITOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBar B MeTabom3Ma Ha jediayHomua. [Ipoy4sane in vivo 3a
B3aUMOJIEHCTBHE C JIeQIYHOMH M IUMETUANH (HecieunpuyueH ciaad HHXUOUTOp Ha uuToxpom P450
(CYP)) nokassa siurca Ha 3HAYMMO BIMSHHE BBPXY ekcrosuimsaTa Ha A771726. Ciier e1HOBpEMEHHO
NPUIOKEHUE Ha €THOKpaTHA J103a Je(IyHOMU [IPH NalueHTH, TPHEeMalld MHOTOKPaTHH 1031
pudamnunuH (HecneurduieH uutoxpom P-450 nnaykTop), MakcumanHute HuBa Ha A771726 ce
yBenuuaBaT npudnusutento ¢ 40%, nokaro AUC He ce mpoMeHst 3HAaUUTENTHO. MeXaHU3MbT Ha TO3H
e(heKT e HesICeH.

E(i)CKT Ha J'ICd)J'IVHOMI/IH BBPXY APYTH JCKAPCTBCHU MPOAYKTH!

Hepopwmu KOHmpayenmusu

[Ipu npoyuBane, nmpu KoeTo Je(pIyHOMHUA € Mpuiiaral eTHOBPEMEHHO C TpHU(a3HU MepopaIHu
KOHTPaLENTHBY, chAbpkamy 30 (g eTHHUIECTPaaNoI, Ha 3ApaBH KEHH JOOPOBOJIKH, HE €
Ha0JIr01aBaHO HaMalsIBaHE Ha KOHTPALENTHBHATA aKTHBHOCT Ha MIPOTHBO3a4aThYHOTO CPEACTBO, a
(dapmakokunetrukaTa Ha A771726 e B npenBrmxknanuTe rpanuiy. HaGmonaBano e hapMakOKHHETUYHO
B3aMMO/JIEIICTBUE C TIepopasiHi KoHTpauenTisu U A771726 (Bx. mo-noiny).

[IpoBenenu ca cnepnuTe GapMaKOKMHETUYHHU U (PapMaKOJIMHAMUYHU IPOYYBAHUS 32
B3auMoeiicTBusiTa ¢ A771726 (rnaBeH akTuBeH MeTabonuT Ha JedayHomun). Toit kaTo mogo0HH
B3aMMOJICHCTBUS JIEKAPCTBO-JIEKAPCTBO HE MOTAT Jia c€ M3KII0UaT 3a J1epIyHOMU/I B
MPETOPBHUUTETHUTE TO3H, CICAHUTE PE3YNITaTH OT U3MUTBAHUATA M MPENOPHKH TPAOBa Ja ce UMaT
MIPeIBU]L TP MALUECHTH, JIEKYBaHH C JIeIyHOMHI;

Edexr Bbpxy penarmunan (cyocrpar va CYP2C8)



Ha6monaBano e nosumasane Ha cpeHata Crax 1 AUC Ha penarnuaug (cboTBeTHO 1,7- 11 2,4-11BTH),
cJie]l MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeanonara ue A771726 e naxuburtop Ha
CYP2C8 in vivo. ETo 3ammo ce npenopbuBa nNpocieasBaHe Ha MAUEHTUTE IPH €JHOBPEMEHHA
yrnoTpeba Ha JIeKapCTBEHHU NMPOAYKTH, KOUTO ce metabonmzupat oT CYP2C8, xaTo Hampumep
penarivHu, NakJIUTaKCeNl, THOTIAUTA30H WIIM PO3UITINTA30H, Thil KATO TE€ MOTaT Ja UMaT [0-BUCOKa
€KCIIO3ULIUSL.

Edekr Bbpxy kodenn (cyocrpat Ha CYP1A2)

MHorokpatHoTo npuioxenue Ha A771726 namanssa cpegnata Cmax 1 AUC Ha xodenH (cyOcTpar Ha
CYP1A2), crotBetHO ¢ 18% u 55%, koeto npeamnonara ue A771726 moxe na Ob1e cnab UHAYKTOP
Ha CYP1A2 in vivo. [lopaau ToBa nexapcTBEHH NPOIYKTH, KOUTO ce MeTabommsupar or CYP1A2
(xaTo HampUMep AYJIOKCETHH, aTOCETPOH, TCOMUINH U TU3aHUIMH), TPSIOBa J1a ce U3MOI3BAT C
MMOBULICHO BHUMAaHHUE 110 BpEME Ha JICUeHHETO, Thil KaTo TOBa OM MOTJIO Ja I0BeJe O HaMaslsiBaHEe Ha
e(pMKaCHOCTTa Ha T€3H NPOLYKTH.

Edexr Bbpxy cyOcTpatn Ha oprannyHusi aHnoHeH Tpancroptep 3 (OAT3)

HaGmonaBaHo e noBumasane Ha cpeanaTa Crax 1 AUC Ha nedakiop (crotBetHo 1,43- u 1,54-1bTH)
cliell MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeamnonara ue A771726 e uaxuburtop na OAT3
in vivo. Ilopagu ToBa € HE0O0OX0OAMMO MOBUIIEHO BHUMAHHUE, KOTATO Ce Mpujlara €HOBPEMEHHO ChC
cyoctparu Ha OAT3, kato nedakiiop, OCH3UINCHUIIWIVH, TUIPOQIIOKCAIIUH, UHAOMETAIIVH,
keronpodeH, GpypoceMul, IUMETUANH, METOTPEKCAaT, 3UJOBYINH.

Edext Bppxy BCRP (mpoTenn Ha pe3UCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOcTpaTu Ha
OpraHMYHUs aHHOHEH TpaHcnoptupail nomunentua Bl u B3 (OATP1B1/B3)

HabmonaBano e nosumasane Ha cpeHUTe Crax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-pTH) ciie; MHOTOKpaTHO npuiioxenue Ha A771726. Berpeku ToBa, He ce HaOIr01aBa BUAUMO
BB3ACHCTBIE HA TOBA NOBUIIIaBaHE HA IJIa3MEHATa €KCIIO3HULINS Ha PO3yBacCTaTUH BbPXY aKTUBHOCTTA
Ha HMG-COA penykrazaTta. AKO ce M3M0JI3BaT €THOBPEMEHHO, 103aTa Ha PO3yBacTaTUH HE TPsiOBa Aa
HaaxBbpist 10 Mg Bengubx nHeBHO. 3a apyru cyOctpatn Ha BCRP (Hamp. MeToTpekcaT, Tomorekas,
cyndacana3ut, 1ayHOPYOUIIHH, JokcopyounnH) u cemeiictBoto Ha OATP, 0co0eHO HHXUOUTOPH Ha
HMG-CoA penykrasata (Hamp. CMMBacTaTHH, aTOPBACTAaTHH, IPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU], pENarInHI, pUPaMITUIIH) €THOBPEMEHHOTO NPUIIOKEHHE TPSAOBa CHILO Aa Ce
M3BBPIIBA C TOBUIIEHO BHUMaHUe. [lannenTuTe TpsiOBa 1a ce HaOIr01aBaT BHUMATEIHO 33 MPU3HALH
Y CHMIITOMH Ha MPEKOMEPHA EKCIIO3UIIHA Ha JIEKApCTBEHUTE MPOAYKTH U TpsiOBa 1a ce uMa MpeaBul
HaMmaJsBaHEe Ha J03aTa Ha TE3U JIEKAPCTBEHH MPOAYKTH.

Edexr Bbpxy nepopannu kourpauentusu (0,03 mg erununecrpaauon u 0,15 mg neBoHoprectpern)
HabmronaBano e nopumasane Ha cpenHaTa Cmax 1 AUCo.24 Ha eTHHIIECTpaaron (ChoTBeTHO 1,58- n
1,54-rbtH) U Crmax 1t AUCo.24 Ha ieBoHOprecTpen (chorBetHO 1,33- u 1,41-rbTH) ciies; MHOTOKPATHO
npuinoxxenue Ha A771726. Beipeku ue He ce 04akBa TOBA B3aMMOJICHCTBHE /1a TIOBIIHSIE
HeOIaromnpuaTHO e(PUKACHOCTTA Ha MEPOPATHUTE KOHTPALICITUBH, TPsIOBa Ja ce 00bpHE BHUMAaHUE Ha
BU/Ia Ha JICUCHUETO C MEePOpajeH KOHTPALICITHB.

Edexr Bopxy Bapdapun (cyoctpar Ha CYP2C9)

MHorokpatHoTo npuioxenue Ha A771726 ne e umano edekt Bbpxy papMakoKHHETHKATA HA
S-BapdapuH, KoeTo mokassa, ye A771726 He e naxubutop wim uaaykrop na CYP2C9. Habnronasano
e obaue HamaJieHue ¢ 25% Ha MaKCUMaJHOTO MEXTyHapoJHO HopManu3upano choTHomenue (INR),
korato A771726 ce mpuiara eqTHOBpeMEHHO ¢ Bap(apHH, B CpaBHEHHE ChC CAMOCTOSTETHO
npuiokeHue Ha Bapgaput. ETo 3amno, xorato BapdapuH ce npuiiara eIHOBPEMEHHO, Ce€ IPEnopbyBa
cTpukTHO npocieasBane Ha INR u HaOmoncHME.



4.6 @epTuauTeT, )PEMEHHOCT U KbpMeHe

BpemeHHocT

AKTHBHHAT MeTa0O0IUT Ha JeduryHOMuUA, A771726 Moxke 1a MPUYUHH TEXKKHA MaQopMaluy Ha
HOBOPOJICHOTO, aKO Ce MpuJiara 1o BpemMe Ha OpeMeHHOCT. Arava e mpOoTHBOIIOKa3aH 1Mo BpeMe Ha
opemeHHOCT (BXK. TOUKa 4.3).

JKenu € netepoieH MOTEHIMANT TPSOBA Jla M3MON3BaT e(heKTUBHA KOHTPAIICTIIIHS 10 BpeMe Ha U JI0
2 roguHu cien gedeHuero (Bxk. “Tlepuon Ha M3yakBaHe™ MO-A0y) WK 10 11 JHM ciel JIeUeHUETO
(Bx. ckpeenns “Ilepmon Ha ouncTBaHE” MO-ITOITY).

[NanuenTkaTa TpssOBa 1a ObJie YBEJIOMEHA, 4e aKO MMa HIKaKBO 3a0aBsiHE HA MEH3KCA MU HAKAKBa
Jipyra MpUYUHA Ja T0JI03Upa OPEMEHHOCT, TS TPSIOBa BeIHATA J1a IPEAYIIPEIN JIeKaps 3a
U3BBPIIBAHETO HAa TECTOBE 32 OPEMEHHOCT, U aKO Ca MOJIOKHUTEITHH, JICKapAT U MAIllMeHTKAaTa TpsOBa
Jla 00CHIAT pHUCKa 3a OpeMeHHOCTTa. BB3MOXHO € upe3 Obp30 HaMaIsIBaHe HA HUBOTO HA aKTUBHHMS
METa0OJMT B KPBBTA, Upe3 3aouBaHe Ha MPOoleaypaTa 3a eIMMIUHAPAHE Ha JIEKAPCTBOTO, ONMCAaHA TO-
JIOJTy, OIIle TIPH IIbPBOTO 3a0aBsHE HA MEH3KUCA J]a C€ HAMAJIM PUCKA 3a TUI0/Ia OT JIC(ITYHOMIL.

[Tpu Masiko MPOCHEKTUBHO MPOYy4BaHe NpH xeHu (N=64), 3a0peMeHeNnn HerIaHUPaHo, TOKaTo ca
npueMaiu JedayHOMH]I 32 He TIOBeUYe OT TPH CEIMHMIIM CIIE/ 3a4€BAHETO | C MOCIIEBAIIA TPOIEeIypa
3a eMMMUHHMpPAHE Ha JIEKapCTBOTO, He ca HaOIronaBanu 3Haunmu pasinuku (p=0,13) B obmara yectora
Ha 3HAYMMU CTPYKTypHU nedektu (5,4%), B cpaBHEHHE € KOATO U Ja € OT CPAaBHUTEIHUTE TPYIH
(4,2% B rpynata cbe 3a06omsBane [N=108] u 4,2% nipu 31paBu OpemeHHH xeHu [N=78]).

[Ipu xeHu, KOUTO npreMaT JeQIIyHOMU U UCKAT Aa 3a0pEMEHEST, Ce MPENnopbyuBa e1Ha OT CICTHUTE
MIPOIEAYPH, 32 J1a C€ KOHCTATUPA, Y€ TUIOABT HE € N3JI0’KEeH Ha TOKCUYHU KOHIeHTpamu Ha A771726
(tapretna xonuenTpanus oz 0,02 mg/l):

Ilepuoo na uzyaxeane

Moske I1a ce oyakBa IIa3MeHnuTe HuBa Ha A771726 ma 6bmat Hax 0,02 Mg/l 3a npoxbInKUTENEH
nepro. Moxe ja ce 04akBa KOHIEHTpanusaTa aa crnajane moj 0,02 mg/l okoso 2 roaunu cien
CIHMpaHe Ha JICUCHUETO C JIeIyHOMHU].

Crnen 2-roquIieH IeproI Ha M34aKBaHe, TTa3MeHaTa KoHIeHTparus Ha A771726 ce n3mepsa 3a
mepBH HT. CIie TOBa MIa3MeHaTa KoHIeHTparws Ha A771726 TpsOBa ma ce ornpenens OTHOBO CIe]
UHTEpBaJ OT MoHe 14 mHu. AKO qBeTe ITa3MeHH KoHIeHTpanuu ca moj 0,02 mg/l, He ce ouakBa

TepaTOTeHEH PHCK.

3a mombIHUTETHA HH(OPMALIUST OTHOCHO M3CIIEABAHETO, MOJIS, CBBpikeTe ce ¢ [IpuTexarens Ha
paspemeHneTo 3a yrnorpeda Win ¢ JJIOKaTHHs My IPEACTaBUTEN (BXK. TOUKA 7).

Ouucmeawa npoyedypa

Crnen criipaHe Ha JIEYEHHETO C JIeQITyHOMUI:

e  KOJIECTHpaMUH 8§ ( ce mpujara 3 mbTH IHEBHO 3a repuon oT 11 nHwy,

e 1w 50 ¢ aKTUBEH BBIJICH Ha IIpax ce mpuiara 4 mbTyU AHEBHO 3a nepuoA oT 11 nuu.

U npu nBete npouenypu obaue, ce U3UCKBa IIPOBEPKA C 2 OTAEIHU TECTa [IPe3 HHTEPBaJl OT IIOHE

14 nHM ¥ TIEPUOJT Ha M3YaKBaHE OT MECEIl M TOJOBMHA MEXLy IbpBAaTa MOsBa Ha IIa3MeHa
konnenTparms oz 0,02 mg/l u omnoxaanero.
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JKenute C geTepo/icH MoTeHIMAI TpsAOBa 1a ObaaT HHGOPMHUPAHH, Y€ CC Hajlara MepPHo Ha H3YaKBaHE
OT 2 TOJWHU CJIe] CITUpaHe Ha JICUCHUETO, IIPEIN T 1a MOXKE J1a 3a0peMeHsBaT. AKO ITepHOIBLT Ha
M3YaKBaHE OT MPUOJM3UTEITHO 2 TOIWHH, C H3IOJI3BAHE Ha HAICKTHA KOHTPAIICTIIHS CE CUMTA 32
HEIMPaKTUYECH, MOXE Ja ce Mpernophya NpodhUIakKTHIHO Ha3HAYaBaHE Ha OYMCTBRAIIA MPOoIeaypa.

W xomnectupaMuH, 1 aKTHBEH BBIJIEH HA MTPaxX MOTaT Ja MOBIHSAT abcopOnusaTa Ha eCTPOTeHN 1
MPOTeCTareHy Taka, Y€ Ha/IeKAHa KOHTPAIEIH C IEPOPaTHI KOHTPAIIETITUBY J1a He MOXe J1a Obe

OCHTypEHa 110 BpeMe Ha O4HCTBaIIaTa mporeaypa ¢ KoJIeCTHPAaMUH HITH aKTHBEH BBIJICH Ha Mpax.
[IpemoppuBa ce U3MTOI3BaHE HA AITEPHATUBHU KOHTPAIIETITUBHU METO/IH.

Kspmene

[Ipoy4BaHusATa MPU )KUBOTHH ITOKA3BaT, Y€ JIe(HIYHOMUJI WM HETOBUTE METAOOIUTH IPEMHHABAT B
MJITKOTO. 3aTOBa, KbPMEIIIUTE KEHU HE TPSOBa Ja mprueMar JehIyHOMUI.

DepTunurer

Pesynrarute oT mpoy4BaHuUATa BHPXY (PEPTHINTETA IIPH )KUBOTHU HE Ca MMOKa3an ePeKT BbpXy
MBKKHSA U KEHCKHSI QEePTUIINTET, HO IPH MIPOYUBAHUATA 32 TOKCHYHOCT IIPH MHOTOKPATHO TIpPHJIaraHe
ca HaOJII0JaBaHK HEXKeNlaH! e()EeKTH BbPXY MBKKHTE PENPOAyKTUBHH OpraHu (BXK. Touka 5.3).

4.7  EdexTu BbpXy crioco0HoCTTA 32 I0pUpaHe H padoTa ¢ MAIIMHA

B ciydan Ha He)XenaHH peakIUy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha MAIMEHTHUTE /1a & KOHIIEHTPHpAT
U Jla pearnpart MpaBUIIHO MOJKe J1a ObJie HapylIeHa. B TakuBa ciydau manueHTuTe TpsioBa 1a ce
BB3IBPKAT OT ModupaHe U padboTa ¢ MAITHHU.

4.8 Hexeaanu JeKapcTBeHH peaKkuu

O060061eHre Ha npoduiaa Ha 0€30HaCHOCT

Haii-uecto cho0IIaBaHNTE HEXKEITAHN PEAKIMK NPH JIeIYHOMH]] ca: JISKO TIOBUIIIABaHEe HA KPHBHOTO
HaJlsITaHe, JICBKOIICHMSI, TIapecTe3us, I1aBo0oIie, 3aMasiHOCT, TMapusl, rajieHe, OBPhIIaHe,
HapyIIeHUs HA YCTHATA JIUTaBHIa (HAIp. apTO3eH CTOMATHUT, SI3BH B yCTaTa), KopeMHa 00JIKa, 3aCHIICH
Kocomaz, ek3eMa, 00puB (BKIIFOUUTEITHO MAKYJIOTAIyJI03¢H 0OpPUB), ChpOEK, CyXa KOXKa,
TEHOCHHOBHT, nopuiaBane Ha CPK, anopekcus, 3aryda Ha Teryio (0OMKHOBEHO He3HaUnUMa), aCTCHHS,
JIEKW aJISPTUYHU PEAKITNH U TIOBHINIABaHE HAa YEPHOAPOOHUTE TIOKa3aTeH (TpaHcaMruHas3u (0co0eHO
AJIAT), no-psimko rama-GT, ankanaa ¢ocdarasa, OHIUpyOHH)).

Kiracudukanms Ha 09aKBaHUTE YECTOTH.

Meuoro uectu (>1/10); gyectu (>1/100 no <1/10); wewectr (>1/1 000 no <1/100); peaxu (>1/10 000 mo
<1/1 000); muoro peaxu (<1/10 000), ¢ HensBecTHa YecToTa (OT HATMYHUTE JAHHU HE MOXeE Ja ObJe
HallpaBeHa OIICHKA).

[Ipu Besiko rpymnmpaHe B 3aBUCHMOCT OT 4eCTOTaTa, HeXXeJIaHUTE JIEKapCTBEHU peaKInu ce n30posiBat
B HU3XOJISAIII PeJl IO OTHOIIIEHUE HA TAXHATA CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penxwu: TEXKH HHPEKIINA, BKIIFOUUTEITHO CETICHC, KOUTO MOXe Aa Obae dataineH

Kakro npyru cpencTBa ¢ MIMyHOCYIPECHBEH OTSHIIUAN, JIE(ITYHOMH] MOXKE J1a YBEITHIH
MOJATIANBOCTTA KbM HH(PEKIMH, BKIIOYUTETHO OMOPTIOHUCTHYHN HH(pEKInH (BXK. ChINO0 Touka 4.4).
CrnepmoBaTenHOo 001maTa 4ecToTa Ha HH()EKIIUHATE MOXeE J1a Ce YBEIH4IH (0COOEHO Ha pUHUT, OPOHXUT H
ITHEBMOHUSA).
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Heonnasmu — 0obpoxawecmasenu, 3noxavecmseenu u HeonpeoeieHu (6K KUCMU U NoIUnu)
PuckbT 0T 310KaYeCcTBEHOCT, 0c0OEHO JIMMdoIporepaTUBHA HAPYIICHNUS, € YBEIUICH TIPU
yroTpedaTa Ha HAKOU HMYHOCYIIPECOPH.

Hapywenus na kxpvema u aumgpnama cucmema

Yecru: neskomerus (mesxount >2 g/l)

HeuecTn: aHeMus1, Jeka Tpomoormronenus (Tpomooruta <100 g/l)

Penku: HaHIMTOIICHNUS (BEPOSTHO Ib/DKAIIA CE HA aHTHIIPOIH(EepaTHBEH MEXaHU3bM),
neskomenus (meskouutu <2 g/l), eosnnodums

MHoro peaku: arpaHyJoLuTO3a

CkopotrHa, eTHOBpEMEHHA WITH TTOCIIEABAIA YITOTpeba Ha TOTEHITHATHO MUEIIOTOKCHYHH CPEICTBA
MOJKe J1a ObJIe CBBbp3aHa C IMO-BUCOK PUCK OT XeMaTOJIOTUYHU PEaKITHH.

Hapywenus na umynnama cucmema

Yectn: JIEKW aJIEPTUIHH PEaKIIuN

MHoro peaxu: TEXKHU aHA(PIIAKTHIHA/aHa()DUITAKTOUTHU PEaKIINH, BACKYJIHT, BKIFOUNTEITHO
KOXKeH HEKPOTH3HpAIIl BACKYJIUAT

Hapymenuﬂ Ha Memabonuzma u XpaHenenio

Yectu: nosuinaBane Ha CPK

Heuectn: XUIIOKATUEMHUS, XUIIEPIHIUACMUS, XUIohochaTeMus
Penxu: nosuiasane Ha LDH

C nensBecTHA

4ecToTa: XUIMOYPUKEMUS

Tcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepgnama cucmema
Yectn: napecTesus, r1aBodonme, 3amaliBane, neprudepHa HeBpOIaTHs

Cvpoeunu HapyuieHus
Yectn: JIEKO MTOBHIIIaBaHE Ha KPBBHOTO HAJISITAHE

Penku: 3HAYUTCIIHO IMOBUITaBaHE HAa KPbBHOTO HAJIATAHE

Pecnupamopnu, epbonu u meduacmunanuy HapyuieHus

Penxu: WHTEepCTUIHATTHA OenoapoOHa 6osecT (BKIIOYUTETHO HHTEPCTHIIHATICH
MTHEBMOHUT), KOSITO MOXKe 7la Obj1e (haTanHa

C HemsBecTHa OemonpoOHa XUTIEPTOHUS

94ecToTa:

Cmomawmno-upesnu HapyueHus.

UYecru: KOJIUT, BKIIFOUUTEITHO MUKPOCKOITMYEH KOJIMT, KATO HapuMep JIUMQPOLUTEH
KOJIUT, KOJIATE€HO3€H KOJIUT, AMapHs, rajieHe, IOBPbIIaHe, yBPEKAaHe Ha yCTHATA
nuraBuia (Harp. ahToO3eH CTOMATHT, 5I3BU B yCTaTa), KOpeMHa 00ika

Heuectu: HapyLIeHUs BbB BKycCa

MHoro peaxu: MaHKPEaTUT

Xenamoobunuapru HapyweHus.

Yectn: MTOBUINIaBaHE Ha YEPHOAPOOHUTE MOKazaTenu (TpaHcaMuHasm [ocodero AJIAT],
mo-psiako rama-GT, ankannaa dhocdaraza, OunupyOuH)

Penkn: XETaTuT, )XBJITCHUIIA/X0JIecTasa

MHoro peaku: TEKKO YEPHOAPOOHO YBPEKIAaHE KaTO YePHOAPOOHA HEAOCTATHYHOCT U OCTPa

4yepHOAPOOHA HEKPO3a, KOUTO MOTAT Ja ObaaT daTaHu
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Hapymenu;z Ha Kodcama u NOOKONCHAMA MbKAH

Yectu: 3aCHJICH KOCOTIa, €K3eMa, 00pHB (BKIIFOUMTEITHO MAaKyJIONAITyJI03¢H 00pHUB),
cBpOeK, cyxa Koxa

Heuectu: ypTUKapUst

MHoro peaxu: TOKCHYHA eMUepMaliHa HeKpoJIu3a, CHHAPOM Ha Stevens-Johnson, epurema
Myntadopme

C HemsBecTHa KOXKEH JIYITyC epUTEMATO/IEC, ITyCTYJIO3€H IICOPHA3KC WIIH BIIOIIaBaHE Ha

YecToTa TICOPUA3UC, IEKAPCTBEHA PEAKIIHSI C €O3MHODMIHS U CUCTEMHH CHMITTOMH
(DRESS)

Hapywenus na myckynno-cxenremnama cucmema u CbeOUHUMeEIHAma movKam
Yectu: TEHOCHHOBHT
Heuectn: PYIITypa Ha CyXOKUITHE

Hapywenus na 6vbpeyume u nuxounume nomuwya
C HensBecTHA 0BpOpeYHa HEMOCTATHYHOCT
4ecToTa:

Hapyuwenus na ev3npouzgooumennama cucmema u 2opoama
C HensBecTHA rpaHudHO (00PAaTHMO) OHIKAaBaHEe HAa KOJMISCTBOTO Ha CIICPMATO30HIUTE,
YeCTOoTA: o01Irs Opoit CriepMaTO30HUIN U TOJIBIYKHOCTTA M

Obwu napyuienus u epexmu Ha MACMOMO HA NPUTOICEHUEe
Yectu: aHOpeKcHs, 3aryda Ha TerJio (OOMKHOBEHO HE3HAUNMA), ACTCHHS

Cpo011aBane Ha MOI03UPAHN HEXKEIIAHU PEAKITHN
Cp0o011aBaHEeTO Ha [MOJ03UPAHH HEKEJIaHU PEakiliy Cliel] pa3pellaBaHe 3a yrnorpeda Ha JIEKapCTBEHHS

MPOIYKT € BaxkHO. ToBa MO3BOJISIBA 1a TIPOIBIKH HAOIIOICHHETO Ha CHOTHOIIIEHUETO TT0JI3a/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CICITHAIFCTH CE€ M3UCKBA JIa ChOOIIaBaT BCAKA
[0I03UpaHa HeXKeIaHa Peakiys ype3 HallMOHalHA CHCTEMA 3a ChOOIaBaHe, MOCOYCHA B

[punoxxenue V.

49 IIpeno3upane
Cumnromu

Nma croOiieHust 3a cirydar Ha XpOHHYHO MpeIo3upaHe NMpHU MalMeHTH, TprueMainy Arava B THeBHU
JIO3H JIO TIET ITBTH MO-TOJIEMH OT PENOPHUYUTEHATA JJHEBHA J1032, U CIIy4ad Ha OCTPO MPeI03upaHe
NIpY BB3PACTHU U Jiena. HaMa choOIIeH s 32 HeXKeTaH! CHOUTHS MIPH TIO-TOJIIMATa YacT OT CIIyYauTe
Ha Tipeno3upane. Hexxenmannre chOMTHS, CBBMECTHMH ¢ Mpoduia Ha 0€301acHOCT Ha JIeITyHOMH]T ca:
KopeMHa 0oJiKa, TajieHe, Tuapus, MOBHIIICHN Y€PHOIPOOHN CH3UMU, aHEMHS, JIEBKOTICHUS, ChPOCK H
0o0puB.

OsnajsgBaHe

B ciydaii Ha peio3upaHe WM TOKCUYHOCT, C€ TIPETIOPhYBa PUEMAHETO HAa KOJIECTHPAMUH HITH
aKTUBEH BBIJICH, 32 YCKOPSIBaHE HA SIIMMUHHUPaHETO. KojecTupaMuH, TPUIIOKEH MEPOPAITHO B 71032 OT
8 g Tpu nbTH IHEBHO 3a 24 yaca Ha TpuMa 3ApaBy JOOPOBOJIIM € HaMaJIKJI IIJIa3MECHUTE HUBA Ha
AT771726 c oxomno 40% 3a 24 gaca u ¢ 49% mo 65% 3a 48 gaca.

JlokazaHo e, 4e MPHUII0KCHNUETO Ha aKTHUBEH BBIVICH (IIPax, MPUTOTBEH KAaTO CYCIICH3Hs) MPe3 ycTaTa
WM 9pe3 HazoracTpaimHa corna (50 g Ha Bceku 6 yaca 3a 24 gaca), HaMallsBa IJIa3MECHHUTE
KOHIICHTpAINH Ha aKTUBHU MeTa0omuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 4Jaca.

Te3u ouncTBANIY MPOIIEYPH MOXKE JIa C€ TIOBTOPSIT NPH KIMHHYHA HEOOXOIUMOCT.
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IIpoyuBanus npu xemoauanausa 1 CAPD (xponnuHa aMOyiaTOpHa IEPUTOHEAIHA THAIM3a) [TOKA3Bar,
ge A771726, oOCHOBHUAT MeTaOOIUT HA JeIyHOMHU HE MOXKE Ja Ce THaTu3npa.

5.  ®APMAKOJOI'MYHHU CBOMCTBA

51 d@apmakoaMHAMUYHH CBOICTBa

dapmakoTepaneBTUYHA Tpyna: celnekTuBHU umyHocynpecopu, ATC xoa: LO4AAL3

dapmakonorust Ipu xopa

Jledmyromun e 6onecT-MOAUMPHUITIPAIIIO AHTHPEBMATHYHO JICKAPCTBEHO CPEACTBO C
aHTUTIPONIU(EPATHBHU CBONCTBA.

dapmMakoIoTHs IPU KUBOTHH

Jlepmynomu € eeKTHBEH NP MOJIENI HA apTPUT U APYTH ABTOUMYHHH 3a00JISIBAHUS [IPH KUBOTHH,
a Taka ChIO U MPH TPAHCIIAHTAIHS, TIIABHO aKO ce TIPWJIOKH BEB (hazaTta Ha ceHcuOwm3npane. Toi
UMa UMYHOMOTyJTHpaIli/UMyHOCYTIPECUBHH CBOWCTBA, JEHCTBA KaTO aHTHUIIPOJIU(PEPATHBHO CPEIICTBO
C MIPOTHUBOBB3NAIUTEITHH CBOWCTBA. [IpH JKUBOTUHCKH MOJIENTM Ha aBTOMMYHHH 3200JIIBaHUS
nedITyHOMUT TIOKa3Ba Ha-100Bp MPOTEKTUBEH e(DEKT IpH MPIIOKEHUE B paHHATa (pa3a Ha pa3BUTHE
Ha 3a00JIsIBaHETO.

In vivo To# Obp30 ¥ IOYTH HAIBJIHO ce MeTabom3upa 10 A771726, KOUTO € aKTUBEH in Vitro v ce
NpEIIoiara, 4e € OTTOBOPEH 3a TeparieBTUYHUS e(eKT.

MexaHn3bpM Ha ICUCTBHE

A771726, akTHBHHST METaOOJIUT Ha JIeIYHOMHU, TOATHCKA CH3UMA TUXHAPOOPOTAT JEXHUIPOTCHA3a
(DHODH) mipu xopa 1 TIposiBIBa aHTHIIPOIU(PEPATHBHO JEHCTBHE.

Kinunuyna edhukacHOCT U 0€301macHOCT

Pesmamouoen apmpum

EdukacnocTtra Ha Arava mpu jedeHrne Ha PeBMaTOHICH apTPUT € JoKa3aHa MpH 4 KOHTPOIHUPAHHU
usnutBanus (1 BbB dasa Il u 3 BeB ¢aza lll). IIpu dasza |l usnureanero, mpoyusane Y U203,

402 yyaCTHUIIM C aKTHBEH PEBMATOUJICH aPTPHT Ca PAHJIOMU3UPAHH Ha IIane0o
(n=102),medpynomun 5 mg (n=95), 10 mg (n=101), unu 25 mg/nuesuo (n=104). Jleuernero e
MIPOIBIDKIIIO 6 Meceria.

Benuku narpentd BbB ¢asza |l usnureanusTa ca npuemanu HadaiaHa go3a ot 100 mg 3a tpu aHu.
IIpu npoyusanero MN301, 358 y4acTHHUIM ¢ aKTUBEH PEBMATOM/ICH apTPUT Ca PaHIOMHU3UPAHU Ha
aedayromua 20 mg auesHo (N=133), cyadacanasun 2 g naeBro (N=133) win mrae6o (n=92).
JleyeHneTO € MPOABLIDKUIIO 6 Mecela.

IIpoyuBanero MN303 e ¢akynraTuBHO cisiio 6 MecedHo npoabipkeHrne Ha npoyaBane MN301 Ge3
Turane6o Tpyma, Ipr KOETO ce cpaBHABA ePeKTHT OT 12 MecedHo nmpuemMane Ha JIehITyHOMHUT U
cyndacarasmH.

[pu npoyuBanero MN302, 999 y4acTHHITM ¢ aKTHBEH PEBMATOUJICH apTPUT Ca PAHIOMU3UPAHU Ha
aedayromua 20 mg/maesno (N=501) wiu metorpekcat 7,5 mg/ceamuuno 10 15 Mgy/ceaMUIHO
(n=498). To6aBsiHeTO Ha (osHeBa KUCETHHA € OMIIo 1Mo u300p U € mpumaraHo camo mpu 10% ot
nmanyueHTuTe. JledeHneTo e mpoabkmio 12 mecera.

Ipu npoyusane US301, 482 yyacTHUIIM C aKTUBEH PEBMATOUICH apTPUT Ca PaHIOMHU3UPAHU HA
aedayromua 20 mg/maesno (N=182), metotpekcar 7,5 mg/ceamuuno a0 15 mg/cenmuano (n=182),
ui wiane6o (N=118). Bcuuky marueHTH ca moxy4aBaiy no 1 mg ¢pojaueBa KUCeIMHa 1Ba IbTH
IHEBHO. JIeueHneTo e MpoIbKIIo 12 Mecera.
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JlepnyHomuz B mHEBHA 103a Haii-maiiko 10 mg (10 mo 25 mg B npoyusane YU203, 20 mg B
npoyuBanust MN301 u US301) e moka3an cTaTUCTUYSCKU 3HAYUMO MO-100bp e(heKT OT ianedo mpu
HaMaJsBaHEe Ha MPU3HAIMTE ¥ CUMIITOMUTE HA PEBMATOUTHUS APTPHUT MPH BCUYKH

3 ttane6o-KoHTpoIupany u3nuTBanus. CTerneHTa Ha OTTOBOP Ha JICUSHHETO O KiiacupuKaImsaTa Ha
ACR (AMepHKaHCKHS KOJIEXK IO peBMaToiorus), B mpoyuBanero Y U203 e 27,7% npu mnaie6o,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesro. [Ipu dasa Il usnurBanusra,
crernieHTa Ha otroBop 1o ACR 3a nedunyHomua 20 mg/nHeBHO, cipsamo miamnebo e 54,6%, crupsmo
28,6% (npoyuane MN301) u 49,4%, cripsimo 26,3% (mpoyusare US301). Crien 12 mecena Ha
AKTHUBHO JIeUeHue, crereHTa Ha otroBop mo ACR npu nauuentute Ha edaynomun e 52,3%
(mpoyuBanust MN301/303), 50,5% (npoyusarne MN302) u 49,4% (npoyusane US301), B cpaBHEeHHE C
53,8% mpu marrenTuTe Ha cyiadacanasun (nmpoyusanus MN301/303), u meToTpekcar - 64,8%
(mpoyuBare MN302) u 43,9% (npoyusane US301). ITpu npoyusarne MN302 iedayromus e
3HAYUTEIIHO M0-c1ab0 edekTrBeH OT MeToTpeKkcaT. Obaue, npu npoyuyBane US301 He ca ycTaHOBEHH
3HAYMMU PA3IUKHA MEXKIY JIeITYHOMH]] 1 METOTPEKCAT, B IIbPBUYHUTE MapaMeTpH 3a epukacHocT. He
e HaOrogaBaHa pa3nuka Mexnay Jiedaynomun u cyndacanasus (mpoyusane MN301). EdektsT ot
JISYEHUETO C JIe(DITYHOMHI Ce € TTPOSBHI ciiex 1 Mecer, ctadmim3upan ce e cinex 3 1o 6 Mecena u e
MPOIBIDKUIT TIO BpEMe Ha IIeJIHs Kypc Ha JICUeHHe.

Panomusupano, 1BOWHO-CIISIO, MApaIeTHOTPYIOBO, HOHUH(QEPHOPHO MPOYIBaHE, CPABHSBA
OTHOCHTENHATa e(h)MKACHOCT Ha JIBE€ PA3IMYHU THEBHU MMOAIbpKaM qo3u JedyHomua 10 mg u

20 mg. Ot pe3ynTaTuTe MOXKeE Jia ce 3aKJII0YH, Ye Pe3ysITaTHTe 32 e(hPUKACHOCT Ha MOAIbpKaIiarTa 103a
ot 20 Mg ca mo-0aronpusTHH, HO OT JpyTra CTpaHa, pe3yiaTaTuTe 3a 0€30MacHOCT ca B MOJI3a Ha
roaabpkaniara gqo3a ot 10 mg.

THeouampuuna nonynayus

JlepmyHOMUT € M3CIIEABAaH B OTJICIHO MYJATHIICHTPOBO, PAHJIOMHU3UPAHO, TBOWHO-CIISTIO, aKTUBHO-
KOHTPOJIMPAHO W3NHUTBaHe Mpy 94 marmenTy (47 B Tpyma) ¢ MOJIMAPTUKYIAPEH THUI IOBEHHIJICH
peBmarounsicH apTpuT. [larenTrTe ca Ha Bh3pact 3-17 TOAMHY, ¢ aKTHBEH IMOJIMAPTUKYIAPEH THUIT
IOPA, He3aBHCUMO OT HA4aJIOTO Ha 3a00JSIBAHETO M HE ca JICKYBAHH JIOCETa ¢ METOTPEKCAT WIN
neduynomu. B ToBa m3nuTBaHe, HaTOBapBAaIaTa 032 M MOIbPIKAIaTa /1033 Ha JeqIyHOMHU]I ca
OTIPeICIIEHH B TPH KATETOPHH, B 3aBUCUMOCT OT TernnoTo: <20 K, 20-40 kg u >40 kg. Cren

16 ceamuIy Ha JieUeHUE, Pa3HKaTa B CTEIICHTA Ha OTTOBOP € CTATUCTUYECKH 3HA4YMMa B T0J13a Ha
meTotpekcaT mpu FOPA Ormpenensue Ha momoopenneto (OIT) >30% (p=0,02). Ilpu pearupanmure,
TO3W OTTOBOD € MOAIbPKaH B MPOABIKEHUE Ha 48 cenmunn (BXK. Touka 4.2).

XapakTepbT Ha HeXKEIIaHUTE CHOUTHS Ha JIe(DITYHOMUI U METOTPEKCAT M3TJIeXk 1a CXOJIeH, HO J103aTa,
W3M0JI3BaHa MIPY MAIMEHTH C TTO-HUCKO TETJI0, BOJM JIO OTHOCUTEITHO HUCKA SKCTIO3UIHS (BXK. TOUKA
5.2). Te3u naHHM HE TTO3BOIABAT €(heKTHBHA M Oe30IMacHa IMpenophKa 3a J03UPOBKA.

Tcopuamuuen apmpum

Edukacnoctra Ha Arava npu JieueHue Ha ICOPHATUYCH apTPUT € JIOKa3aHa MPU KOHTPOIUPAHO,
paHIOMH3UPAHO, ABOMHO-CIIsAO TipoyaBade 3L01 mpu 188 manueHTH ¢ mcopuaTudeH apTpuT,
nekyBanu ¢ 20 mg/meH. [IpoapDKATETHOCTTA HA JICUSHHE € 6 Mecera.

Jlepmyrnomua 20 mg/neH e 3HaYUTETHO MO-A00Bp OT TUTanedo 3a HamMalsiBaHe Ha apTPUTHHUTE
CHMTOMM TIpH TarueHTy ¢ ncopuatudeH aptput: KOJIIIA (Kpurepuu 3a 0TTOBOp KbM JICYSHHUETO HA
TICOpUATHYEH apTpHT) pearupanure ca 59% B rpynara Ha nedaynomun u 29,7% B rpymnaTa Ha
mianebo 1o 6 mecena (p<<0,0001). EdexTsT Ha nedmyHOMIA BpXy mogoOpsiBaHe Ha QyHKIUATA H
HaMaJsIBaHE Ha KOKHUTE JIE3UN € YMEPEH.

Tocmmapkemunzosu npoyusanus

Panmomu3upano npoydyBaHe olleHsIBa KIMHHYHO e(prKacHaTa CTETeH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAUJIC nauuentu (n=121) ¢ panen PA, kouro ca nonydasaau 20 mg wiu 100 mg sedynomun B
JIBE MapajielIHy TPYITH, IO BpeMe Ha HAYaIHUS TPHIHEBEH JBOMHOCIST epruo. HauamHusar nepuon e
MOCJIeIBaH OT TPUMECEUCH OTKPUT MOIBPIKAII TIEPHOJI, TIO BpeMe Ha KOWTO U JIBETE IPYIH ca
rosrydaBanu neduryHoMu B 1o3a 20 mg gaeBHo. He e HabrogaBaHo HapacTBaHe Ha o0IIaTa mojisa B
M3cieBaHaTa MOMyJIaIisl IPYU MPUIOKEHUETO Ha HATOBapBalla cxeMa Ha npwiarane. JlaHauTe 3a
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0€30MMacHOCT, MOJIYYEHH OT JBETE TPYIH Ha JICYCHHUE, Ca B ChOTBETCTBUE C M3BECTHHUS MPOQHIT HA
0e30macHOCT Ha JIeIyHOMHI, KATO YeCTOTaTa Ha CTOMAIITHO-YPEBHU HEKETaHH ChbOUTHUS U Ha
MOBUIIICHN YSPHOAPOOHH SH3MMH € TI0-BUCOKA TP MAI[MEHTUTE, TOJyJYaBallld HaToBapBaiia 103a OT
100 mg nedayHomu.

5.2 @apmMakoKHHETHYHHU CBOHCTBA

JlepmyHoMum 6bp30 ce MeTabOIU3Upa 10 aKTUBHUS cH MeTabomut, A771726 upes “first pass”
MeTaboIM3bM (Upe3 OTBapsiHE Ha IMPBCTEHA) B UpEBHATA CTEHA U yepHUs apo0. [Ipu mpoydsane ¢
n3oTonHo Oensaszan HC-nedryHoMu npy TpUMa 3ApaBH J0OPOBOJILY, HE € HAMEPEH HENPOMEHEH
nedIyHOMU/I B TUTa3MaTa, yprHaTa win ¢pexanmuute. [Ipu npyru npoydBaHus, pSAKO Ce OTKpUBAT
KOJIMYECTBA HETPOMEHEH JIe(IyHOMHU/T B ITa3MaTa, B INIa3MEHU HUBA OT mopsirbka Ha ng/ml.
EnuncTBeHUAT paanoakTHBeH MeTaboIuT B miaszmara € A771726. To3u MeTaboIuT € OTTOBOPEH U 3a
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHH 3a eKCKpenusaTa oT nmpoy4usade ¢ 1*C nmokassat, 4e Haii-Maiko 82 1o 95% o mo3ara ce
abcopbupa. Bpemero 3a qocturane Ha MaKCHMalTHaTa TuTa3MeHa KoHIeHTpamusa Ha A771726 e MHOTO
pasnugHO: MeKay 1 1 24 daca cies emHOKpaTHO nmprueMane. JleuryHoMum Moxe 1a ce mpruemMa
€THOBPEMEHHO C XpaHa, Thil KATO CTEIEHTa Ha aOCOPOIHS € CpaBHUMA Ha TTIAJIHO ChCTOSTHUE H CJIC]
xpanere. [lopaan M3BBHPEIHO ABIATH MOTYKUBOT Ha A771726 (0K0JI0 2 ceIMUIIN), TIPU KIMHUIHUTE
MIPOYYBAHUS € M3IM0JI3BaHa HaToBapBama g03a ot 100 mg 3a 3 mHM 3a 1Mo-0BP30 TOCTUTAHE Ha
cTarimoHapHH HUBa Ha A771726. M3uncieHo e, ue 6e3 HaTOBapBalia 103a, 3a JOCTUTAaHETO Ha
CTallMOHAPHU IJIA3MEHU KOHIIEHTPAIIWH IIe ca HeOOXOIMMH TTOYTH J[Ba Mecela npuioxenue. [Ipu
MPOYYBaHUS ¢ MHOTOKPATHO NMPUIIOKEHUE, TIPH MAIUSHTH ¢ PEBMATOWJICH apTpUT,
(hbapMaKOKWHETUIHHTE TTapamMeTpu Ha A771726 ca TMHEWHH 3a T030BUS qUara3oH ot 5 mxo 25 mg. [lpu
TE3H MPOYUYBAHUS, KIMHUIHHUAT €PEKT € MPSIKO CBHP3aH C IUIa3MeHaTa KOHIleHTpanus Ha A771726 u
Ha JHEBHATA J03a Ha JedayHomun. [Ipu qo3a ot 20 Mg/ mHeBHO, cpeaHaTa Iura3MeHa KOHIIEHTPATIHS
Ha A771726 B cTalMOHAPHO CHCTOSIHUE € prOmusuTenso 35 ug/ml. Ipu cranmuoHapHO CHCTOSIHHE
TJIa3MEHHATE HUBA ca OKOJIO 33-35 IBbTH MMO-BUCOKH, CPAaBHEHHM C TE3W MPH CAMHNYHA J034.

Paznpenenenue

B goBemkara miasma A771726 ce cBbp3Ba €KCTEH3MBHO ¢ TiporennnTe (anbymunnre). Hecpbp3anara
yacT e okoJio 0,62%. Cebp3Banero Ha A771726 ¢ nmina3meHus anOyMUH € THHEWHO B PAMKHUTE Ha
TepaneBTHYHUTE ITa3MEHU KOHIICHTpaluK. To € JeKo HaMajIeHO U BapuaOWITHO MPH MAIUEHTH C
PEBMATOUJICH apTPUT MM XPOHUYHA OBOpEeUHa HEJIOCTATHYHOCT. EKCTEH3MBHOTO CBBP3BaHE Ha
AT71726 ¢ mpoTenHUTE MOKE J]a JTOBEIE JO N3MECTBAHE Ha IPYTH €KCTCH3UBHO CBBbpP3aHM JIEKapCTBa.
[poyuBanus in vitro 3a B3aMMOJICHCTBIE HA HUBO CBBbP3BaHE C IUIa3MEHHUTE MPOTEHHHU C BappapuH B
KJIMHAYHO 3HAYMMH KOHIICHTPAIIMYU HE TIOKa3BaT B3anMo ieicTBUs. [10100HU TpoyYBaHuUs C
noympodeH u TMKI0()EeHaK CHINO HE TTOKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBp3BaHe,
JIOKaTo HecBbp3aHara Gpakius Ha A771726 ce yBenudasa 2 10 3 IBTH NP HAIWYHE HA TOJIOYTaMUI.
A771726 n3mectBa nOynpodeH, qukiIodeHak u Toa0yTaMuI, HO HeCBbp3aHaTa (ppakuus Ha Te3H
JIEKapCTBEHU IPOAYKTH ce yBenmrndasa camo ¢ 10 go 50%. Hsama manHM 3a KIIMHUYHO 3HAYEHUE Ha
Te3u edekTh. [Topamn 3HAYNTEITHOTO CH CBBP3BaHE ¢ IIa3MeHuTe O0enThim A771726 nMa HUCHK 00eM
Ha pasnpenaenenne (oxoio 11 murpa). He e ycranoBeHo npedepeHnnaIno IoeMaHe OT epUTPOIUTHTE.

Bbuorpanchopmarnus

Jledbmyromun ce meTabou3npa 10 eauH ocHOBeH (A771726) 1 MHOTO APYTH BTOPOCTEIICHHN
MeTabosuTH, BkIounterao TFMA (4-tpudayopomeTrnanmin). MerabonutHaTa
ouotpanchopmarus Ha edryHOMET 10 A771726 m mocneaBamuaT Mmetabonu3sM Ha A771726 He ce
KOHTPOJIMPA OT €JIMHUHCTBEH €H3UM U CE M3BBHPIIBA KAKTO B MUKPO30MaJIHATA, TAKA M B IIUTO30JTHATA
KIIeTHIHH ppakiuu. [IpoyuBanns 3a B3anMOACHCTBIE C IUMETHANH (HecnenududeH NHXHOUTOp Ha
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uToxpoM P450) u pudamnunus (HecrnenupudeH muToxpom P450 uHmIyKTOp) MOKA3BaT, Y€ in Vivo
CYP en3umuTe ydyacTBaT B MeTa00IM3Ma Ha Je(IYHOMHU CaMO B MajIKa CTEIICH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO M ce XapaKTepu3nupa ¢ KIUPBHC OT mopsabka Ha 31 ml/h.
ENMMUHAITMOHHUSAT TIOTYKUBOT € OT Mopsiibka Ha 2 ceamuiy. Criel| MpriioKeHne Ha OensizaHa ¢
W30TOII 71032 JIeITYHOMHUI, paJIMOAKTUBHOCTTA CE OT/IEJIS €IHAKBO BHB (hEKAINUTE, BEPOSTHO Upe3
SITMMUHUPAHE ¢ XThUKaTa, U B ypuHata. A771726 Moxe aa ce OTKpHe B ypruHATa U PEKATUUTE 10
36 HU cieq eTHOKpaTHO MpueMane. [ TaBHUTe MeTaboIUTH B ypUHATA ca TIIOKYPOHUIN Ha
nedmyroMu (raaBHO B poouTe oT 0 mo 24 gaca) M OKCaHWIIOBO TIpon3BoiHO Ha A771726. BeB
(hexanuuTe ce OTKpuBa Ti1aBHO A771726.

YCcTaHOBEHO €, Ue MpH X0pa MPUIIOKEHUETO Ha ITEPOPATHA CYCIIeH3UsI aKTHBEH BBIVICH Ha Mpax WU
KOJIECTHPaMHH BOAH JI0 ObP30 ¥ 3HAYUTEITHO YCKOPSABaHE Ha eKckpenunsaTa Ha A771726 u HamansBaHe
Ha IJIa3MEHHUTE KOHIICHTpaIuH (BX. Touka 4.9). ToBa ce TbIKU Ha CTOMAITHO-IYPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITN Ha TIPEKhCBAHE HAa EHTEPO-XETaTATHUS [IUKBIL.

BbrOpedno yBpexmane

JlenyHOMU € IPUIIOKEH B €IMHUYHA IIepopajiHa 1o03a oT 100 Mg npu 3 manMeHTy Ha XeMorain3a
1 3 maIlMeHTH Ha MPOabJDKUTENHA nepuToneanta auanusa (CAPD). dapMakokrHETHKATa Ha
A771726 npu narmertr Ha CAPD u3riexia cXomaHa ¢ Ta3u MpH 3apaBu 100pososiiu. [1o-06p30
enuMuHUpane Ha A771726 e HabmromaBaHo MPH MANIMEHTHTE HAa XeMOIMAIN3a, KOETO He ¢e JBJDKU Ha
EKCTPAaKIIUS Ha JIEKAPCTBEHUSI TPOIYKT B JHATH3ATA.

YepuoapoOHO YBpEXIaHE

Hsima maHHM 3a edeHre Ha MMAUEHTH ¢ YepHOAPOOHO yBpekaaHe. AKTUBHHAT MeTabout A771726
CBBP3aH B roJIsIMa CTETICH C TIPOTEUHHUTE U CE SITMMUHHPA Ype3 YePHOAPOOCH METa00IN3bM H KIIbUHA
cekpenus. Te3u nporecu MoXxe Aa ObJaT MOBIUSHA OT Y€PHOAPOOHA AUCHYHKITHS.

IlenuaTpuyHa momysamus

®dapmakoknHeTHKaTa Ha A771726 cnen mepopaliHo MPUIoKEHNE Ha JIEIYHOMHT € U3CIIeIBaHa ITPH
73 nenuaTpUYHM MAIMCHTH C MOJIMAPTUKYJIapEH THIT IoBEeHHICH peBMaToucH apTpuT (FOPA) nHa
BB3pacT oT 3 fo 17 romunn. Pesynrature oT momynanuoHeH GapMakOKUHETHUCH aHAIN3 Ha TE3U
NPOYYBAHUS [TOKA3BaT, Y€ MeAUATPHIHUTE MAUECHTH ¢ TesiecHo Tero <40 Kg nmar HamasneHa
cUCTeMHa excro3uius (u3mepena upes Css) Ha A771726, mogo0HO Ha BB3PACTHUTE MAIUCHTH C
peBMaTouAcH apTpHUT (BXK. Touka 4.2).

Crapuecka Bb3pacT

®apMaKOKMHETUYHUTE TaHHU TIPH JIMIA B cTapuecka Bb3pacT (>65 roJuHu) ca OrpaHu4eH!, HO
CHOTBETCTBAT Ha (hapMaKOKHMHETHUKATA MPU TIO-MJIAJIUTE B3PACTHH.

5.3 TlpeakJMHUYHU JaHHHU 32 0€30MACHOCT

JledmyHOMUA, IPHIITO’KEH IEPOPATHO M HHTPAIIEPUTOHEATHO € U3CJIE/IBaH B IPOYYBAHMS 32 OCTpa
TOKCHUYHOCT TP MUIIKH ¥ ITbX0Be. [IpoydBanHus pyu MHOTOKPATHO TIEPOPATTHO MPHUIIOKEHUE Ha
nedTyHOMU IPH MUIITKY 32 TIEPUOJT OT 3 Mecela, IITbX0Be U KydeTa 10 6 Mecela 1 MailMyHH 110

1 mecerr moka3Bar, 4e TIABHUTE TAPTeTHU OPTraHy 3a TOKCUYHO YBPEXKaHe ca KOCTHHS MO3BK, KPBBTA,
TaCTPOMHTECTHHAITHUS TPAKT, KOXKaTa, Jaiaka, THMyca 1 TuMGHUTE BB3TH. | TaBHNTE eeKTH ca
aHeMUsl, JIeBKOTICHH, HamasieH Opoii Ha TPOMOOIIUTHTE W TAHMHEIIONATHS ¥ OTPa3siBaT OCHOBHUS
MEXaHU3bM Ha JIEHCTBHE Ha BeNIecTBOTO (TToATrcKaHe Ha cuaTe3ara Ha JJHK). [Ipn mpxoBe u kydera
ca Hamepenu Tenna va Heinz w/unm Howell-Jolly. [Ipyrute edextu, yctaHOBeHH BBPXY ChPIETO,
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yepHUs JApo0, KOPHESATA U PECIIMPATOPHUS TPAKT OMXa MOTJIN Jia ce O0SCHAT ¢ MH(OEKIINHU BCIICICTBHE
Ha UMyHOCyTpecHusiTa. TOKCHYHOCT MIPH KUBOTHUTE € YCTAHOBEHA MPH JO3H, EKBUBAJICHTHH Ha
TEpaNeBTUIHNUTE JO3H MIPH X0Opa.

Jlemyrnomun He e myrareneHn. Bropocrenennust metabonur TFMA (4-tpudiryopoMeTHIaHHUIIIH)
MPEIN3BUKBA KIIACTOTEHHOCT ¥ TOYKOBH MYTAIlUH i/ Vitro, KaTO JIMIICBAT JOCTAThYHO JaHHU JallU TOH
MOJKE J1a TIPEAN3BHUKA TO3H €PEKT in vivo.

[Tpu npoyuBaHe 3a KAPIUHOTCHHOCT MPH IUTHXOBE, Je()IYHOMU/I HE € TIOKa3all KapIHHOTCHEH
noreHnual. [Ipu npoy4yBane 3a KapIUHOT€HHOCT MPH MUIIKY € HAOJF01aBaHa IM0-BUCOKA YeCTOTa Ha
3JI0KaueCTBEH JIUM(OM IPH MBKKHTE B IPyIaTa Ha Hali-BHCOKA J103a, Hali-BEPOSTHO JIBJDKAII CE Ha
UMYHOCYIIpecuBHUS edeKT Ha JiedryHOMuI. [Ipy )eHCKH MUIIKK € HAaOJIr0/1aBaHO J0303aBHCHMO
YBEJIMYEHHNE Ha YECTOTaTa Ha OPOHXMOI0-TBEOIAPHH aIEHOMH M KapIIMHOMH Ha O6eust 1po0.
3HaYeHUETO Ha Te3H HAXOJKU IPH MUIIIKH 33 KIIMHUYHATA yroTpeba Ha JieTyHOMU He €
YCTaHOBEHO.

JlepmyHOMU HAMa aHTUTEHHY CBOICTBA ITPH JKUBOTHHCKH MOJIEIIH.

JlepmyHOMU € eMOPHOTOKCHYEH 1 TEPATOTEHEH MPH ILTHXOBE U 3alIlN B pAMKHATE Ha
TEPANeBTUIHNTE JO3U TIPH XOPa U MPUIHHSIBA HEXKEJIAH! PEaKIINN BbPXY MBKKHUTE PETPOTyKTHBHH
OpTaHH| MPH MPOYIBAHUATA 32 TOKCHIHOCT IIPH MHOTOKPATHO TpHiIoKeHne. DepTHIINTETHT HE €
HaMalleH.

6. DAPMALIEBTUYHU JAHHU
6.1 Chnucbk HAa IOMOUIHUTE BelLECTBA
Tabnemuo adpo:

IMapeBnuHoO HMILIECTE

IToBumon (E1201)

Kpocmosugon (E1202)

CunuiueB JUOKCU, KOJOUACH 0e3BOAeH
Marnesues creapat (E470b)

JlakTo3a MOHOXHpAT

Quimoeo nokpumue:

Tank (E553b)

Xurpomenosa (E464)

Turanues quokcun (E171)

Makporon 8000

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogHoOCT

3 roguHM.

6.4 CroenuajaHu yCJI0BHS HA ChbXpaHeHHe

Bbmucrep:  [la ce cbxpaHsiBa B OpUTrMHAIHATA OMAKOBKA.
Bbyrunka:  CexpansBaiiTe OyTHiIKaTa IITHTHO 3aTBOPEHA.
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6.5 Buau cbabp:kaHUe HA OMAKOBKAaTa
bauctep:  Anymunuii/anymunueB Oaucrep. OnakoBku: 30 u 100 ¢punMupaHu TaOJICTKH.

byrunka: 100 ml HDPE 6yTuiika ¢ IUpoKo T'bpiIo, ¢ Karavka Ha BHHT C BrpajJieH KOHTEHHEp 3a
u3cyiaBane, chabprkaiia 30 mwin 100 GuaMupaHu TaOIEeTKH.

He Bcruku BHIOBE OMAaKOBKH MOTaT Jja ObJIAaT MMyCHATH B TIPOJaxK0a.
6.6 CnenmuaJHu mMpeana3Hu MepKHU MPU U3XBBLPJIsiHE U padoTa

Hsama cnenuansay n3MCKBaHUS 3a H3XBBPJISAHEC.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,

T'epmanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/001-004

9. JIATA HA ITBPBO PASPEIHIABAHE/ITOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha mppBO pa3pemaBane: 2 centeMBpu 1999 r.

[laTa Ha nocnenHo nmogHoBsiBaHe: 2 centemBpu 2009 .

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoapo6Ha uHpOpPMAIKS 38 TO3H JIEKApCTBCH MPOIYKT € MPe0CcTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus mo jiekapcraara http://www.ema.europa.eu/.
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1. NME HA JIEKAPCTBEHUSA TPOAYKT

Arava 20 mg ¢punMupanu TabIeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika tabnerka chabpika 20 mg nepurynomun (leflunomide).

ITomouTHM BelecTBa ¢ U3BECTHO JEHCTBUE
Bceska Tabnerka cpappika 72 My 1IakTo3a MOHOXUAPAT.

3a IIBJIHUA CHUCHK Ha ITOMOIIHHUTEC BCIICCTBA BMXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

JKbnrenukaBa 10 oxpa, TpubI'biHa priMupana TadjeTka, ¢ ornedarano ZBO ot eaqnara cTpaHa.

4. KJIUMHUYHU JAHHU
4.1 TepaneBTHYHH MOKA3AHMS

JledmyHOMU € TTOKa3aH 3a JIEUeHHEe Ha BH3PACTHU MMAIUEHTH C:

. AKTUBEH PEBMATOWJICH apTPUT KaTo “00J1ecT-MOTUPHUIMPANIO0 AHTUPEBMATHYHO JIEKAPCTBEHO
cpenctBo” (BMAJIC)
o AKTUBEH NICOPHATHYCH apPTPHT.

CKOpOITHO WJTH €THOBPEMEHHO JICUCHUE C XEMaTOTOKCUYHH WTH XeMaToToKcHIH BMAJIC (mamp.
METOTpEKcaT) MOKE Ja TOBEJIE 10 YBEIMYEH PUCK OT CEPHO3HU HEKETIaHHW PEaKINH; CIIET0BATENHO,
MpeIv 3aII0YBaHe Ha JIEUEHUETO C JeIyHOMHA, TpsiOBa na ObJe BHUIMATEITHO MPEIICHEHO
CHOTHOIIECHUETO TT0JI3a/PHUCK.

Hermo moseue, cMmsaraTa ot edmynomun Ha ipyro BMAJIC Ge3 crazBaHe Ha O4HCTBAIIaTa mporeaypa
(Bx. Touka 4.4), MOXKeE J1a YBEIHMYH PUCKA OT CEPHO3HU HEXETaHU PEAKIHH JOPH ABJITO BPEME CIIe]T
cMsHATa.

4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHUE

JleuenneTo TpsAOBa Oa ce 3aM0YHE U CJIEAH OT CIIELUAUCTH C OIMT B JICUEHUETO HA PEBMATOUICH
apTPUT U NICOPUATHYECH apPTPHUT.

EnHoBpeMeHHO TpsiOBa 1a ce onpeaessT ananud amuHotparchepasata (AJIAT) win cepymHaTa
rnyraMaT-riupysat tpancdepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKJIFOYHTEIHO TUPEPCHITHATHO
OpoeHe Ha 6enuTe KPBBHU KIETKH U OpOsi Ha TPOMOOITUTHTE, a TOCIIe Ja C€ U3CIIEBaT ChC ChIara
YecToTa:

o Tpe/Iv 3al0YBAHETO Ha IeITyHOMHUI,
. BEJIHBXK Ha JIBE CEIMUIIU MPe3 MLPBUTE 6 Mecela OT JICUYCHUETO, U
. BEJHBK HA BCEKH 8 CeIMUIM el ToBa (BK. Touka 4.4).
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gO?»H[}OBKa

o [Ipu peBMaTOWIeH apTPUT: TepanusTa ¢ JedIyHoMu1 0OMKHOBEHO 3all0uBa ¢ HATOBAapBAaIla
nmo3a ot 100 mg eauH BT JHEBHO B IpoAbJDKEeHNE Ha 3 mHU. [IpomyckaneTo Ha HaToBapBaIiaTa
J103a MOYKE Jla HaMaJld PHCKa OT HE)KelaHu chouTus (BxK. Touka 5.1).
[Ipenopbuntennara noaabpkamia go3za e 10 mg go 20 mg neduryHoMH] €OUH BT AHEBHO, B
3aBHCUMOCT OT TEXECTTa (aKTUBHOCTTA) Ha 3a00JIABaHETO.

o [Ipu ncopuaTryeH apTpuT: TepanusiTa ¢ JieIyHOMH] 3a1l04Ba ¢ HaToBapBaiia 1o3a ot 100 mg
€/IMH BT THEBHO B MIPOABIDKEHHE Ha 3 THH.

IIpenoprunTennara moaabpkaia mo3a ¢ 20 Mg redryHoMuI euH 6T THEBHO (BK.
Touka 5.1).

TepaneBTHIHUAT ePeKT OOMKHOBEHO 3a11049Ba cjiea 4 10 6 CEIMUIIA U MOXKE TOTBJIHUTEITHO JIa Ce
moxo0pwu 3a mepuoA oT 4 1o 6 Meceria.

He ce npenopruBa nmpoMsiHa Ha Ji03aTa MpH MAIMEHTH C Jieka ObOpeuHa HeI0CTaThUHOCT.

He ce u3uckBa npomsiHa Ha J103aTa MPH MAIEeHTH HaJl 65-rouiHa Bb3pacT.

Teouampuuna nonynayus

Arava He ce mpenoppUBa 3a ynorpeda npy nanueHTy noj 18 roguHu, Thil KaTo epUKACHOCTTA H

Oe3omacHoCTTa TIpH T0BeHWIeH pesMmaronaeH aptput (FOPA) He ca yctaHoBeHH (Bk. Touku 5.1 1 5.2).

Hauue Ha npuiioxxeHue

TabmerkuTe Arava ca 3a epoparHo IpriIokeHue. TadaeTkuTe TpssOBa a ce MOTIBINAT METH C
JIOCTAaTBhYHO KOJIMYECTBO TeUHOCT. CTeTrieHTa Ha a0copOITns Ha JIeIIYHOMHI HE CE TIOBIHSIBA, aKO CE
npueMa ¢ XpaHa.

4.3 IlpoTuBONMOKA3aHHSA
o CBpBXUyBCTBUTEITHOCT (0COOEHO TPEIIecTBaIll CHHAPOM Ha Stevens-Johnson, TokcuuHa

cnuJcpmMaiHa HCKPOJIin3a, CpuTcMa MyJ'ITI/I(l)OpMe) KbM aKTHBHOTO BC€IICCTBO, KbM I'JIaBHUA
aKTUBEH META0OJINT TepI/I(l)J'IYHOMI/IH MM KbM HAKOC OT IIOMOIIIHHUTC BECIICCTBA, I/I36pOCHI/I B

Touka 6.1.
. [larmenTy ¢ yBpeneHa 4epHOApOOHA (QYHKITHS.
. [TanimeHTH ¢ TEXKN UMYHOASHUIIUTHU cheTostHM, Harp. CITMH.
o [armenTH chC 3HAYUTENTHO yBpeaeHa (PyHKIMS Ha KOCTHUS MO3BK MJIHM TEXKKa aHEMHS,

JIEBKOTICHHSI, HEYTPOTICHHS MITH TPOMOOIIUTOTICHNS, TIOPAIX IPUIHHHA, PA3TUIHA OT
PEBMATOUCH WIIH TICOPHUATHYEH apTPHUT.

. [TanimeHTH CBHC cepro3Hn HHPEKINHU (BXK. ToUKa 4.4).

° [armenTu ¢ ymepeHa A0 Texxka 0b0pedHa HeTOCTaTHYHOCT, 3aI[0TO JIUTICBA TOCTATHYHO
KJIMHWYEH OIHT TIPH Ta3H TPYIia MalHeHTH.

o [armenTH ¢ TeXKa XUIMONIPOTEMHEMHS, HATIP. TPH HE(PPOTUUIEH CHHAPOM.

° BpeMeHHM KeH! WK KEHU ¢ ASTEPOACH IMMOTEHITHA, KOUTO HE M3IMOJI3BAT MOIXO A
KOHTpAIIEIIIH 110 BpeMe Ha JISYeHHUETO C JIS(ITYHOMIT U CJie/] TOBa IOKATO TUIa3MEHHUTE HIBA
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Ha akTUBHM MeTabouT ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3amoupane Ha JICYCHHETO C
nedIyHOMUT TPOBa J1a C€ U3KITI0YH OPEeMEHHOCT.

o Kepmerm sxenn (Bx. Touka 4.6).
4.4 CoeudajiHu Mpeaynpe;kIeHusi U Mpeana3sHu MepKH NpU ynorpeda

EnsHOoBpeMEHHOTO MPUIIOKEHHUE HA XeTAaTOTOKCHYHY W XemMaToTokcnaun BMAJIC (Harp.
METOTpEKCAT) He Ce MPernophyBa.

AKTUBHUAT MeTa00JUT Ha tepryHOMEI, A771726, UMa IBIIBT TIOTYKHBOT, OOMKHOBEHO OT 1 70

4 cemmui. MoraTt J1a Bb3HUKHAT CEPUO3HH HEXEJIaHU peakiuy (Harp. XenaToTOKCHYHOCT,
XEMAaTOTOKCHYHOCT, WJTU aJIepIUIHU PEaKIUH, BXK. TI0-J[0JY), JJOPH aKO JCUYSHHUETO C Je(IyHOMUS €
ouno crpsiHo. ClieIoBaTeIHo, KOraTo Bh3HUKHE MOJJ00HA TOKCHYHOCT MITH aKO 110 HIKaKBa Jipyra
npuanaa A771726 TpsibBa 1a ObI€ OTCTPAHEH OBP30 OT OpraHU3Ma, TpsIOBa 11a ce cras3Ba
oumcTBaniara nporeaypa. [Ipomenypara Moxe Ja ce MOBTOPH, aKO € KIMHUYHO HE0OXOIUMO.

3a oumcTBaIIaTa Mporeaypa u APyru NpEenopbUYNTEITHA MEPKH B CITy4all Ha jKeaHa WITH
HENpeaBUAcHa OPEMEHHOCT, BIKTE TOYKa 4.6.

YepHOIPOOHU pEeaKITnu

Penku ciiydan Ha TEXKO YepHOAPOOHO YBPEKIaHe, BKIIOUUTETHO ¢ (haTajieH u3xo/ ca Omim
ChOOIIABAHY TI0 BpEME Ha JIeYeHHETO ¢ JieryHoMuI. [ToBeueTo OT ciayvyanTe ca Bb3HUKHAIN TIpe3
mBpPBUTE 6 Mecena Ha JiedeHrneTo.UecTo e HajuIle ChIThbTCTRAINA TePAITUS C APYTH XCMaTOTOKCHIHN
JIEKapCTBEHU TPOYKTH. BayKHO € Jja ce clie/IBaT TOYHO MPENOPBKUTE 32 MPOCIICsIBAHE.

Tpsa6Ba ma ce onpenenu AJIAT (CI'TIT) npenu 3amouBane Ha JTeIyHOMH/I, a TIOCTIE 1a CE U3CIIeIBa
ChC ChIATa YECTOTA KAaTO IThJIHATA KPhBHA KapTUHA (HAa BCEKU JIBE CEJIMHUIIN) ITPE3 MIbPBUTE IECT
Mecela OT JISYEHHETO, a CJIe]] TOBA BEJJHBXK Ha BCCKH 8 CEJMUITH.

IIpu ysenmuuenue Ha AJIAT (CI'TIT) ot 2 mo 3 bTH Hax ropHATa TpaHUIla Ha HOpMaTa, MOKe Jia ce
00chIM HaMassIBaHe Ha go3aTta oT 20 mg Ha 10 Mg, kaTo TpsAOBa Ha OBE MPOBEICHO €KECSIMUIHO
Habmonenne. Axo yeiamuenuetro Ha AJIAT (CI'TIT) e 2 mpTi Hax HOpMaTa U IEPCUCTHPA WITH
YBEJIMYEHHUETO € MToBeUe OT 3 MHTH HaJl HOpMarTa, IpUeMaHeTo Ha Je(IyHOMUI TpsiOBa ce
NpeyCTaHOBH H Jia e IPEeMUHE KbM OYHCTBAIATa Npoleaypa. [IpenopruBa ce mpoabKaBaHe Ha
MOHUTOPHUPAHETO Ha YePHOAPOOHHUTE CH3UMHU CJIe]l TIPEYCTAHOBIBAHE HA JICYCHUETO C Je(IyHOMU
JI0 HOpMaJM3upaHe Ha CH3UMHHTE HUBA.

[Mopanu Bb3MOKHOCTTA 32 JOMBITHUTEITHN XENaTOTOKCHYHH e(heKTH, ce MpernophuBa ynorpedara Ha
AJIKOXOJI /1a ce M30srBa Mo BpeMe Ha JISYEHUETO C e ITyHOMHU.

TBit KaTo aKTUBHUAT MeTabouT Ha NedayHomua, A771726, ce cBbp3Ba B TOJIsIMA CTEMEH C
NPOTEHHUTE U C€ STMMUHHUPA Ype3 YePHOAPOOCH METAOOIM3BM H HIThYHA CEKPEIHS, TNIAa3MEHUTE
HrBa Ha A771726 ce ouakBa 1a ObAaT IMMOBUIIICHHU PH MAIMEHTH C XUITONIPOTeHHEeMHus. Arava e
MPOTHUBOIOKA3aH MPH MAIIMEHTH C TEXKa XUITOTPOTEHHEMUS HITH yBpeaeHa (PYHKIMS Ha YepHHUs Ipo0
(Bxk. Touka 4.3).

XeMaToJIO0TUYHU PeaKiuu

Ennopemenno ¢ AJIAT, TpsiOBa 1a ce HampaBy ITbJIHA KPbBHA KaPTHHA, BKITIOYUTEITHO
nrdepeHImarIHo OpoeHe Ha OeUTe KPBBHU KJIIETKH M TPOMOOITUTHUTE, TIPEIN 3all0UYBaHe HA JICUCHUECTO
¢ nepryHOMHU T, KAaKTO ¥ BEIHBK Ha JIBE€ CEAMMIIN TIPe3 IIbPBUTE 6 Mecela OT JICYCHHETO U BEIHBK Ha
BCEKH § CEIMUIIH CJIe/I TOBA.
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[Ipu manueHTH ¢ OpeaIecTsalia aHeMus, JICBKOICHHS U/ WX TPOMOOLIUTONICHHUS, a TaKa ChILO U IIPH
MAIACHTH C YBpeaeHa GyHKITHS Ha KOCTHUS MO3BK WU IIPH TaKMBa C PUCK OT MOATHCKaHE Ha
KOCTHHUS MO3BK, PUCKBT OT XEMAaTOJIOTHYHN HAPYIIICHHUS € YBEINUeH. AKO BH3HUKHAT TaKUBa €(heKTH,
TpsIOBa Ja ce B3eMe IIPEABHI OYMCTBaHE (BIXK. MTO-0JTY) 32 HAMAJISIBaHE Ha IUIAa3MCHUTE HUBA HA
A771726.

B ciydaii Ha TeXKH XeMaTOJIOTHYHY PEAKIIUH, BKIFOUUTETHO MaHIIUTONICHHS, Arava u Beska
€/IHOBPEMEHHA MHEJIOCYIIPECHUBHA Teparus TPsAOBa Ja ce CIIpe U Jia ce 3all0YHe OYKMCTBAIIlA

mporeypa oT JehIyHOMHMI.

KomOuHanus ¢ ipyru JieueHus

VYrnorpebara Ha ieIyHOMUJT C aHTUMAJIAPUITHU TPETapaTH, U3MOI3BaHH MTPU PEBMATHYHH
3a005sBaHUA (HAIP. XJIOPOKBUH U XHIPOKUCXJIIOPOKBHH), HHTPAMyCKYJIHO WIIH TTIepopaiHo 35ato, D-
NICHUITUIIAMIH, a3aTHOTIPHH U JIPYTH HMYyHOCYIIPECHBHHU CPEJICTBA, BKIFOYUTEITHO HHXUOUTOPH Ha
TYMOp-HEKpOTH3HpaIll pakTop-asiha, 10 MOMEHTA He € JIOCTAThYHO M3CIIe/IBaHa B PAHJOMU3UPAHH
U3MUTBAHUS (C M3KITFOUCHUE HA METOTPEKCaT, BK. Touka 4.5). PUCKBT, CBbpP3aH ¢ KOMOMHUPAHOTO
JieuyeHHne, 0COOCHO OT MPOIBIDKUTEITHOTO JIeYeHUE, He € U3BecTeH. T'hil KaTO TaKOBa JICUEHUE MOXKE J1a
JIOBEJIe JI0 HATPYIBAIa Ce WITU OPH JI0 CHHEPTUYHA TOKCHYHOCT (HAIp. XenaTo-uin
XEMaTOTOKCHUYHOCT), komOnHanusaTa ¢ Apyro BMAJIC (Hamp. MeToTpekcar) He € MpernophYnTeITHA.

EnHOoBpeMeHHOTO IpHitoKeHne Ha TepudIIyHOMH] ¢ JeIIyHOMU HE Ce MPENopPhUBa, Thid KaTo
nedIIyHOMU]I € U3XOTHOTO CheMHEHNE Ha TePUPIYHOMU,

IIpeMuHaBaHEe KM APYTO JICYCHHUE

Twit xato nedryHOMI Ce 3aIbpika IBITO B OpraHu3Ma, IpeMuHaBaHeTo KbM apyro bBMAJIC (mamp.
MeTOTpeKcaT) 0e3 H3BBPIIBAHE Ha OUYHMCTBAIIATA MTPOIIeIypa (BXK MO-0JTy) MOXKE /1a 3aCHIIH
BB3MOXHOCTTA OT JIOIMBJIHUTEITHH PUCKOBE JOPH JBITO BpeMe Clie]l CMsHaTa (KHHETHYHO
B3aWMOJICHCTBUE, OpPraHHa TOKCHYHOCT).

[To chimus HAYKMH, CKOPOIITHO JICYCHUE C XETTATOTOKCUYHHU WIIH XeMaTOTOKCHYHH JIEKAPCTBEHU
NPOJYKTH (HAIp. METOTPEKCAT) MOJXKE JIa JIOBEJIC JIO YBEIIMUCHH HEXKEJIaH! PEaKIUK; CIIeJI0BATEITHO,
MIpeIN 3all0YBaHe Ha JICUCHUETO C JIeMITyHOMHU/I, TPOBa a Oblle BHUMATEITHO MPEIEHEHO
CHOTHOIIIEHHETO TMOJI3a/PUCK U C€ TIPETIOPHYBA CTPUKTHO MPOCIIe/sIBaHe B HaYaHaTa (asza ciel
CMsIHATA.

Koxxnu peakinmn

B ciydaii Ha ynepo3eH cTOMaTHT, MPHIIOKEHUETO Ha J1eIyHOMU TpsIOBa Jja ce PEYCTAHOBH.

MHoOT0 peaiku Cliydan Ha CHHIpOM Ha Stevens-Johnson wiu TokcuyuHa enuepManHa HeKpou3a u
JIeKapCTBEHA peakius ¢ eosnHoduns u cucreMuu cummromu (DRESS) ca chobmiaBanu nmpu
MaIMEeHTH, JIeKyBaHU ¢ jedaynomua. Korato ce HabmroaBaT KOXKHU W/HIM MYKO3HU POMEHH, KOUTO
MOPaKAAT TOJ03PCHUE 32 TAKUBA TEXKKH Peakinu, Arava u Besika Jipyra Bb3MOKHO CBbp3aHa Teparus
TpsiOBa Aa OBJE MpeyCTaHOBEHA | JIa CE€ 3alI0YHE He3a0aBHO OYMCTBAIIATA MIPOIIEIypa OT
neduyHomu. B TakuBa ciryuan € He0OXOMMO ITBJIHO OYMCTBaHe. B TakuBa ciryuan MOBTOPHOTO
npreMaHe Ha J1e(IyHOMU € IPOTHBOIIOKA3aHo (BXK. Touka 4.3).

Nma croOimeHust 3a MyCTYJIO3¢H NICOPHA3KC ¥ BIIOIIABaHEe Ha TICOPUA3UC Ciie]] yIoTpeda Ha

nedryHOMHU. Mose Aa ce 0OMHUCIH TPEYCTAaHOBSBAaHE HA JICUEHUETO, KATO CE B3eMaT MPEIABH/T
3a00JIsIBAHETO HA MMAIMEHTa U aHaMHe3aTa.
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HNudexnmu

U3BecTHO e, Ye JiekapcTBEHHUTE MPOYKTH C UMYHOCYITPECUBHH CBOWCTBA - KaTO Je(QIyHOMHUJI - MOTAT
Jla HaNpaBsT MallMEHTUTE MO-IyBCTBUTEITHN KbM HH()EKIINH, BKIIOYUTETHO OMIOPTIOHUCTUIHN
uHdekmu. MHpekuure Morat J1a ObaT MO-TEXKKH M0 €CTECTBO U CIIEIOBATEIIHO Ja U3UCKBAT PAHHO
Y €HePTUYHO JiedeHne. B ciydaii, 4e Bb3HUKHE TeKKa HEKOHTPOIHpyeMa HH(EKITUsI, MOXKE Ja €
HEOOXOMMO J1a Ce TIPEeKbCHE JICUCHUETO ¢ JeQIyHOMHU U Ja Ce 3all0YHe OYMCTBAIlA POIeypa,
KaKTO € OMUCAHO MO-/I0IY.

Cro0ImaBanm ca peikM CIIydad Ha MPOrpecuBHA Myt oKanHa geBkoeHnedatonarus (PML) npu
MAIMEeHTH, TIpUeManiy Je(IyHOMU I 3aeHO ¢ APYTH HUMYHOCYIIPECOPH.

[Ipenu 3amouBaHe Ha JIEUEHUETO, BCHUYKH MMAIUSHTH TPsIOBa Jia ce U3CIIEBAT 32 aKTHBHA 1 HEaKTHBHA
(,yTaTenTHA”) TyOCPKYII03a, CHIVIACHO JIOKATHATE TIPeTIophKH. ToBa MOXKe Jla BKITIOUBAa MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH MPEJIIeCTBAI KOHTAKT ¢ TYOePKYJI032a W/HIIH MOIXO/ISI CKPHHUHT, KaTO
HalnpuMep peHTreHorpadus Ha 6enuTe IpoOoBe, TYOSPKYIMHOB TECT W/WIM HHTepdEepOH-TamMa TeCT,
KaKTo e mpuioxkumo. Ha npeanuceammuTe jgekapu TpsiOBa Jia ce HAIIOMHS 3a PUCKa OT (aimuBo
OTPHIIATEITHH PE3YJITATH OT TYOSPKYJIHMHOBHS KOXKEH TECT, 0COOCHO TPH MAIUSHTH, KOUTO Ca TEKKO
OoxHM WM UMyHOKOMIpoMmetnpaHu. [lanmenTruTe ¢ anamMHe3a 3a TyOepKyno3a TpsOBa j1a ce
MPOCIIEASIBAT BHUMATEITHO TIOPaJIi Bh3MOXKHOCTTA 32 pEaKTHBHPAHE Ha WHPEKITUATA.

PecnivpaTopHu peakiuu

CrpobmraBa ce 3a HHTepCTUIIHATHA OeToapoOHa 0oyiecT, KaKTO M PEAKHU CiIydan Ha OemompoOHa
XHUIICPTOHHUS 110 BpeMe Ha JieucHue ¢ tedayHomu (Bx. Touka 4.8). PUCKBT OT HACTHIIBAHETO UM
MOJKe J1a ObJIe TIOBUIIICH IPH MAIMEeHTH C aHAMHE3a 32 HHTePCTUITHAITHA OeonpoOHa 6oJIecT.
HuTtepcTumanaara 6ei1oapooHa O0JIECT € MOTEHITHATHO (paTasHO HApYIICHHE, KOSTO MOXKE Ja
BB3HUKHE OCTPO 110 BpeMe Ha Tepanusta. [[yTIMOHApHUTE CUMIITOMH, KaTO KalluIMIa U 3a/IyX, MOTaT
Jia ObJIaT MPUYKHA 32 MPEYCTAHOBSBAHE HA JICYCHUETO U TIOAXOIAIIO [TOCIIEIBAIIO H3CTICIBAHE.

IlepudepHa HEBpomaTus

IIpu marmenTH, moxy4yaBamtu Arava ca chbo0IeHH clTydan Ha niepudepHa HeBpomnaTtus. [lopedero
MAIEeHTH ca ce Moao0puiIH ciiel] mpekpartsBane Ha Arava. Habmronmasa ce ob6ade mmpoka
BapuaOMIIHOCT MO OTHOIICHUE HA KPaHHHS U3XOJI, T.€. IIPH HIKOU MAIMEHTH HEBPOIIATHSATA ©
OT3BYyYaJia, a HIKOH MAIMEHTH ca UMAITU ePCUCTHPAIIY CUMITOMH. Bb3pacT Hax 60 ronunw,
CHITBTCTBAIIN HEBPOTOKCHYHHM JIEKApCTBa U TUabeT MOraT Jia MOBHIIAT PUCKA OT rnepudepHa
HeBpomaTws. AKO IMalMeHT, KOUTO mprueMa Arava paspue nepudepHa HEBpOIaThs, TpsOBa 1a ce
00ChHIU MpeKpaTsIBaHe Ha JeUeHHEeTo ¢ Arava 1 IpoBekKIaHe Ha TPOIeypa 3a eTMMUHUpPAHE Ha
JIEKapCTBEHUS TPOAYKT (BK. Touka 4.4).

Komur
IIpu maruenTHTE, IEKYBaHU C JIEQIYHOMU, € CHOOIIEHO 3a KOJHT, BKIIFOYHTEITHO MUKPOCKOTTHYCH
koiuT. [lanmenTruTe Ha jedeHne ¢ aehIyHOMU, IPH KOUTO BE3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

TpsiOBa Aa OBIAT TOIOKEHN Ha TIOIXO AN JUATHOCTUIHH TIPOIICAYPH.

KpbBHO Hayisirane

KpbBHOTO Hansrane TpaOBa a ce U3MepH IpeIr HAYaI0TO Ha JISYEHUETO C JIeHITyHOMHUT U
MIEPUOANYHO CJIE]T TOBA.
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Bu3npon3BonctBo (IpeHOPBKU KEM MBXKETE)

MmbixeTe naleHTH TpsIOBa 1a ObJaT HasICHO 3a Bb3MOXKHA MEIUUPaHa OT MbKa (eTaiHa TOKCHYHOCT.
Tps6Ba ma OBAC OCUTypEHA CHIINO TMOIXOAIIA KOHTPAIICTIITHS 110 BpeMe Ha JICUEHHUETO ¢ JIe(hITyHOMU.

Hsama Tounn maHHY 3a prcKa OT MeIUMpaHaTa OT MbXa (eTanHa TOkcuIHOCT. [IpoyuBanus mpu
’KHUBOTHH 32 OIICHKA Ha TO3H CHeIUHUICH pUCK 00ade, He ca IPOBEKIAaHN. 32 HaMaJIsIBaHE Ha BCEKU
BB3MOXKEH PHCK, MBIKETe Kellaeln Ja Obaat Oamy, TpsOBa Ja B3eMaT MPEABH]I IPEyCTaHOBSIBAaHE Ha
yrnorpebaTa Ha jiepIyHOMHUI U 1a IpHeMart KojiecTupaMuH 8 g 3 mbTH qHeBHO 3a 11 aum mmm 50 g
aKTHBEH BBIJICH Ha Tpax 4 MbTH AHEBHO 3a 11 aHM.

W B nBaTta ciyuas IurazMeHaTa KoHIeHTpammst Ha A771726 ToraBa TpsOBa 1a ce U3MEPH 3a MPHB IBT.
Cren ToBa IIa3MeHaTa KoHIEHTpalus Ha A771726 TpsOBa 1a ce onpeaed OTHOBO ClIe HHTEPBaI OT
mone 14 gun. Ako nBere mia3Menu kounentpamun ca mox 0,02 mg/l u cinex nepuos Ha M3UaKBaHe
Half-Malko oT 3 Mecela, pUCKBT OT (eTajHa TOKCHYHOCT € MHOT'O HUCHK.

OuncTBalia nporeaypa

Konectupamun B no3a 8 g ce mpmiara 3 MbTH JHEBHO. AJTepHATHBHO, S0  aKTHBEH BBIJICH Ha Mpax
MOXe J]a c€ TIPUIIOKH 4 TBTH JHEBHO. [IpOIBIKUTEITHOCTTA HA ISTIOCTHOTO OYHCTBaHE OOMKHOBEHO €
11 mau. [IpoabHKUTETHOCTTA MOJXKE JIa CE TPOMEHHU B 3aBHCUMOCT OT KITMHHYHHUTE WM JTa00PaTOpHH
MOKa3aTelH.

JlakTo3a

Arava cpabpika nakTosa. [TalueHT ¢ peJIKu HacJIeCTBEHH MPOOJIEMH Ha rajlakTO3HA HEITOHOCHMOCT,
Lapp makra3Ha HEIOCTATHYHOCT WIIH TITFOKO30-TaJIAKTO3HA MajlabCopOITus He TpsIOBa 1a IpueMar TO3U
JIEKapCTBEH MPOJIYKT.

BuausiHue BbpXy onpeiesIIHETO HAa HUBAaTa HA HOHU3WPaH Kallui
BB3MOXHO € N3MEpBaHETO HA HUBATa HA HOHU3WUPAH KAJIIUH J1a TIOKaXe (halTUBO MMOHKESHU

CTOMHOCTH IpH JIeUeHHUE C JICPIYHOMH 1/UIH TepUPIyHOMH] (aKTUBHHUT META0OINUT Ha
nedIyHOMHU) B 3aBUCHMOCT OT BHJa Ha M3MOJI3BAHUS aHAIN3AaTOP Ha HOHM3UpaH KaJaui (Hamp.
KPBBHO-Ta30B aHaju3arop). [lopanu ToBa nmpu nauneHTUTE, JIEKYBaHH C JEQIyHOMU] HITH
TepuIIyHOMH, € HEOOXOIUMO J1a C€ MPOBEPH JOCTOBEPHOCTTA Ha U3MEPEHUTE MOHMKEHN HUBA Ha
HOHM3UpaH Kanuuid. B ciy4ail Ha CbMHUTEITHH Pe3yJITaTH ce MPernopbyuBa J1a ce ONpeaeinu o0maTa
KOHILIEHTpalys Ha an0yMHUH-KOPUTHPaH Kallui B cepyMma.

45 B3aumopeiicTBHe C APYrU JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMojeiicTBIe
[IpoyuBaHus 3a B3aUMOJIEHCTBUATA Ca IPOBEXKIaHU CaMO IPU BB3PACTHHU.

VYBennuaBaHe Oposi Ha HeXENAaHUTE PEaKIi MOXKe Jla ce HaOJIIo/[aBa IPH CKOPOIITHA UITH
€IHOBpEMEHHA YIOTpeOa Ha XeMaTOTOKCHYHU WITH XeMAaTOTOKCHYHH JICKAPCTBEHU MPOIYKTH HITH
KOT'aTo JICYSCHUETO C JeIIyHOMHU]I Ce TIOCIIe/IBa OT IPUEMAHETO Ha TAKUBA JICKAPCTBEHHU MPOJYKTH Oe3
MEepUO/I Ha OTMHBaHE (BXK. CHIO YITBTBAHETO OTHOCHO KOMOWHAIIHUS C IPYTH JICYCHHsI, TouKa 4.4).
CrenoBaTelHO ce MPenopbhuBa BHUMATEITHO MPOCIeIBaHe Ha YePHOAPOOHUTE SH3NMU H
XEeMAaTOJIOTHYHHTE MTOKAa3aTelll B HadaHaTa (aza Impu cMsHA Ha TeparnusTa.

MetoTtpekcar

IIpu manko (n=30) nmpoydBaHe C eTHOBpEMEHHO mpuiioxkenne Ha nedynomus (10 mo 20 Mg mHEBHO)
¢ metorpekcat (10 mo 25 Mg cenMudHO), € HAOIIOAaBaHO 2- 10 3-KpaTHO YBEIMYCHHUE HA
YepHOAPOOHUTE eH3UMH TIpH 5 0T 30 manmenTn. Bcnuku yBeTndeHnst ca 0T3ByJald, 2 ¢
NpOJIbIDKABAHE HA JBATA JIEKAPCTBEHU MPOIYKTA U 3 Clie/l IPEyCTAaHOBsIBaHE Ha Je(IyHOMUI.
YBennuenue, no-rojsiMo OT 3-ITbTH € Ha0II0JaBaHo MIPH APYTH 5 MarreHTa. BCUUku Te chilo ca
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OT3BYYaIH, 2 C IPOIbIDKABAHE HA JIBATA JIGKAPCTBEHU MPOAYKTA U 3 ClIe/] TPeyCcTaHOBSBAaHE HA
nedITyHOMU.

[Ipu nanyeHTH ¢ peBMATOUJICH apTPUT HE € YCTAaHOBEHO (hapMaKOKHHETHYHO B3aUMOJICHCTBHE MEXTY
nedmyromun (10 mo 20 mg gaeBHO) 1 MeToTpekcatT (10 mo 25 My cenMudIHO).

Bakcunanmu

Hsamva xmuHIYHE TaHHY 32 epUKacHOCTTa U O€30MMacHOCTTa Ha BaKCHHAILIMUTE 110 BpEMeE Ha JISYEHHUE C
nedryHOMHU . BakcHHIpaHETO C )KMBU aTCHIONPAHU BaKCUHU 00ade, He ce mpenopbuBa. Jbiarusir
MOTY>KMBOT Ha JiehyHOMIT TpAOBa /1a ce MMa MPeIBU/I, KOTaTo Cce IIaHyBa MPUJIOKEHNE Ha )KUBA
aTeHIOMpaHa BaKCHHA Clie]] ciipaHe Ha Arava.

BaD(baDI/IH U APy KYMAPHUHOBH aHTHUKOAI'yJIaHTHU

Nma croOeHus 3a cirydan Ha yBEJIMYEHO MPOTPOMOMHOBO BpeMe, KOraTo JiehIyHOMHU ¥ BappapuH
ce mpueMaT €AHOBPEMEHHO. B KIMHNYHO (hapMaKoJIOrH4HO MPOYYBaHe ¢ HabI0AaBaHO
(hapmakonnHaAMUYHO B3auMoeicTBre ¢ Bapdapun u A771726 (Bx. no-nony). [lopaau ToBa, npu
€IHOBPEMEHHO MPUJIOKEHUE Ha Bap(hapuH UK APYT KyMapuHOB aHTUKOAryJaHT, ce IpenophiBa
BHUMATEJIHO MPOCIIeIBaHe HA MEXKAYHAPOIHOTO HOpManu3upaHo cboTHomeHue (INR) u
HaOJII0ICHHE.

HCIIBC/KopTukocTeponau

AKO ManyeHThT Beue NprueMa HecTepouIHH MpoTuBoBb3nanuTentu cpenctsa (HCIIBC) n/wmm
KOPTHUKOCTEPOHIH, TE€ MOKE JIa C€ MPOIBJDKAT CJIEH 3all0YBaHe Ha JICUCHUETO C JICIyHOMHU].

Ed)CKT Ha JIPYTH JICKAPCTBEHM NPOJIYKTH BbPXY JIC(ITYHOMHI:

XOﬂecmupamuH Uiu aKmueeH 8vljleH

[IpenoppuBa ce nauueHTUTE, NpUeMaly JeIyHOMUA, Aa HE Ce JIEKYyBaT C KOJIECTUPAMHH MU
aKTUBEH BBIJICH Ha Mpax, TbI KaTO TOBA BOAM A0 OBbP30 M 3HAUNTETHO HAMAISIBaHE Ha IIa3MeHAaTa
KOHLEHTpanus Ha A771726 (akTUBHUAT MeTaOOIUT Ha JIeIIyHOMHU]; BXK. CBIIO Touka 5). Cunra ce,
4ye MEXaHU3MBT ce AbJDKM Ha IPEKbCBAHE Ha EHTEPOXENATaTHHU UKbBJ H/UIH HA CTOMAIIHO-
YpEeBHOTO OTAesiHEe Ha A771726.

CYP450 unxubumopu u uHOyKmopu

[IpoyuBanus in vitro 3a ”HXUOUpPaHE MPH YOBEIIKH YEPHOAPOOHH MUKPO30MH ITOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBar B MeTabonu3Ma Ha jediayHomua. [Ipoydsane in vivo 3a
B3aUMOJIEHCTBUE C JIeQIYHOMU M IUMETUANH (HecTienunduyueH ciaad HHXHOUTOp Ha uuToxpom P450
(CYP)) nmokassa yurca Ha 3HAYMMO BIMSHHE BBPXY ekcrosuimsaTa Ha A771726. Ciier eTHOBpEMEHHO
NPUIOKEHUE Ha €THOKpATHA /1032 JeQIyHOMHU/ TP NAlMeHTH, TPUEMaIId MHOTOKPAaTHH JJO3H
pudamnunyH (HecneunpuieH uutoxpom P-450 naaykTop), Makcumannute HuBa Ha A771726 ce
yBenuuasat npudnusutento ¢ 40%, nokaro AUC He ce mpoMeHs 3HaUUTeTHO. MeXaHU3MbT Ha TO3H
e(heKT e HEesICeH.

E(i)CKT Ha J'ICd)J'IVHOMI/IH BBEPXY APYTH JCKAPCTBCHU MPOAYKTH!

Ilepopannu konmpayenmugu
[Ipu npoyuBane, mpu KoeTo Je(pIyHOMUA € Mpuiiarad eTHOBPEMEHHO C TpHU(a3HU MepopaIHu

KOHTpPALCIITUBU, CbABbPIKAIN 30 g CTUHUJICCTPAAMOII, Ha 3paBH JKCHHU I[O6p0BOJ'IKI/I, HC €
Ha6HIO,Z[aBaHO HaMaJIIBaAHC Ha KOHTpalCUTHUBHATAa aKTUBHOCT Ha MPOTUBO3a4YaTbYHOTO CPECACTBO, a
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(hapmakokuHeTHkata Ha A771726 e B mpeaBuxkaanuTe rpanuiy. HabarogapaHo ¢ papMakOKUHETHYHO
B3aMMOJICHCTBHUE C MePOpaIHU KOHTparenTuBu u A771726 (Bxk. mo-m01y).

[Iposenenu ca cnepauTe HapMaKOKUHETUYHU H (apMaKOIMHAMUYIHU TIPOYYBAHUS 32
B3auMoecTBuATa ¢ A771726 (rnaBeH akTUBeH MeTa00IMT Ha JiedayHomu). Thil KaTo m0100HK
B3aUMOJICHCTBUS JIEKAPCTBO-JICKAPCTBO HE MOTAT Ja C€ M3KIIIoYAT 3a JIeITyHOMHUT B
NPENOPBUYUTEITHUTE JIO3HU, CIISIHUTE PE3YNITATH OT H3IUTBAHUATA U TIPETIOPHKU TPSOBA Ja ce UMaT
TPEBU/I TIPH MAIIMEHTH, JIEKYBaHU C Je(IyHOMU:

Edexr Bbpxy penarnunauni (cyocrpar na CYP2C8)

HabmonaBaHo e nosuiasane Ha cpeaHata Cmax 1 AUC Ha penarnunun (cbotBeTHO 1,7- 1 2,4-1bTH),
cJie]l MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeanonara ue A771726 e naxuburtop Ha
CYP2C8 in vivo. ETo 3ammo ce npenopbuBa NpocieasBaHe Ha MAMEHTUTE TIPH €JHOBPEMEHHA
yrnoTpeba Ha JIeKapCTBEHHU MPOAYKTH, KOUTO ce metabonmzupat oT CYP2C8, xaTo Hampumep
penarivHu, NakJIuTaKCeNl, THOTIANTA30H WIIM PO3UITINTA30H, Thil KATO TE€ MOTaT Ja UMaT [0-BUCOKa
EKCIIO3ULIHSL.

Edekr Bbpxy kodenn (cyocrpat Ha CYP1A2)

MHorokpatHoTo npuioxenue Ha A771726 namanssa cpegnata Cmax 1 AUC Ha xodeunH (cyOcTpar Ha
CYP1A2), crotBetHO ¢ 18% u 55%, koero npeamnonara ue A771726 moxe na Ob1e cnab UHAYKTOP
Ha CYP1A2 in vivo. [lopaau ToBa nexkapCcTBEHH NPOIYKTH, KOUTO ce MeTabonmsupar ot CYP1A2
(xaTo HampUMep AYJIOKCETHH, aTOCETPOH, TCOMUINH U TU3aHUIMH), TPSIOBa J1a ce U3MOI3BAT C
MMOBULICHO BHUMAaHHUE 110 BpEME Ha JICUeHHETO, Thid KaTo TOBa OM MOTJIO Jia I0BeJe O HaMassiBaHEe Ha
e(pMKaCHOCTTa Ha T€3H MPOIYKTH.

Edexr Bbpxy cyOcTpaTn Ha oprannyHusi aHuoHeH Tpancnoptep 3 (OAT3)

HaGmonaBaHo e noBumasane Ha cpefanaTa Crax 1 AUC Ha nedakiop (crorBetHo 1,43- u 1,54-1b1H)
cJieql MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeamnonara ue A771726 e uaxuburtop na OAT3
in vivo. Ilopagu ToBa € HE0O0OX0ANMO MOBUIIEHO BHUMAHHUE, KOTATO Ce Mpujlara eqHOBPEMEHHO ChC
cyoctparu Ha OAT3, kato nedakiiop, OCH3UINCHUIIWIVH, ITUTPOQIIOKCAIIUH, UHAOMETAIIVH,
keronpodeH, GpypoceMul, IUMETUANH, METOTPEKCAaT, 3UJOBYINH.

Edext Bppxy BCRP (mpoTenn Ha pe3UCTEHTHOCT Ha pak Ha I'bpJaTa) u/WiH cyOcTpaTu Ha
OpraHMYHUs aHHOHEH TpaHcnoptupail nomunentua Bl u B3 (OATP1B1/B3)

Ha6monaBano e nosumasane Ha cpeqHuTe Crmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-1bTH) ce MHOTOKPATHO TpuiioskeHue Ha A771726. Bripeku ToBa, He ce HaOJIF01aBa BUAMMO
BB3ACHUCTBHIE HA TOBA NOBUIIIABaHE HA IJIa3MEHATa EKCIIO3HULINS Ha PO3yBaCTaTUH BbPXY aKTUBHOCTTA
Ha HMG-COA penykrazaTta. AKO ce M3M0JI3BaT €AHOBPEMEHHO, 103aTa Ha PO3yBacTaTUH HE TpsOBa aa
Haaxebpist 10 Mg Bengubxk nHeBHO. 3a apyru cyOctpatn Ha BCRP (Hamp. MeToTpekcaT, TonoTekas,
cyndacana3ut, 1ayHOPYOUIIHH, JokcopyounnH) u cemeiictBoto Ha OATP, oco0eHO HHXUOUTOPH Ha
HMG-CoA penykrasara (Hamp. CMMBAacTaTHH, aTOPBACTAaTHH, IIPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU], peTariuHu, pu(aMIuurH) eJHOBPEMEHHOTO MPHUIIOKEHNE TPsOBa ChIIO /1a ce
M3BBPIIBA C MOBUILIEHO BHUMaHKe. [lanmenTuTe TpssOBa Ja ce HaOytoJaBaT BHUMATEIIHO 3a TIPU3HALN
Y CUMITOMH Ha MMPEKOMEpPHA eKCIIO3UIIMS Ha JIEKapCTBEHUTE MPOAYKTH U TpsiOBa /1a ce uMa MpeaBul
HaMmaJsBaHEe Ha J03aTa Ha TE3U JIEKAPCTBEHH MPOAYKTH.

Edexr Bopxy nepopanuu koutpauentusu (0,03 mg erunmnectpanuon u 0,15 mg neBonoprectpen)
HabmronaBano e nopumasane Ha cpenHaTa Cmax 1 AUCo.24 Ha eTHHIECTpaAoNn (ChoTBETHO 1,58-
1,54-1btH) 1 Crmax 1t AUCo.24 Ha ieBoHOprecTpen (chorBetHO 1,33- u 1,41-1bTH) ciies] MHOTOKPATHO
npuinoxxenue Ha A771726. Beipeku ue He ce 0uakBa TOBA B3aMMOJICHCTBHE /1a TIOBIIHSIE
HeOIaronpusaTHO €PUKACHOCTTA Ha MEPOPATHUTE KOHTPALCTITUBH, TPSAOBA Aa ce 00bpHE BHUMAHHUE Ha
BU/Ia HA JICUCHUETO C MEePOpajIeH KOHTPALEITHB.

Edexr Bopxy Bapdapun (cyoctpar Ha CYP2C9)
MHorokpatHoTo npuiioxenue Ha A771726 ne e umano edekt Bbpxy papMakoOKHHETHKATA HA
S-BapdapuH, KoeTo mokassa, ye A771726 He e naxubutop wim uaaykrop na CYP2C9. Habnronasano
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¢ obaue HamaseHue ¢ 25% Ha MaKCUMaJHOTO MEXIyHapoJHO HopManu3upano choTHomenue (INR),
korato A771726 ce mpuiara eJTHOBpeMEHHO ¢ Bap(apHH, B CpaBHEHUE CHC CAMOCTOSTETHO
npuiokeHue Ha Bapgaput. ETo 3amo, korato Bapdaput ce npuiiara eIHOBPEMEHHO, ce€ IPEenopbyBa
cTpukTHO npociensBane Ha INR u HaGmonenue.

4.6 @epTHANTET, )PEMEHHOCT U KbpPMeHe

BpemeHHocT

AKTHBHHAT MeTa0O0IUT Ha JeduryHOMuUA, A771726 Moxke 1a MPUUUHH TEXKKHA MaiQopMaluy Ha
HOBOPOJICHOTO, aKO CE MpuJiara 1o BpemMe Ha OpeMeHHOCT. Arava e mpoTHBOIIOKAa3aH 1Mo BpeMe Ha
opemeHHOCT (BX. TOUKa 4.3).

Kenu ¢ nerepoieH MOoTEHIMANT TPSOBA Jla N3MON3BaT e(heKTUBHA KOHTPAIICTIIIHS 110 BpeMe Ha U JI0
2 rogunu cien geueHuero (Bxk. “Tlepuon Ha M3yakBaHe™ 1O-10y) WK 10 11 qHM ciel JIeYeHUETO
(Bx. ckpeenns “Ilepuon Ha ouncTBaHE” MO-IOITY).

[NanuenTkaTa TpssOBa na ObJie YBEJIOMEHA, e aKO MMa HIKaKBO 3a0aBsiHE HA MEH3KCA WITH HAKAKBA
Jpyra MpUYUHA Ja 0JI03Upa OPEMEHHOCT, TS TPSIOBa BeIHATA J1a IPEAYIIPEIN JIeKaps 3a
U3BBPIIBAHETO HAa TECTOBE 32 OPEMEHHOCT, U aKO Ca MOJIOKHUTEITHH, JICKapAT U MAIllMeHTKaTa TpsoBa
Jla 00CHIAT pUCKa 32 OPEeMEHHOCTTA. BB3MOXHO € upe3 Obp30 HaMaIsIBaHe HA HUBOTO HA aKTHBHHMS
MeTabOoJUT B KPhBTA Upe3 3all0YBaHE Ha MpOIleypara 3a eJIMMUHIpaHe Ha JIeKapCTBOTO, OIMKCAHA I10-
JI0JTy, OIIle TIPH IIBPBOTO 3a0aBsiHE HA MEH3UCA MOJXKE Jla c€ HaMalli PHUCKa 3a IJI0Jia OT Jie(hIyHOMUJI.

[pu Manko MpoCeKTHBHO MPOyYBaHe Mpu skeHn (N=64), 3abpeMeHenr HeTUTaHUPaHO, TOKATO ca
npueMany ae(IyHoMu 3a He TIoBeUYe OT TPH CEIMMIM CIIE] 3a4€BaHETO U C MOCIEBala IpoLeypa
3a eMMMUHHUpPAHE Ha JIEKapCTBOTO, He ca HabIronaBanu 3Haunmu pasinuku (p=0,13) B obmara yectora
Ha 3HAYMMU CTPYKTypHU nedektu (5,4%) B cpaBHEHHE C KOSTO U J1a € OT cpaBHUTENHHUTE IpynH (4,2%
B rpynata cbe 3abomsBane [N=108] u 4,2% npu 31paBu OpemeHHH sxeHu [N=78]).

[Ipu xeHu, KOUTO mpreMaT JeQIIyHOMU U UCKAT Aa 3a0pEMEHESAT, Ce MPENopbyuBa e1Ha OT CICTHUTE
MPOLIEAYPH, 32 Ja c€ KOHCTATUPA, Y€ TUIOABT HE € N3JI0’KEH Ha TOKCUYHU KOHIeHTpanu Ha A771726
(tapretna xonuentpanus mox 0,02 mg/l):

Ilepuoo na usuaxeane

Mosxe [1a ce oYakBa IIa3MeHnuTe HuBa Ha A771726 na 6bmat Hax 0,02 mg/l 3a npoxbinkuTENeH
neproa. Moxe 1a ce 04akBa KOHIEHTpanusaTa aa crnaane moz 0,02 mg/l okoso 2 roaunu cien
CIHMpaHe Ha JEYCHHUETO C JIeQIyHOMHU.

Crnen 2-rogullieH epro Ha U34YaKBaHe, TTa3MeHaTa KoHIeHTpanus Ha A771726 ce n3Mmepsa 3a
mppBH HT. Cies1 ToBa MIa3MeHara KoHIeHTparws Ha A771726 TpsOBa na ce onpeenn OTHOBO CIel
UHTEpBaJ OT MoHe 14 mHu. AKO qBeTe ITa3MeHn KoHieHTpanuu ca moj 0,02 mg/l, He ce ouakBa

TepaTOTeHEH PHCK.

3a mombaHUTETHA MHGOPMALMST OTHOCHO U3CIIEABAHETO, MOJIS, CBBpiKeTe ce ¢ [IpuTexarens Ha
paspemieHneTo 3a yrnorpeda Win ¢ JJIOKaTHHS My MPeICTaBUTEN (BXK. TOUKa 7).

Ouucmeawa npoyedypa
Crnen criupaHe Ha JIEYEHHUETO C JIePITyHOMUI:
e  KOJIECTHpaMUH 8 ¢ ce mpujara 3 mbTH JHEBHO 3a nepuo ot 11 nHu

e 1w 50 ¢ aKTUBEH BBIVIEH Ha Ipax ce mpuiiara 4 Ty AHEBHO 3a nepuoA oT 11 aHu.
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U nipu 1BeTe mporeaypu obaue, ce M3UCKBA MPOBEPKA C 2 OTICIHU TECTa PE3 HHTEPBAI OT MOHE
14 nHM ¥ TIEPUOJT Ha M3YaKBaHE OT MECEIl U TTOJIOBMHA MEX/Ty IIbpBAaTa MOsBa Ha IIa3MeHa
kornenTparms oz 0,02 mg/l u omnoxaanero.

JKenwnte C geTeposeH MoTeHITMAN TPsOBa qa ObaaT HHGOPMHUPAHH, Y€ Ce Hajara mepuo. Ha n3JakBaHe
OT 2 TOJIMHMU CJIe]l CIIUPaHe Ha JICUSHUETO, MIPEJIH TE Jla MOXKe Jia 3a0peMeHsBaT. AKO NMEpUOIbT Ha
W3YaKBaHEe OT MPUOIM3UTEIHO 2 TOJAMHH, C U3TOJI3BAHE HAa HAJICXK THA KOHTPAIICTIIUS Ce CUUTA 32
HETPaKTHUYCH, MOXeE Ja Ce Mpernopbyia NPoQUIaKTHIHO Ha3HAYaBaHE HA OYHCTBAIA MPOIEeIypa.

W xonectupamuH, 1 aKTUBEH BBIJICH Ha IPax MOTAT Ja IMOBIUAAT aOCOpOIHATa Ha €CTPOTeHU U
MpoTecTareHy Taka, 4e HaJeKTHa KOHTPAIIETITHS C TISpOPATHA KOHTPAIIENTHBH J1a He MOXKe 1a Obae

OCHTYypEHa 10 BpeMe Ha O4HCTBaIIaTa MpoIeaypa ¢ KoJIeCTHPAMUH HITH aKTHBEH BBIJICH Ha Mpax.
[IpemoppuBa ce U3ITOI3BaHE HA AITEPHATUBHU KOHTPAIIETITUBHU METO/IH.

Kspmene

[IpoyuBaHusATa MPU )KUBOTHH IMOKA3BaT, 4e JIe(hIYHOMUJI WIIK HETOBUTE META0OIUTH IIPEMHHABAT B
MJITKOTO. 3aTOBa, KbPMEIIIUTE KEHU HE TPSAOBa Ja mprueMar JedIyHOMUI.

DepTunuTer

Pesynrarute oT mpoy4BaHuATa BbPXY (PEPTHINTETA IIPH )KUBOTHU HE Ca MMOKa3an ePeKT BbpXy
MBKKHS M KEHCKHS QEPTUIIUTET, HO TIPH NPOYUBAHUATA 32 TOKCUYHOCT MPH MHOTOKPATHO MpUJIaraHe
ca HaOJII0JaBaHK HEeXKeNaH! e(DEeKTH BbPXY MBKKHTE PEIPOAYKTUBHH OpraHu (BxK. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTA 32 ogupaHe u padoTa ¢ MAIIMHA

B ciydan Ha He)XenaHU peakIy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha MAIMEHTHUTE /1a & KOHIIEHTPHpAT
U J]a pearnpaT IpaBIIHO MOXe Jja Obae HapylIeHa. B TakuBa ciydau manueHTuTe TpsioBa 1a ce
BB3IBPKAT OT ModupaHe U padboTa ¢ MAITAHU.

4.8 Hexenanu JeKapcTBEHH PeaKIuu

O06001menue Ha mpoduia Ha 0€30I1aCHOCT

Haii-yecto cho0IIaBaHNTE HEXETAHN PEAKIMH NPH JIeIIYHOMH]] ca: JIEKO TIOBUINIABAHE HA KPHBHOTO
HaJlsITaHe, JICBKOIICHYSI, TIapecTe3us, I1aBo0oIie, 3aMasiHOCT, TMapus, rajicHe, TOBPhIIaHe,
HapyIIeHUs HA yCTHATA JIUTaBHIa (HaIp. apTO3eH CTOMATHT, SI3BH B yCTaTa), KOpeMHa 00JIKa, 3aCHIICH
Kocomaz, ek3eMa, 00puB (BKIFOUUTEITHO MaKYJIOTAIYJI03¢H O0OPHUB), CHPOEK, Cyxa KoxkKa,
TEHOCHHOBHT, nopuiaBane Ha CPK, anopekcus, 3aryda Ha Teryio (0OOMKHOBEHO HE3HaYHMa), aCTCHUS,
JIEKW aJISpTUYHU PEAKITHH U TIOBHIIIABaHE HA YSPHOAPOOHUTE TIOKa3aTeIH (TpaHcaMruHa3u (0Co0eHO
AJIAT), no-psiaxo rama-GT, ankanHa pocdarasa, OWIUpyOuH).

Krnacudukaius Ha O4aKBaHUTE YECTOTH:
Mmoro gectu (=1/10); wectn (>1/100 no <1/10); vewectu (>1/1 000 go <1/100); peaxu (=>1/10 000 no
<1/1 000); muoro peaxu (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HATMYHUTE JAHHU HE MOXeE Ja ObJe

HallpaBeHa OIICHKA).

[Ipu Besiko rpymnmpaHe B 3aBUCHMOCT OT Y€CTOTaTa, HeXKeJIaHUTE JIEKapCTBEHU peaKIny ce n30posiBat
B HU3XOJISAII PeJl IO OTHOIIIEHUE HA TAXHATA CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penxwu: TEXKH HHPEKIINH, BKIIFOUUTEITHO CETICHC, KOUTO MOXe Aa Obe daraieH
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Kakro nipyru cpencTBa ¢ MUMyHOCYIPECHBEH OTEHIUAI, JIEIYHOMHUT MOXKE 12 YBEITHUYH
MOJATANBOCTTA KbM HH(EKIMH, BKIIOYUTETHO OIMOPTIOHUCTHYHN HH(pEKIHH (BXK. ChIno Touka 4.4).
CremoBaTetHO o0IaTa 4ecToTa Ha HHPEKIMATE MOXKE J1a C€ YBEIMYIH (0COOCHO HA PUHHUT, OPOHXUT H
ITHEBMOHUSA).

Heonnasmu-oobpokauecmesenu, 310kavecmeen u Heonpeoeienu (6Ki. KUCmu u noaunt)
PuckbT 0T 31m0KaYeCcTBEHOCT, 0c0OeHO JIMMboIponndepaTUBHA HAPYIICHHUS € YBEIHUCH MTPH

ynoTtpebaTa Ha HIKOM HMYHOCYTIPECOPH.

Hapywenus na kxpvema u aumgpnama cucmema

Yecru: neskorerus (mesxouutH >2 g/l)

Heuecrn: aHeMus1, Jeka Tpomoormronenus (Tpomoorta <100 g/l)

Penku: HaHIMTOIICHNUS (BEPOSTHO IbJDKAIIA CE HA aHTHIIPOJIH(EpaTHBEH MEXaHU3bM),
neskomerns (meskouutu <2 g/l), eosnHnodums

MHoro peaxu: arpaHyJioLuTO3a

CkopotrHa, eTHOBpEMEHHA WITH TTOCIIEABAIa YITOTpeba Ha TOTEHITHATHO MUEIIOTOKCHYHH CPEICTBA
MOJKe J1a ObJIe CBBbp3aHa C IMO-BUCOK PHUCK OT XeMaTOJIOTHYHHU PEaKITHH.

Hapywenus na umynnama cucmema

Yectn: JIEKW aJIEPTUIHH PEaKITUN

MHoro peaxu: TeXKHU aHA(PIIAaKTHIHA/aHA()UITAKTOUTHI PEaKINH, BACKYJIHT, BKITOUUTEITHO
KOKeH HEKPOTHU3HPAIIl BACKYIIAT

Hapymenuﬂ Ha Memabonuzma u XpaHenenio

YecTu: nosuinaBane Ha CPK

Heuectn: XUMOKAIEMHUSI, XUTIEPIHITUASMUS, XUITodochaTeMust
Penku: nosumasane Ha LDH

C nensBecTHA

4ecToTa: XUIMOYPUKEMUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepgnama cucmema
Yectn: napecTesus, II1aBo0oIne, 3amaiiBaie, neprudepHa HeBpOIaTHsI

Cvpoeunu HapyuieHus
Yectn: JIEKO MOBHUINIABaHE HAa KPHBHOTO HAJISITAHE

Penku: 3HAYUTCIIHO IMMOBUIIAaBaHE HA KPBBHOTO HAJIATAHE

Pecnupamopnu, epvonu u meouacmuHanuy HapyuieHus

Penxu: WHTEpCTUIMAHA OeT0apoOHa OoJecT (BKIFOUYUTEITHO HHTEPCTUITHATIEH
ITHEBMOHHT), KOATO MOXe 11a Ob1e aramHa

C Hem3BecTHa OemonpoOHa XUTIEPTOHHUS

94eCcToTa:

Cmomawno-upesHu HapyuieHus

Yectu: KOJIUT, BKJIFOYATEITHO MUKPOCKOIINYEH KOJIUT, KaTO HarpuMep JTUM(OIUTEeH
KOJIUT, KOJIar€HO3€H KOJIUT, Inapusi, TajieHe, IIOBPbhIIaHe, yBpeXkKIaHe Ha yCTHATA
nuraBuiia (Harp. aTo3eH CTOMATHT, SI3BU B yCTaTa), KOpeMHa 00ka

Heuecru: HapyIIeHHs BbB BKyca

MHoro peaku: MaHKPEaTHT
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XenamobunruapHu HapyuwieHus

Yectu: MOBHUIIIABAHE Ha YePHOAPOOHUTE TTOKa3aTenu (TpancammuHasu [ocodbero AJIAT],
mo-psiako rama-GT, ankanHa docdarasza, OUIHPYOHH)

Penxu: XeIaTHT, )XBJITEHHUIIA/X0JIecTa3a

MHoro peaku: TEXKO YEPHOJIPOOHO YBpEKIaHE KaTO YePHOAPOOHA HEJTOCTATHYHOCT U OCTpa

YepHOIPoOHA HEKPO3a, KOUTO MOTaT /1a Obaat (aramHu

Hapymenu;z Ha Kodcama u nOOKONCHAMA MbKAH

Yecru: 3aCHJICH KOCOTIa, €K3eMa, 00pHB (BKIIFOUMTEITHO MAKyJIONAITyJI03eH 00pHUB),
cBpOeK, cyxa Koxa

Heuectu: YpTHUKapUst

MHoro peaxu: TOKCHYHA eMuIepMaliHa HeKpOoJIu3a, CHHAPOM Ha Stevens-Johnson, epurema
MynTHGOpME

C HemsBecTHa KOXKEH JIYITyC EpUTEMATO/IEC, ITyCTYIIO3€H IICOPUA3KC WIIH BIIOIIaBaHE Ha

YeCcToTa! TICOPHA3UC, IEKAPCTBEHA PEAKIIHSI C CO3MHOMMIHS ¥ CUCTEMHH CHMITTOMH
(DRESS)

Hapywenus na myckynno-ckeiremuama cucmema u cbeOUHUMenHama mvKaH
Yectu: TEHOCHHOBHUT
Heuectn: CKBCBaHE Ha CyXOXKHJIHE

Hapywenus na 6v6peyume u nuxounume nvmuua
C HensBecTHA 0BpOpeyHa HeMOCTAaTHIHOCT
4ecTora:

Hapywenus na ev3npouzeooumennama cucmema u ebpoama
C HemsBecTHa rpaHUYHO (0OpaTUMO) TOHM)KaBaHE HA KOIMYECTBOTO HA CIIEPMATO30HMINTE,
YecToTa: oO01ust Opoit crIepMaTO30MAH 1 TIOABIKHOCTTA UM

Obwu napywieHus u epekmu Ha MACMOMO HA NPULOAHCEHUE
Yectn: aHOpeKcHs, 3aryda Ha Teryio (OOMKHOBEHO HE3HAYNMA), ACTCHHS

Cpo011aBane Ha MOI03UPAHN HEXKEIIAHU PEAKITHN
Cp0o011aBaHEeTO Ha [MOJI03UPAHH HEKEJIaHU PEakiliy Cliel] pa3peliaBaHe 3a yrnoTpeda Ha JIEKapCTBEHHUS

MPOIYKT € BaxkHO. ToBa MO3BOJISIBA 12 TIPOIBIKH HAOIIOICHHETO Ha CHOTHOIIIEHUETO TT0JI3a/PUCK 3a
JIEKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CIICITHAIICTH CE€ M3UCKBA JIa ChOOIIaBaT BCAKa
[0I03UpaHa HeXKeIaHa Peakiys ype3 HallMOHalHA CHCTEMA 3a ChOOIaBaHe, MOCOYCHA B

[punoxxenue V.
49 Ilpeno3upane

Cumnromu

Nma croOieHust 3a cirydar Ha XpOHHYHO MpeIo3upaHe NPy MalUeHTH, TprueMaiiy Arava B THeBHA
JIO3H JIO TIET ITBTH MO-TOJIEMH OT PENOPHUYUTEHATA JJHEBHA J1032, U CIIy4ad Ha OCTPO MPEI03upaHe
NpY BB3PACTHU U Jiena. HaMa choOIIeHus 32 HeXKenaHu ChOUTHS IIPH TIO-TOJIIMATa YacT OT CIIyYauTe
Ha TIpeno3upane. Hexxenmannre crOMTHS, CBBMECTHMH ¢ Mpoduia Ha 6€301acHOCT Ha JIehITyHOMH/T ca:
KopeMHa 00JIKa, TajieHe, IMapus, MOBUIICHNA YEPHOIPOOHN CH3UMH, aHEMHS, JIEBKOTICHUS, ChPOEK U
0o0puB.
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OBnansBane

B ciydaii Ha peio3upaHe WM TOKCUYHOCT, C€ TIPETIOPhYBa IPUEMAHETO Ha KOJIECTHPAMUH HITH
aKTUBEH BBIJICH, 32 YCKOPSIBaHE HA SIIMMUHHUPaHETO. KojecTupaMuH, PUITOKEH MEPOPATHO B 71032 OT
8 g Tpu nbTH IHEBHO 3a 24 yaca Ha TpuMa 3ApaBy JOOPOBOJIIM € HaMaJIWI IIJIa3MECHUTE HUBA Ha
AT771726 ¢ oxomno 40% 3a 24 gaca u ¢ 49% mo 65% 3a 48 gaca.

JlokazaHo e, 4e MPUII0KCHNUETO Ha aKTHBEH BBIVICH (TIPax, MPUTOTBEH KATO CYCIICH3Hs) Mpe3 ycTaTa
WM 9pe3 HazoracTpaimHa corma (50 g Ha Bceku 6 yaca 3a 24 gaca), HaMallsBa IIa3MEHHUTE
KOHIICHTpAINH HA aKTUBHUA MeTa0bomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 4aca.

Te3u ounCTBAIM MPOIIEYPH MOXKE J]a C€ TIOBTOPSIT MPH KIIMHINYHA HEOOXOIUMOCT.

[poyusanus npu xemoananmsa 1 CAPD (xpoHndHa amOysaTopHa NepuTOHeaTHa TUaii3a) OKa3Bar,
ye A771726, o0CHOBHUAT META0OIHT Ha JIehIyHOMH]T HE MOXKE J]a C€ TUATN3HPAa.

5.  ®APMAKOJIOTMYHHM CBOMCTBA

5.1 ®dapmakogHHAMUYHHU CBOMCTBA

dapmakoTepaneBTUYHA Tpyna: cenekTuBHU umyHocynpecopu, ATC koa: LO4AAL3

dapmakonaorus npu xopa

Jledmyromun e 6onecT-MOANMPHUITIPAIIIO AHTUPEBMATHIHO JICKAPCTBEHO CPEACTRBO C
aHTUTIPONIU(EPATHBHU CBONCTBA.

dapmMakoIOTHs IPU KUBOTHHA

Jlepmynomu € eeKTHBEH NP MOJIENI HA apTPUT U APYTH ABTOUMYHHH 3a00JISIBAHUS [IPH KUBOTHH,
a Taka ChIO U MPH TPAHCIIAHTAIHS, TIIABHO aKO ce TIPWJIOKH BEB (hazaTta Ha ceHcuOwm3npane. Toi
UMa UMYHOMOTyJTHpaIli/UMyHOCYIPECUBHH CBOWCTBA, JIEHCTBA KATO aHTUIIPOIU(PEPATUBHO CPEIICTBO
C MPOTHUBOBB3NAIUTEITHH CBOKUCTBA. [IpH JKUBOTUHCKH MOJIEITM Ha aBTOMMYHHH 3200JIIBaHUS
nedITyHOMUT TIOKa3Ba Ha-100Bp MPOTEKTUBEH e(DEKT IpH MPIIIOKEHUE B paHHATa (pa3a Ha pa3BUTHE
Ha 3a00JIsIBaHETO.

In vivo To# Obp30 ¥ IOYTH HAIBJIHO ce MeTabomm3upa 10 A771726, KOUTO € aKTUBEH in Vitro v ce
NpEIIoiara, 4e € OTTOBOPEH 3a TeparieBTUYHUS e(eKT.

MexaHn3bpM Ha ISUCTBHE

A771726, akTHBHHSAT MEeTaOOJHT Ha JehIYHOMU, TOATHCKA CH3UMA TUXHAPOOPOTAT JESXUAPOTCHA3a
(DHODH) 1ipu xopa 1 TposiBSIBa aHTHIIPOIU(PEPATHBHO JEHCTBHE.

Kinnnuyna edhukacHOCT U 0€301MacHOCT

Pesmamouoen apmpum

EduxacnocTtTra Ha Arava mpu jcdeHne Ha PeBMAaTOHICH apTPUT € JoKa3aHa MpH 4 KOHTPOIHUPAHHU
usnutBanus (1 BeB daza Il u 3 BeB ¢aza lll). IIpu dasza |l usnureanero, mpoyusane Y U203,

402 yyaCTHUIIM C aKTHBEH PEBMATOUJICH aPTPUT Ca PAHJIOMHU3UPAHH Ha I1ane0o
(n=102),medmyromun 5 mg (n=95), 10 mg (n=101), unm 25 mg/nueBuo (N=104). JIeuenuero e
MPOIBIDKIIIO 6 MeceTa.

Beuuku narpentd BbB ¢asza |l usnureanusTa ca npuemany HadaiaHa go3a ot 100 mg 3a tpu aHu.
IIpu npoyusanero MN301, 358 yyacTHHUIM ¢ aKTUBEH PEBMATOM/ICH apTPUT Ca PaHIOMHU3UPAHU Ha
aedayromua 20 mg auesHo (N=133), cyadacanasun 2 g naeBro (N=133) wiu miane6o (n=92).
JleyeHHETO € MPOABLIDKUIIO 6 Mecera.
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IIpoyuBanero MN303 e dakynraTuBHO CIiisIo 6 MecedHo npoabDkeHue Ha npoyuBane MN301 6e3
miare6o rpymna, mpu KOETo ce CpaBHABA €PEKTHT OT 12 MecedHo mpreMaHe Ha JIeIyHOMUI ’
cyndacana3us.

IIpu npoyusanero MN302, 999 yyacTHHUIM ¢ aKTUBEH PEBMATOM/ICH apTPUT Ca paHIOMHU3UPAHU Ha
nedmyrnomuz 20 mg/maesno (N=501) unm Metorpekcar 7,5 mg/Ceamuyno 10 15 Mg/ceaMudaHO
(n=498). To6aBsiHeTO Ha (osHeBa KUCETHHA € OMITo 1Mo u300p U € npuaraxHo camo mpu 10% ot
nmanyueHTuTe. JledeHneTo e mpoabKmio 12 mecera.

ITpu mpoyuBane US301, 482 yyacTHHIIM C aKTUBEH PEBMATOMICH apTPUT Ca PAHIOMHU3MPAHHU Ha
nedaynomuz 20 mg/maesro (N=182), metorpekcar 7,5 mg/ceamuuno a0 15 mg/ceqmuano (n=182),
i iane6o (N=118). Bcuuku manuedTn ca moxy4asanu no 1 Mg ¢ponueBa KucennHa 1Ba MbTH
IHeBHO. JIeueHnEeTo € MpoIbKIIo 12 Mecera.

Jlepnmynomuy B 1HEBHa J103a Hait-manko 10 mg (10 no 25 mg B npoyusane YU203, 20 mg B
npoyuBanust MN301 1 US301) e moka3ain cTaTHCTHYECKH 3HAYMMO MO-I00Bp edeKT OT mianedo npu
HaMalsBaHe Ha MPU3HAIMTE ¥ CAMIITOMUTE HA PEBMATOUTHUS APTPHUT MPH BCUUKH

3 mnane6o-KoHTpoIMpany u3nuTBanus. CTerneHTa Ha OTrOBOP Ha JICUSHHETO TO Kiacu(puKaIusaTa Ha
ACR (AMepuKaHCKHS KOJIEXK IO peBMaToorus), B mpoyusanero Y U203 e 27,7% nipu mnane6o,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesno. [pu dasa |l u3nurBanusra,
crerieHTa Ha oTroBop 1o ACR 3a nedmynomua 20 mg/mHeBHO, cnipsiMo Tuianedo e 54,6%, cnpsmo
28,6% (mpoyusane MN301) u 49,4%, cupsimo 26,3% (npoyusane US301). Ciien 12 meceria Ha
aKTUBHO JieueHue, cTerneHTa Ha otroBop o ACR npu nanmenTure Ha sediayHomun e 52,3%
(mpoyuBarusst MN301/303), 50,5% (mpoyuBarne MN302) u 49,4% (npoyuane US301), B cpaBHEeHHE C
53,8% npu narnuenTute Ha cyndacanazun (mpoyusanus MN301/303), u metoTpekcar - 64,8%
(mpoyuBare MN302) u 43,9% (npoyusane US301). ITpu npoyusane MN302 nedayrHomuz e
3HAYUTEIIHO M0-cj1a00 eexTrreH oT MeToTpekcat. Obaue, npu npoyusane US301 He ca ycTaHOBEHHU
3HAYMMH PA3IUKHA MEXY JIeIIYHOMUJT 1 METOTPEKCAT, B IbPBHYHKTE MapaMeTpH 3a epukacHocT. He
€ HaOJIroJaBaHa pa3imka Mexay Jedurynomuna u cyidacanasun (mpoyusane MN301). EdexTsT ot
JIEYCHHUETO C JICIYHOMHJI c€ € TIPOSBIUI ciaex 1 Mecerl, crabumu3nupan ce e ciaea 3 10 6 Mecena u e
MPOJIBIDKHII 110 BpEME Ha IeJIHs KypC Ha JICUCHHeE.

Panpomusupano, JBOWHO-CIIAIO, ApaIeTHOrPYIOBO, HOHUH(QEPHOPHO MPOYUYBAHE, CPABHSBA
OTHOCHUTEITHATa €UKACHOCT Ha JBE PA3JUYHU JTHEBHU MO IbpKANH no3u JtedayHomua 10 mg u

20 mg. Ot pe3yaTaTute MOXe Jja ce 3aKJII0UH, Ye Pe3yJITaTHTE 32 e(hUKACHOCT Ha MO IbpiKaIiarTa J103a
ot 20 Mg ca mo-0aronpusATHH, HO OT JIpyTa CTpaHa, pe3yiaTaTuTe 3a 0€30MacHOCT ca B MoJ3a Ha
moIbprkaiara go3a ot 10 mg.

Ileouampuuna nonynayus

JlepmyHoMu € U3CNeBaH B OTMEITHO MYJITHIIEHTPOBO, PAHIOMU3UPAHO, TBOWHO-CIISTIO, AaKTHBHO-
KOHTPOJIMPAHO U3NMUTBaHe Mpu 94 maruenty (47 B rpyna) ¢ MOJIHAPTHKYJIAPEH THIT FOBEHIIICH
peBmarounsicH aptpuT. [larenTrre ca Ha Bh3pact 3-17 TOAMHY, ¢ aKTHBEH MOJIMAPTUKYTAPEH THUIT
IOPA, He3aBHCUMO OT HA4YaJ0TO Ha 3a00JSIBAHETO M HE Ca JIGKYBaHH JIOCETa ¢ METOTPEKCAT WIN
neduyHomu. B ToBa m3nuTBaHe, HaTOBapBalaTa J03a M MOIbpIKaIlaTa 1032 Ha JeIyHOMHU] ca
OIIpeIEIIEHH B TPH KATETOPHH, B 3aBUCUMOCT OT TeroTo: <20 Kg, 20-40 kg u >40 kg. Cren

16 cenMuIM Ha NieUeHNe, pa3IMKaTa B CTETICHTA HA OTTOBOP € CTATHCTUYECKH 3HAYMMA B TI0JI3a Ha
metoTpekcar mpu FOPA Ompenensae na nogoopenueto (OIT) >30% (p=0,02). ITpu pearupanmure,
TO3U OTTOBOD € TOAIBPKaH B MPOABIKEHUE Ha 48 cenmunm (BXK. Touka 4.2).

XapakTepbT Ha HeXKEJIaHUTE CHOUTHS Ha JIeITYHOMUI U METOTPEKCAT M3TIIeXk 1a CXOJIeH, HO J103aTa,
W3M0JI3BaHa MIPY MAIMEHTH C TTO-HUCKO TETJI0, BOJM JIO OTHOCUTEITHO HUCKA SKCTIO3UIHS (BXK. TOUKA
5.2). Te3u naHHM HE TTO3BOJIABAT €(hEeKTHBHA M Oe30IMacHa MPenophKa 3a T03UPOBKA.

Tcopuamuuen apmpum

Edukacnoctra Ha Arava npu JieueHle Ha IICOPHATUYCH apTPUT € JIOKa3aHa MPU KOHTPOIUPAHO,
paHIOMH3UPAHO, TBOMHO-CIIsAO TipoyuBade 3L01 mpu 188 manueHTH ¢ IcopuaTudeH apTpuT,
nekyBanu ¢ 20 mg/meH. [IpoapDKUTETHOCTTA Ha JICUeHHE € 6 Mecera.

33



Jlepnyrnomua 20 mg/aeH e 3HaAYMTETHO I0-100Bp OT IUIalec00 3a HaMalliBaHe Ha apTPUTHUTE
CHMTOMH TIpH TarueHTy ¢ ncopuatudeH aptput: KOJIIIA (Kpurepuu 3a 0TTOBOp KbM JICYCHUETO Ha
TICOpUATHYEH apTpuT) pearupanute ca 59% B rpymara Ha neduryHomun u 29,7% B rpynara Ha
miare6o g0 6 mecena (p<0,0001). EdekThT Ha NedryHOMII BEPXY MOA00psIBaHE HA QYHKITUATA U
HaMaJIIBaHE Ha KOKHUTE JIE3UU € YMEpeH.

Tocmmapkemunzosu npoyusanus

Panmomu3upano npoydyBaHe olleHsIBa KIMHHYHO eprKacHaTa CTereH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, xouto ca moaygasaau 20 mg umu 100 mg mediayHOMII B
JIBE MapajielIHy TPYITH, 10 BpeMe Ha HAYaIHUS TPHIHEBEH JBOMHOCIST nepruo)i. Hawamnusar nepuon e
MOCJIe/IBaH OT TPUMECEUESH OTKPUT MOJIBPIKAII TIEPHOJ, TIO BpeMe Ha KOWTO U JIBETE IPYIH ca
rosrydaBaiu geduryHoMu B 1o3a 20 mg gaeBHo. He e HabrogaBano HapacTBaHe Ha o0IIaTa moisa B
M3cie[BaHaTa MOMyJIaIHs TP MPUIOKEHUETO Ha HATOBapBalla cxeMa Ha npwiarane. JlaHauTe 3a
0e30MacHOCT, IMOJIyYSHH OT JIBETE TPYIU Ha JICYCHHUE, Ca B ChOTBETCTBUE C U3BECTHUS MPOdUIT Ha
0e30macHOCT Ha Je(IyHOMU/I, KATO YeCTOTaTa Ha CTOMAITHO-YPEBHU HEXEIIaHW CHOUTHS U Ha
TIOBHUIIICHU YePHOIPOOHU S€H3UMHU € TI0-BHCOKA MTPH MAIMEHTHTE, MOTyYaBallld HATOBapBalia J103a OT
100 mg nedayHOMUI.

5.2 @apmakoKHHETHYHHU CBOHCTBA

Jledmyromu 66p30 ce METabOIU3Upa 10 aKTUBHHS ¢ MeTaboaut, A771726 upes “first pass”
MeTaboi3bM (Upe3 OTBapsiHEe HAa MPHCTEHA) B UpeBHATA CTEHA M YepHUs Apo0. [Ipu mpoyusBaHe ¢
M30TONHO Gensasan *C-nedayHOMUI IpH TpYMa 31paBH JOOPOBOJIIH, HE ¢ HAMEPEH HEPOMEHEH
nedIyHOMU/I B TUTa3MaTa, ypuHaTa win ¢pexanmuute. [Ipu npyru npoydBaHus, pSaKO Ce OTKPUBAT
KOJIMYECTBA HETPOMEHEH Jie(TyHOMHU/T B ITa3MaTa, B INIa3MEHU HUBA OT mopsirbka Ha ng/ml.
EnuncTBeHUAT pagnoakTHBeH MeTaboIuT B Iiazmara € A771726. To3u MeTaboIuT € OTTOBOPEH U 3a
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHH 3a eKCKpenusaTa oT mpoyusade ¢ 1*C nmokassat, 4e Haii-Mainko 82 10 95% ot mo3ara ce
abcopbupa. Bpemero 3a qocTurane Ha MaKCHUMalTHATa TuTa3MeHa KoHIeHTpamusa Ha A771726 e MHOTO
pasnugHO: MeKay 1 1 24 daca cies emHOKpaTHO nmprueMane. JleuryHoMuma Moxe 1a ce mpuemMa
€IHOBPEMEHHO C XpaHa, Thil KATO CTEMEHTa Ha aOCOPOIHs € CpaBHUMA Ha TJIAJIHO ChCTOSIHUE H CJIC]
xpanere. [lopaan M3BBHPEIHO ABIATH MOTYKUBOT Ha A771726 (0K0J10 2 ceaMUIIN), TIPU KIMHUIHUTE
MIPOYYBaHUS € M3IM0JI3BaHa HaToBapBama go03a ot 100 mg 3a 3 mHM 3a 1Mo-0Bp30 TOCTUTAHE HA
cTarfmoHapHH HUBa Ha A771726. M3uucieno e, ue 6e3 HaTOBapBalia 103a, 3a JOCTUTAaHETO Ha
CTallMOHAPHU IJIA3MEHU KOHIIEHTPAIIWY IIe ca HeOOXO MU TIOYTH J[Ba Mecella npuioxkenue. [Ipu
NPOYYBaHUS ¢ MHOTOKPATHO NPWIIOKEHUE, TIPH MAIUSHTH C PEBMATOWJICH apTpUT,
(hbapMaKOKWHETUIHHTE TTapamMeTpu Ha A771726 ca TMHEWHH 3a T030BUS qUama3oH ot 5 mxo 25 mg. [lpu
TE3H MPOYUYBAHUS, KIMHUIHHUAT €PEKT € TMPSIKO CBHP3aH C IUIa3MeHaTa KOHIleHTpanus Ha A771726 u
Ha JHEBHATA J03a Ha Jedaynomun. [Ipu qo3a ot 20 Mg/mHeBHO, cpeaHaTa Iura3MeHa KOHIIEHTPATIHS
Ha A771726 B cTalMOHAPHO CHCTOSIHUE € prOmusuTenso 35 ug/ml. Ipu cranuoHapHO ChCTOSIHHE
IJIa3MEHHATE HUBA ca OKOJIO 33-35 IbTH 1MO-BUCOKH, CPABHEHHM C TE3W MPH SAMHNYHA J034.

34



Pasnpenenenue

B goBemkara miasma A771726 ce cBbp3Ba EKCTEH3MBHO ¢ TiporennuTe (anbymunnre). Hecpbp3anara
yacT e okoJo 0,62%. Cebp3Banero Ha A771726 ¢ nmina3meHus anOyMUH € JHHEWHO B PAMKHUTE Ha
TepaneBTHYHUTE ITa3MEHU KOHIICHTpauK. To e JeKko HaMaIeHO U BapuaOWITHO MPH MAIUEHTH C
PEBMATOUJICH apTPUT MM XpPOHUYHA OBOpEeUHa HEJTOCTATHYHOCT. EKCTEH3MBHOTO CBBP3BaHE Ha
AT71726 ¢ mpoTenHUTE MOKE J]a JTOBEIE JO N3MECTBAHE Ha IPYTH €KCTCH3MBHO CBBhP3aHM JIEKapCTBa.
[poyuBanus in vitro 3a B3aMMOJICHCTBIE HA HUBO CBBbP3BaHE C IUIAa3MEHHUTE MPOTEHHHU C BappapuH B
KJIMHAYHO 3HAYMMH KOHIICHTPAIIMYU HE TI0Ka3BaT B3anuMo ieicTBUs. [10100HM TpoyYBaHus C
noympodeH u TMKI0()EeHaK CHINO HEe ToKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBP3BaHe,
JIOKaTo HecBbp3aHarta Gpakius Ha A771726 ce yBenu4asa 2 10 3 TbTH NP HAIWYHE HA TOJIOYTaMUI.
AT771726 nzmectBa nOynpodeH, qukioheHak u Toa0yTaMuI, HO HeCBbp3aHaTa (ppakuus Ha Te3H
JIeKapCTBEHU IPOAYKTH ce yBenndasa camo ¢ 10 go 50%. Hsama manHM 3a KIIMHUYHO 3HAYEHUE Ha
Te3u edektr. [lopamy 3HAYNTEITHOTO CH CBBP3BaHe ¢ IIa3MeHuTe 0enThim A771726 nMa HUCHK 00eM
Ha paznpezenenue (oxono 11 aurpa). He e ycranoBeHO npedepeHIamHo moeMaHe 0T EpUTPOITUTHTE.

Bbuorpanchopmarnus

Jledbmyromun ce meTabonu3npa 10 eauH ocHOBEH (A771726) 1 MHOTO APYTH BTOPOCTEIICHHN
MeTabosuTy, Bkaounterao TFMA (4-tpudayopomeTrnanmin). MerabonutHaTa
ouotpanchopmarus Ha edryHOMET 10 A771726 m mocneaBamuaT Mmetabonu3sM Ha A771726 He ce
KOHTPOJIMPA OT €JIMHUHCTBEH €H3UM U CE M3BBHPIIBA KAKTO B MUKPO30MaJIHATA, TAKa M B IIUTO30JTHATA
KIIeTHYHH Ppakiuu. [IpoyuBanns 3a B3anMOACHCTBHE C IMMETHANH (HecnenududeH NHXHOUTOp Ha
urtoxpoM P450) u pudpammurua (HecnermmpudaeH nquroxpoM P450 uHAyKTOp) MMOKa3BaT, 4e in vivo
CYP ensumuTe ydyacTBaT B MeTa00IM3Ma Ha Je(IyHOMHU CaMO B MajIKa CTEIICH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO M ce XapaKTepu3upa ¢ KIUPBHC OT mopsabka Ha 31 ml/h.
ENMMUHAITMOHHUSAT TIOTYKHUBOT € OT Mopsyibka Ha 2 cenmuiy. Criel| MpriioKeHne Ha OensizaHa ¢
U30TOII 71032 JI(ITYHOMHUI, PaJIMOAKTUBHOCTTA CE OTIIEJIS €IHAKBO BHB (hEKAINUTE, BEPOSTHO Upe3
SITMMUHHUPAHE C XThUKaTa, U B ypuHata. A771726 Moxe Aa ce OTKpHe B ypruHATA U PEKATUUTE 10
36 1HU cien eMHOKpaTHO MpueMaHe. [ TaBHUTe MeTa0OoIMTH B ypUHATA A TIIFOKYPOHUIN Ha
nedmyroMu (TaaBHO B poouTe oT 0 1m0 24 gaca) M OKCaHWIOBO TIpon3BoiHO Ha A771726. BeB
(hexanuuTe ce OTKpuBa ri1aBHO A771726.

YCcTaHOBEHO €, Ye MPH X0pa MPUIIOKEHUETO Ha ITEPOPATHA CYCIIeH3UsI aKTHBEH BBIVICH Ha Mpax WU
KOJIECTHPaMUH BOIH JI0 ObP30 M 3HAYUTEITHO YCKOPSBaHE Ha eKcKkpenusata Ha A771726 u HamamsiBaHe
Ha IJIa3MEHHUTE KOHIICHTpaIuH (BX. Touka 4.9). ToBa ce TbIKU Ha CTOMAINTHO-IYPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITN Ha TIPEKhCBAHE HAa EHTEPO-XEMaTATHUS IUKBII.

Bbr0Opedno yBpexmane

JlenyHOMU € IPUIIOKEH B €IMHUYHA IIepopajiHa go03a oT 100 Mg npu 3 manMeHTH Ha XeMOarain3a
1 3 maIMeHTy Ha MPOabJDKUTEIHA nepuToHeanta auanusa (CAPD). dapMakokuHETHKATa Ha
A771726 npu narmert Ha CAPD u3riexia cxomHa ¢ Ta3u pH 3apaBu 100pososiy. [1o-06p30
enuMuHUpane Ha A771726 e HabmromaBaHo MPH MANMEHTHTE HAa XeMOIMaIN3a, KOETO He ¢e JBJDKU Ha
EKCTPAaKIIUS Ha JIEKAPCTBEHUSI IPOIYKT B JHATH3ATA.

YepuoapoOHO yBpEXIaHE

Hsima maHHUM 3a edeHre Ha MMAMCHTH ¢ YepHOAPOOHO yBpeKaaHe. AKTUBHHAT MeTabout A771726
CBBP3aH B roJisIMa CTETICH C TIPOTEUHHUTE U CE SITMMUHHPA Ype3 YePHOAPOOCH METa00IN3bM H KIIbUHA
cekpenus. Te3u nporecu MoXxe Aa ObJaT MOBIUSHA OT Y€PHOAPOOHA TUCHYHKITHS.
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IlenuaTpuyHa momysamus

®dapmakoknHeTHKaTa Ha A771726 cnen mepopaiiHo MPUIoKEHNE Ha JICIYHOMH € U3CIIeIBaHa ITPH
73 nenuaTpUYHM MAIMCHTH C MOJIMAPTUKYJIapEH THIT IOBeHHICH peBMaTouicH apTpuT (FOPA) na
BB3pacT oT 3 j1o 17 romunn. Peynrature oT momynanuoHeH (apMakKOKUHETHYCH aHAIN3 Ha TE3U
NPOYYBAHUS [TOKA3BaT, Y€ MEAUATPHIHUTE MAUECHTH ¢ TesiecHo Tero <40 Kg nmar HamasneHa
cUCTeMHa excro3uius (u3mepena upes Css) Ha A771726, mogo0HO Ha BB3PACTHUTE MAIUCHTH C
peBMaTouAcH apTpHUT (BX. Touka 4.2).

Crapuecka Bb3pacT

®apMaKOKMHETUYHUTE TaHHU TIPH JIMIA B cTapuecka Bb3pacT (>65 roJuHu) ca OrpaHu4eHd, HO
CHOTBETCTBAT Ha (hapMaKOKMHETHUKATA TPU TIO-MJIAJIUTE B3PACTHH.

5.3 IlpeakJuMHUYHU JaHHHU 32 0€30MACHOCT

JledmyHOMIA, TIPHITIO’KEH TIEPOPATHO M HHTPAIIEPUTOHEATHO € U3CIIE/IBaH B IPOYYBAHMS 32 OCTpa
TOKCHUYHOCT TP MHUIIKH ¥ ITpX0Be. [IpoyuBaHus pyu MHOTOKPATHO TIEPOPATTHO MPHUIIOKEHHE Ha
nedTyHOMU IPU MHIITKY 32 IEPUOJT OT 3 Mecela, IITbX0Be U KydeTa 10 6 Mecela 1 MailMyHH 110

1 mecerr moka3Bar, 4e TIIABHUTE TAPTeTHU OPTraHH 32 TOKCHYHO YBPEKIaHe ca KOCTHHS MO3bK, KPBBTA,
TaCTPOMHTECTHHAITHUS TPAKT, KOXKaTa, JanaKka, THMyca U TuMGHUTE Bb3IH. | TaBHATE eexT ca
aHeMUsl, JIeBKOTICHH, HamaJieH Opoii Ha TPOMOOIINTHTE W TAHMHEIIONATHS ¥ OTPa3siBaT OCHOBHUS
MEXaHW3bM Ha JICWCTBHE Ha BellecTBOTO (moaTrckane Ha cuaTe3ara Ha JJHK). [Ipn mpxoBe u kydera
ca Hamepenu Tesmna va Heinz w/uim Howell-Jolly. [Ipyrute edextu, yctaHoBeHH BBPXY ChPIETO,
gepHUS Apo0, KOpHEATa M PECITUPATOPHHUS TPAKT OMXa MOTIIH Ja C€ OOSCHAT C MHPEKIINH BCIICICTBHE
Ha UMyHOCyTpecusiTa. TOKCUIHOCT TIPH KUBOTHUTE € yCTAHOBEHA MPH JJO3H, EKBHBAJICHTHH Ha
TEPANeBTUIHNUTE A03H MIPH X0Opa.

Jlemyrnomu He ¢ MmyTtareHeH. Bropocrenenaust merabonutr TFMA (4-tpudiiyopoMeTHIIaHHITHH )
MPEIN3BUKBA KIIACTOTEHHOCT ¥ TOYKOBH MYTAIIWH M Vitro, KaTO JIMIICBAT JOCTAThYHO JAHHU JalU TOH
MOJKE J1a TIPeAN3BUKA TO3H €PEKT in vivo.

[pu mpoyuBaHe 3a KAPIUHOT€HHOCT TIPH ILUTHXOBE, JIe(IyHOMHU/T HE € MOKa3al KapIHHOTCHEH
noteHma. [Ipu npoy4ysane 3a KapIIMHOTEHHOCT MPY MHUIIKH € Ha0JI01aBaHa II0-BUCOKA YECTOTA Ha
3JI0Ka4eCTBEH JTUM(OM IPH MBXKKHTE B TPyIaTa Ha Hal-BHCOKA /1033, HAH-BEPOSTHO JIBJDKAII CE Ha
UMyHOCYyTpecuBHHUS eekT Ha aedayHomu. [1pu KEeHCKH MHUIIKH € HaOII01aBaHO J0303aBUCHMO
YBEJIMYSHHUE HA YECTOTaTa Ha OPOHXMOI0-TBEOIAPHH aIEHOMH U KapIIMHOMHY Ha OeIust 1poo.
3HauCHNETO Ha TE3W HAXOKH MPU MUIIKH 33 KJIMHHYHATA yIoTpeda Ha JIeIyHOMHU HE €
YCTaHOBEHO.

JlepmyHoMuza HAMa aHTUIC€HHU CBOIMCTBA IPH KUBOTUHCKH MOJEIIH.

JlepmyHoMuz € eMOPHOTOKCHYEH U TEPATOTCHEH MPH ITbXOBE U 3aiIM B PAMKUTE Ha
TEpaneBTUYHMTE JO3M IPU XOpa U IPUUMHSIBA HEKETAHU PEaKLH BbPXY MBXXKHTE PENPOLYKTHBHU
OpraHy IpH NPOYYBAHUITA 32 TOKCUYHOCT P MHOTOKPATHO MpUiIoKeHue. DepTUINTeThT He €
HaMaJleH.

6. OAPMAIEBTUYHU JAHHU
6.1 CHhnucbk Ha IOMOIIHUTE BelecTBA

Tabnemuo adpo:

IapeBnuHo HUIIECTE

IToBumon (E1201)

Kpocmosugon (E1202)

Cunuies THOKCUI, KOTOUAEH O€3BOIEH
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Marnesues creapat (E470b)
JlakTo3a MOHOXUApPAT

Dunmogo noxpumue:

Tanx (E553b)

Xurpomenosa (E464)

Turanues quokcun (E171)

Makporoin 8000

Kot xenesen okena (E172)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roIHoOCT

3 roauHu.

6.4 ChnenuaJHM yCJI0BHsI HA ChXpaHEHHe

bauctep:  Jla ce chxpaHsiBa B OpUTMHAJIHATA OMAKOBKA.
bytunka:  CwxpansBaiiTe OyTuikaTa ITBTHO 3aTBOPEHA.
6.5 Buau chbabp:KaHME HA ONAKOBKATA

brmuctep:  Amymwunnit/axymunues Oxuctep. OnakoBku: 30 u 100 ¢punmupany TabIeTKH.

bytunka: 100 ml HDPE Gytuika ¢ mmpoko I'epiio, ¢ Karnayka Ha BUHT C BrpajieH KOHTEHHEp 3a
n3cymasane, chabpxkaimy 30, 50 nnm 100 punmupanu TabJIeTKH.

He BcHYKH BH/IOBE OMAKOBKU MOTaT Aa ObJaT MyCHATH B IPOAaK0a.
6.6 CnenuaJHu Npeana3Hu MepKU MPU U3XBBLPJIsiHE U padoTa

Hsama CrieliMaJiH U3UCKBAHUS 3a USXBBPJIIAHE.

7. INPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/99/118/005-008

EU/1/99/118/010

9. JATA HA TBPBO PA3ZPEIIABAHE/ITIOTHOBSIBAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

[Hara na mepBo pazpemanane: 02 centempu 1999 r.
Jara Ha nocienno noanoBsBane: 02 cenremspu 2009 r.
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10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Moapo6ua uHpOpMaIHs 32 TO3U JISKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus 1o Jiekapcrsara http://www.ema.europa.eu/.
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1. NME HA JIEKAPCTBEHUSA TPOAYKT

Arava 100 mg ¢unmupanu TabIeTKU

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika tabnerka cpabpxa 100 mg nedaynomun (leflunomide).

ITomouTHM BelecTBa ¢ U3BECTHO JEHCTBUE
Bceska Tabnerka cpappika 138,42 mg stakto3a MOHOXHUApAT.

3a IIBJIHUS CUCHK Ha ITOMOIIHHUTEC BCIICCTBA BMXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tadnerka

bsuta mo OenesHukaBa, Kpbria huaMupaHa TabdaeTka, ¢ otriedatano ZBP ot egHaTa ctpaHa.

4. KJIUMHUYHU JAHHU
4.1 TepaneBTHYHH MOKA3AHMS

JledmyHOMU € TMOKa3aH 3a JIEUeHHEe Ha BH3PACTHU MMAIUEHTH C:

. AKTUBEH PEBMATOWJICH apTPUT KaTo “00s1ecT-MOTUPHUIMPANIO AHTUPEBMATHYHO JIEKAPCTBEHO
cpenctBo” (BMAJIC)
. AKTUBEH TICOPHATHYCH apPTPHT.

CKOPpOITHO WJIH €THOBPEMEHHO JICUCHUE C XEMaTOTOKCUYHH WTH XeMaToToKCHIH BMAJIC (mamp.
METOTpEKcaT) MOKE Jia OBEJIE 10 YBEIMYEH PUCK OT CEPHO3HU HEKETIaHH PEaKINH; CIIET0BATENHO,
MIpeIn 3aII0YBaHe Ha JIEUEHUETO C e IyHOMH, TpsiOBa 1a ObJie BHUIMATEITHO MPEIICHEHO
CHOTHOIIIEHUETO TT0JI3a/PHUCK.

Hemo noseue, cmsiHaTa ot nedayHomus Ha 1pyro BMAJIC Ge3 cna3BaHe Ha O4HCTBAIIAaTa MpoIeaypa
(Bk. TouKa 4.4), MOKE [1a YBEJIMYIH PUCKA OT CEPUO3HU HEXKEJIAHH PEaKIMU TOPH JBJITO BpeMe Ciie/]
cMsHATA.

4.2 Jlo3upoBKa U HAYMH HA MPHUJIOKEHUE

JleuenneTo TpsAOBa Oa ce 3aM0YHE U CJIEAH OT CIELUAIUCTH C OIMT B JICUEHUETO HAa PEBMATOUCH
apTPUT U NICOPUATHYECH apPTPHUT.

EnHoBpeMeHHO TpsiOBa 1a ce onpeessT ananud amuHotpancdepasata (AJIAT) win cepymMHaTa
rnyramaT-riupysat Tpancdepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKIFOUYHTEIHO TUPEPCHITHATHO
OpoeHe Ha 6enuTe KPBBHU KIETKH U OpOsl Ha TPOMOOITUTHTE, a TOCIIe Ja C€ U3CIIEIBaT ChC ChIara
YyecTora:

. TIpe/Iv 3al0YBAHETO Ha JIeITyHOMHUI,
. BEJIHBXK Ha JIBE CEJIMUIIU MPe3 MLPBHUTE 6 Mecela OT JICUYCHUETO, H
. BEJHBK HA BCEKH 8 CeIMUIM el ToBa (BK. Touka 4.4).
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gO?»H[}OBKa

o [Ipu peBMaTOWIeH apTPUT: TepanusTa ¢ JedIyHoMu1 0OOMKHOBEHO 3all0YBa ¢ HATOBApBAIla
nmo3a ot 100 mg eauH BT JHEBHO B IpoAbJDKEeHNE Ha 3 mHU. [IpomyckaneTo Ha HaToBapBaIiaTa
J103a MOYKE Jla HaMalld PHCKa OT HE)KeIaHu chouTus (BXK. Touka 5.1).
[Ipenopbuntennara noaabpkamia go3za € 10 mg go 20 mg neduryHoMH €OUH BT AHEBHO, B
3aBHCUMOCT OT TEXECTTa (aKTUBHOCTTA) Ha 3a00JIABaHETO.

o [Ipu ncopuaTryeH apTpuT: TepanusiTa ¢ JieIyHOMH] 3all04Ba ¢ HaToBapBaiia 1o3a ot 100 mg
€IMH BT THEBHO B MIPOABIDKEHHUE Ha 3 THH.

[Ipenopruntennara moaabpikama go03a € 20 mg nedIyHOMHAL eAUH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHIHUAT ePeKT OOMKHOBEHO 3a104yBa cjiea 4 10 6 CEIMUIIA U MOKE TOTBJIHUTEITHO JIa Ce
moxo0pwu 3a mepuoA oT 4 1o 6 Mecera.

He ce npenopruBa nmpomsiHa Ha Ji03aTa MpH MAIMEHTH ¢ Jieka ObOpeuHa HeJI0CTaThUHOCT.

He ce u3uckBa npomsiHa Ha J103aTa MU MAIMEeHTH HaJI 65-roJuiHa Bb3pacT.

Teouampuuna nonynayus

Arava He ce mpenoppUBa 3a ynorpeda npy nanueHTy noj 18 roguHu, Thil KaTo epUKACHOCTTA ’

Oe3omacHocTTa TIpH T0BeHWIEeH pesMmaronieH aptput (FOPA) He ca yctaHoBeHH (Bk. Touku 5.1 1 5.2).

Hauue Ha npuiioxxeHue

TabmerkuTe Arava ca 3a epoparHo IpriIokeHue. TadaeTkuTe TpssOBa a ce MOTIBINAT METH C
JIOCTAaThYHO KOJIMYECTBO TeUHOCT. CTeTrieHTa Ha a0copOITns Ha JIehIIyHOMHI HE Ce TIOBITHSIBA, aKO CC
npueMa ¢ XpaHa.

4.3 IlpoTuBONMOKA3aHHSA
o CBpBXUyBCTBUTEITHOCT (0COOEHO TPEAIIeCcTBAIl CHHAPOM Ha Stevens-Johnson, TokcuuHa

cnuJcpMaiHa HCKpPOJin3a, CpuTcMa MyJ'ITI/I(bOpMC) KbM aKTHBHOTO B€IICCTBO, KbM I'JIaBHUA
aKTUBEH META0OJINT TCpI/I(l)J'Iy'HOMI/I)l HNJIIK KbM HAKOC OT IIOMOIIHHUTC BCIICCTBA, I/I36pOCHI/I B

Touka 6.1.
o [MatmenTH ¢ yBpeaeHa 4yepHOApoOHa GYHKIUSL.
. [MaumeHTH ¢ TeXKH UMyHOAePUUUTHH cheTosHus, Hanp. CITUH.
. [TatmeHTH chbC 3HAUUTENTHO YBpeaeHa QYHKIUS Ha KOCTHUSI MO3bK MM TE)KKa aHEMHUS,

JICBKOIICHUSA, HCYTPOIICHUA U TpOM6OHI/ITOHCHI/IH, nopaayv NpuivuHU, pa3jiniHu OT
PEBMATOUACH UJIW IICOPUATUYUCH apTPHT.

. [MatmenTn cbe ceprno3nu nHGEKunu (BX. Touka 4.4).

o ITauuenTu ¢ YMEpCHaA A0 TCXKKa 61:6peqHa HECOOCTAaTBhYHOCT, 3alllOTO JIUIICBA JOCTATHYHO
KIIMHWYCH OITUT IIPU Ta3u rpymna nanueHTH.

o HaHI/IeHTI/I C TCKKa XUIIOMMPOTCUHCMUA, HAIIP. IIPU He(prTI/I‘leH CUHAPOM.

o BpeMeHHY KEeHU WK 5KEHHU C IETePOJICH MOTEHIIMAI, KOUTO HE U3IOJI3BAT MOIXO 1A
KOHTpAIICTIIHS 110 BPEMe Ha JICYCHUETO C JICPIYHOMH/ U CJIe]] TOBA, TOKATO IJIa3MEHUTE HUBA
Ha akTHBHUs MeTtabomut ca Haj 0,02 mg/l (Bxk. Touka 4.6). [Ipenu 3anouBaHe Ha JEYSHUETO C
nedryHOMU TPSIOBA J1a CE U3KIIFOYM OPEMEHHOCT.
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o Kbpmenn xxenu (Bx. Touka 4.6).
4.4 CpoeuuajHu NpeaAynpexkIeHHs U NPeANna3sHu MEPKH NpH ynoTpeda

EnsnoBpeMEeHHOTO MPUIIOKEHHE HA XeTAaTOTOKCHYHY Wi XemaToTokcnaun BMAJIC (Harp.
METOTpEKCAT) He Ce MPernophyBa.

AKTUBHHAT MeTa00NUT Ha JedryHoMu, A771726, nma IbIBT IONYKUBOT, OOMKHOBEHO OT 1 110

4 cegmuiy. Morar 1a Bb3HHKHAT CEPHO3HU HEXEJIaHW PEeakLuK (Harp. XemnaTOTOKCUYHOCT,
XeMaTOTOKCHYHOCT, MJIH aJIeprUYHU PEaKLUH, BXK. T0-10J1Y), JOPH aKo JEYEHHUETO C Je(IyHOMUS €
ouno cnpsiHo. Crie1oBaTeIHo, KOraTo Bh3HUKHE M0J00HAa TOKCHYHOCT MIIM aKo 110 HAKaKBa Jpyra
npuunHa A771726 tpsiOBa na Obae oTCTpaHeH OBP30 OT OpraHu3Ma, TpsiOBa aa ce cieasa
oumcTBamiara npouenypa. [Iponenypara Moxxke aa ce MOBTOPH, aKO € KIMHUYHO HEOOXOAUMO.

3a oumcTBaIIaTa Mporeaypa u APyru NPEernopbUYUTEITHA MEPKH B CITy4ail Ha jKeJaHa WU
HENpeaBUAcHa OPEMEHHOCT, BIKTE ToYKa 4.6.

YepHOIPOOHU pEeaKITnu

Penxu cirydan Ha T€XKO YEpHOAPOOHO YBPEKIaHe, BKIIOUUTEITHO ¢ (haTajieH u3xo. ca Omimm
CHOOIIABAHM TI0 BpEeME Ha JIeYeHUETo ¢ JieryHoMuI. [ToBeueTo OT ciayvyanTe ca Bb3HUKHAIHN TIpe3
mBpBUTE 6 Mecena Ha JiedeHrneTo.UecTo e HajHIle ChIThbTCTRAINA TePAITUs ¢ APYTH XCMAaTOTOKCHIHN
JIEKapCTBEHU TMPOIYKTH. Ba)KHO € Jja ce clieiBaT TOYHO NPENOPHKUTE 3a MPOCIIe/ISIBaHE.

Tps6Ba ma ce onpenenu AJIAT (CI'TIT) npenu 3amouBane Ha JTeIyHOMH/I, a TIOCTIE 1a C€ U3CIIeBa
ChC ChHI[ATa YECTOTA KAaTO IThJIHATA KPbBHA KapTUHA (Ha BCEKU JIBE CEJIMHUIIN) ITPE3 MIbPBUTE MIECT
Mecela OT JICYEHHETO, a CJIe]| TOBA BEJJHBX Ha BCCKH 8 CEJMUITH.

[Ipn yBenmmuenne Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Hax TOpHATA TPAaHHUIIA HA HOPMAaTa, MOXE J1a Ce
00chIM HaMassIBaHe Ha go3ara oT 20 mg Ha 10 Mg, kaTo TpsOBa 1a OBAC MPOBEIACHO €KECSIMUIHO
Habmonenne. Axo yenmueHnero Ha AJIAT (CI'TIT) e 2 mpTi Hax HOpMaTa ¥ IEPCUCTHPA WITH
YBEJIMYEHHUETO € TToBeUe OT 3 MHTH HaJ HOpMarTa, IpUeMaHeTo Ha 1eIryHOMUI TpsiOBa ce
MpEyCTaHOBH U JIa ce MPEeMUHE KbM OYHCTBAIaTa poreaypa. [IpenopruBa ce mpoabbKaBaHe Ha
MOHHUTOPHUPAHETO Ha YePHOAPOOHHUTE SH3UMHU CJIe]l TIPEYCTAHOBSIBAHE HA JICYCHUETO C Je(IyHOMU
JI0 HOpMaJM3upaHe Ha CH3UMHHTE HUBA.

[Mopanu Bb3MOKHOCTTA 3a JOMBITHUTEIHN XEaTOTOKCHYHY e()eKTH, ce MpernophyuBa ynorpedara Ha
AJIKOXOJI /1a ce M30srBa Mo BpeMe Ha JICYEHUETO C JeIIyHOMHU.

TBit KaTo aKTUBHUAT MeTabouT Ha NedayHomun, A771726, ce cBbp3Ba B TOJIsIMA CTEMEH C
NPOTEHHUTE ¥ C€ STMMUHHUPA Ype3 YePHOAPOOCH META0OIM3BM H HIThYHA CEKPEIHs, TIIA3MEHUTE
HrBa Ha A771726 ce ouakBa 1a ObAAT IMOBUIIICHHU IPH MAIMEHTH C XUITONIPOTeHHEeMHUs. Arava e
MPOTHUBOIOKA3aH MPH MAIIMEHTH C TEXKa XUITOTPOTEHHEMUS HITH yBpeaeHa (DYHKIHS Ha YepHHUs Apo0
(Bx. Touka 4.3).

XeMaToJI0TUYHU PeaKiuu

Ennospemenno ¢ AJIAT, TpsiOBa 1a ce HanpaBy ITbJIHA KPbBHA KaPTHHA, BKITIOYUTEITHO
nrdepeHImasHo OpoeHe Ha OeNTe KPBBHU KIIETKH B TPOMOOITUTHUTE, TIPEIN 3all0UYBaHe HA JICICHUECTO
¢ nepryHOMHU T, KaKTO ¥ BEIHBK Ha JIBE€ CEAMMIIN TIPe3 ITbPBUTE 6 Mecela OT JICYCHHETO U BEAHBK Ha
BCEKH § CEIMUIIH CJIe/ TOBA.

IIpu marueHTH C IIpeIIecTBaIIa aHSMHsI, IEBKOIICHUS W/ WA TPOMOOIIMTOIIEHHS, a TaKa CHINO U TIPH
MAIAEeHTH C YBpeneHa (GYHKITHS Ha KOCTHUS MO3BK WU IIPH TaKMBa C PUCK OT MOATHCKaHE Ha
KOCTHUS MO3BK, PUCKBT OT X€MAaTOJIOTHYHN HAPYIIICHHUS € YBeINIeH. AKO BH3HUKHAT TaKUBa €(heKTH,
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TpsiOBa J]a ce B3eMe IMpeIBU] OYMCTBaHe (BK. TI0-/I0JIy) 32 HAMAJISIBAHE HA TNIA3MEHUTE HUBA Ha
AT71726.

B ciydaii Ha TeXKH XeMaTOJIOTHYHH PEAKIIUH, BKIFOYUTETHO MaHIIUTONICHHS, Arava i Beska
€IHOBPEMEHHA MHEJIOCYIIPECHBHA Teparus TPsOBa Ja ce CIpe U Jia ce 3all0YHe OYKMCTBAIlA

mporexypa oT Je(IyHOMHMI.

KomOuHanws ¢ Apyru JieueHus

VYrnorpebara Ha ieIyHOMUJT C aHTUMAJIAPUITHU TIPeTapaT, U3MOI3BaHH MTPU PEBMaTHYHH
3a0051sBaHUA (HAIP. XJIOPOKBUH U XHIPOKUCXJIIOPOKBHH), HHTPAMyCKYJIHO WIIH TTIepopaiHo 35ato, D-
NICHUITUIIAMIH, a3aTHOTIPHH U JIPYTH HMYyHOCYTIPECHBHHU CPEJICTBA, BKIFOUUTEITHO HHXUOUTOPH Ha
TYMOp-HEKpOTH3HpaIll pakTop-ayidha, 10 MOMEHTA He € JIOCTAThYHO M3CIIe/IBaHa B PAHJOMU3UPAHH
U3MUTBAHUS (C M3KITFOYCHUE HA METOTPEKcaT, BK. Touka 4.5). PUCKBT, CBbpP3aH ¢ KOMOMHUPAHOTO
JieueHHne, 0COOCHO OT MPOIBIDKUTEITHOTO JICYeHUE, He € M3BeCTeH. T'hil KaTO TaKOBa JICYEHUE MOXKE J1a
JIOBEJIe JI0 HATPYIBAIa Ce WITH JJOPH JI0 CHHEPTUYHA TOKCHYHOCT (HAIp. XernaTo-uix
XEMaTOTOKCHUYHOCT), komOnHanusaTa ¢ Apyro BMAJIC (Hamp. MeToTpekcar) He € MpernophUnTeITHA.

EnHOoBpeMeHHOTO npritoKeHne Ha TepuGIIyHOMHU] ¢ JeIyHOMHU HE Ce MPENopPhUBa, Thid KaTo
nedIIyHOMU] € U3XOTHOTO CheMHEHNE Ha TePUPIYHOMU,

IIpemMuHaBaHe KM APYTO JICYCHHUE

Twit xato nedryHOMI Ce 3aIbpika IBITO B OpraHu3Ma, IpeMuHaBaHeTo KbM 1pyro bBMAJIC (mamp.
MeTOTpeKcaT) 0e3 H3BBPIIBAHE Ha OUYHMCTBAIIATA MTPOIIeIypa (BXK MO-I0JTy) MOXKE /1a 3aCHIIH
BB3MOXHOCTTA OT JIOMBJIHUTEITHH PUCKOBE JTOPH JBITO BpeMe Clie]l CMsiHAaTa (KHHETHYHO
B3aUMOJICHCTBUE, OpPraHHa TOKCHYHOCT).

[To chius HAYKMH, CKOPOIITHO JICYCHUE C XEMTATOTOKCUYHHU MIIH XeMaTOTOKCHYHH JIEKAPCTBEHU
NPOIYKTH (HAIP. METOTPEKCAT) MOJKE JIa JIOBEJIC JIO YBEIIMUCHH HEXKEJIaH! PEaKI|K; CIIeJI0BATEITHO,
MIpeIN 3all0YBaHe Ha JICUCHUETO C JIeITyHOMHU/I, TPOBA 1a Oblle BHUMATEITHO MPEIEHEHO
CHOTHOIIIEHHETO IMOJI3a/PUCK U Ce TIPETIOPHYBA CTPUKTHO MPOCIIe/sIBaHe B HaYaHaTa (a3za ciel
CMsIHATA.

Koxxnu peakimn

B ciydaii Ha ynepo3eH cTOMaTHT, MPHIIOKEHUETO Ha JeIyHOMU TpsIOBa Jja ce PEyCTAHOBH.

MHOT0 pefiku Cliydan Ha CHHIpOM Ha Stevens-Johnson wiu TokcuyHa enuepMatHa HeKpon3a u
JIeKapCTBEHA peakius ¢ eosnHoduns u cucreMuu cummromu (DRESS) ca crobmiaBanu npu
MaIMeHTH, JIeKyBaHU ¢ jedaynomua. Korato ce HabmromaBaT KOXKHU W/HIM MYKO3HU POMEHH, KOUTO
MOPaKAAT TOJ03PCHHUE 32 TAKUBA TEXKKH Peakinu, Arava u Bcska Jipyra Bb3MOKHO CBbp3aHa Teparus
TpsiOBa Aa OBJEe MpeyCTaHOBEHA | JIa CE€ 3alI0YHE He3a0aBHO OYMCTBAIATA MIPOIIEIypa OT
neduyHomu. B TakuBa ciryuan € He0OXOMMO ITBJIHO OYMCTBaHe. B TakuBa ciryuan MOBTOPHOTO
npreMaHe Ha J1e(IyHOMU € IPOTHBOIIOKAa3aHo (BXK. Touka 4.3).

Mma cpo0mienns 3a MyCTyJI03¢H IICOPHUA3HC M BIIOIIaBaHe Ha TICOPUA3HC Clie] yIToTpeda Ha
nedryHOMHU. Mose Aa ce 0OMUCIH IPEYCTAaHOBSIBAaHE HA JICUEHUETO, KaTO CE B3eMAaT MPEIBH/T
3a00IIsIBAHETO HA MMAIMEHTa U aHaMHe3aTa.

HNudexnmu

W3BecTHO e, 4e JeKapCTBEHU MPOAYKTH C UMYyHOCYIIPECHBHH CBOMCTBA - KaTo JIe(hIIyHOMHT - MOTaT /1a
HAIpPAaBST NAIIUEHTHUTE MMO-IYBCTBUTEIHN KbM MH(EKIINH, BKITFOYUTEITHO OMOPTIOHHUCTHYHH
uHdekmu. MHpekuure Morat 1a ObJaT MO-TEXKH M0 €CTECTBO U CIIE/IOBATEIIHO Ja U3UCKBAT PAHHO
¥ €HePrUYHO JieueHune. B ciaydaii, e Bb3HUKHE Te)XKa HEKOHTPOIHpyeMa HHPEKIINSA, MOXKeE 1A €
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HEO0XOUMO J1a C€ IMPEKbCHE JICUCHHETO ¢ JePIYHOMU U Ja Ce 3all0UHe OYMCTBAIIA MPoLeaypa,
KaKTO € OIHUCAHO I10-JI0ITY.

Cro0ImaBany ca peikM CIIydad Ha MPOrpecrBHa Myt oKanHa jJepkoenedanonarus (PML) mpu
HAIMEHTH, IPUEeMaIIn JIehIyHOMUT 3a€/THO C IPYTH UMYHOCYIIPECOPH.

[Ipenu 3amouBaHe Ha JICUEHUETO, BCUUKH IMAITUSHTH TPsIOBa Jia ce U3CIIeBAT 32 aKTHBHA 1 HEaKTHBHA
(,,TaTenTHA”) TyOEPKYII03a, CHIVIACHO JIOKATHATE TIPeTIophKH. ToBa MOXKe Jla BKIIIOUBA MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH MPEJIIIeCTBAI KOHTAKT ¢ TyOepKYJI03a U/VITH MOIXO/SI CKPUHHHT, KaTO
HanpuMep peHTreHorpadust Ha 6emuTe IpoOoBe, TYOSPKYINHOB TECT W/MIN MHTEphEpPOH-TaMa TECT,
KaKTO € pWIoKuMo. Ha nipeanucpaiuTre ekapu TpsaOBa Jia ce HAOMHS 3a pUCKa OT (amBo
OTPHIIATEITHY PE3YJITATH OT TYOSPKYJIMHOBHS KOXKEH TECT, 0COOCHO TPH MAIUSHTH, KOUTO Ca TEKKO
OomHM nin UMyHOKOMIIpoMmeTHnpanu. [lanmenTruTe ¢ anamMHe3a 3a TyOepKyno3a TpsOBa j1a ce
NPOCIIEIIBAT BHUMATEIHO MOPaIH Bh3MOXKHOCTTA 32 PEaKTHBUPAHE Ha WH(EKIIHATA.

PecnivpaTopHu peakiuun

CrpobmraBa ce 3a HHTEpCTHLIHATHA 6eoapoOHa 0oiecT, KaKTO M PEAKHY CiIydan Ha OemonpoOHa
XHUIIEPTOHHUS 10 BpeMe Ha JieueHue ¢ tedayHomun (Bx. Touka 4.8). PUCKBT OT HACTBIIBAHETO UM
MOJKe Zia ObJie IOBHIIICH MPH MAlMEHTH ¢ aHaMHEe3a 3a HHTEPCTUIIMAIHA 0estoapoOHa 00JIeCT.
HHaTtepcTumanaara 6e1o1podHa O0JIECT € MOTEHITHaI0 (paTaJHo HAPYIICHHE, KOSTO MOXKE Ja
BB3HUKHE OCTPO 110 BpeMe Ha Tepanusta. [[yTMOHApHUTE CUMIITOMH, KaTo KaluIuIa 1 3a/yX, MOTaT
Ja ObJIaT IPUYMHA 32 MPEYCTAHOBSBAHE HA JICYEHUETO M TIOAXOIAIIO MTOCTIEIBAIIO H3CTIeIBAHE.

IlepudepHa HEBpomaTus

IIpu marmenTH, moxy4yaBamny Arava ca chbo0IeHH clTydan Ha niepudepHa HeBpomnaTtus. [lopedero
MAIeHTH ca ce Moao0pmiIy ciiel] mpekpartsBaHe Ha Arava. Habmromasa ce ob6ade mmpoka
BapuaOMIIHOCT MO OTHOIICHUE HA KpaHHHS U3XO0JI, T.€. [IPH HIKOU MAIMECHTH HEBPOIIATHSATA ©
OT3BYyYaJia, a HIKOH MAIMEHTH ca UMW MePCUCTHPAIIY CUMITOMH. Bb3pacT Hax 60 ronunw,
CBITBTCTBAIIN HEBPOTOKCHYHHM JIEKAPCTBA U TUabeT MOraT Jia MOBHIIAT PUCKA OT rnepudepHa
HeBpomnaTHsi. AKO MarueHT, KOWTo npuema Arava paseue nepudepHa HeBpomnaTHs, TpsAOBa aa ce
00ChIU MpeKpaTsIBaHe Ha JeUYeHHETOo ¢ Arava 1 IpoBeX/IaHe Ha TPOIeypa 3a eTMMUHUpPAHE Ha
JIEKapCTBEHUS TIPOAYKT (BK. Touka 4.4).

Komur
IIpu marueHTHTE, IEKYBaHU C JIEQIYHOMHU, € CHOOIIEHO 3a KOJIHUT, BKIIFOYHTEITHO MUKPOCKOTTHYCH
koiuT. [lanmenTruTe Ha jedeHne ¢ aehIyHOMU, IPH KOUTO BE3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

TpsiOBa Aa OBIAT TOIOKEHN Ha TIOIXO AN JUATHOCTUIHH TIPOIICAYPH.

KpbBHO HayIsirane

KpbBHOTO Hansrane TpAOBa 1a ce 3MEPH MPeIu HAYaI0TO Ha JISYEHUETO C JIEHITyHOMHUT U
MIEPUOANYHO CJIE]T TOBA.

Bu3npon3Bonctso (IpeHOPbKH KEM MBXKETE)

MwpKkeTe marueHTH TpsAoBa 1a ObIaT HAsSCHO 3a B3MOXKHA MEAUMPaHa OT MbXXa (peTarHa TOKCHIHOCT.
Tps6Ba ma OBAC OCUTypEHA CHIINO TMOIXO A KOHTPAIICTIITHS 110 BpeMe Ha JICUEHHUETO ¢ JIe(hITyHOMU.

Hsama Tounn maHHY 3a pHCcKa OT MeIUMpaHaTa OT Mba (eTanHa TOKCHIHOCT. [IpoyuBanus mpu
’KHBOTHH 32 OIICHKA Ha TO3H CHeIUpHUICH pUCK 00ade, HE ca IPOBEKIAaHN. 32 HaMaJIsIBaHE Ha BCEKU
BB3MOXKEH PHCK, MBXKeTe, )KeJlaeIn Aa Obaat Oamy, TpsiOBa Ja B3eMaT MpeIBH/ IPEyCTaHOBSIBaHE HA
yrorpebaTa Ha jiepIyHOMHUI U 1a IpHeMat KoyiecTupaMuH 8 g 3 mbTH qHeBHO 3a 11 aum mmm 50 g
aKTHBEH BBIJICH Ha Tpax 4 MbTH AHEBHO 3a 11 aHM.
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W B nBaTta ciyuas murazMeHaTta KoHIeHTpamust Ha A771726 ToraBa TpsOBa 1a ce U3MEPH 3a MPHB IBT.
Cren ToBa I1a3MeHaTa KoHIEHTpaIus Ha A771726 TpssOBa 1a ce onpeaen OTHOBO CIIe HHTEPBaAI OT
mone 14 gun. Ako nBete mia3Menu kounentpamun ca mox 0,02 mg/l u cnex mepros Ha M3UaKBaHe
Half-Maliko oT 3 Mecelia, pUCKBT OT (eTajHa TOKCHYHOCT € MHOT'O HHUCHK.

OuncTBala nporeaypa

Komectupamua B 1o3a 8 g ce mpmiara 3 MbTH JHEBHO. AJTepHATHBHO, S0  aKTHBEH BBIJICH Ha Mpax
MOYe JIa c€ TIPUIIOKH 4 TBTH JHEBHO. [IpOIBIKUTEITHOCTTA HA ISTIOCTHOTO OYHCTBAaHE OOMKHOBEHO €
11 gau. [IpoabIKUATETHOCTTAa MOXKE J]a C€ TIPOMEHH B 3aBUCHMOCT OT KJIMHUYHHUTE WU Ta00paTOpHU
MOKa3aTelH.

JlakTo3a

Arava cpabpika nakTosa. [1alueHT ¢ peJIKu HacJIeJCTBEHH MTPOOJIEMH Ha rallakTO3Ha HETTOHOCHMOCT,
Lapp makra3Ha HEIOCTATHYHOCT MIIH TITFOKO30-TaJIAKTO3HA MajlabCopOITus He TpsOBa a IpueMar TO31
JIEKapCTBEH TPOJYKT.

BausiHue BbpXy onpeiesisHETO Ha HUBAaTa HA HOHU3WPaH Kallui
BB3MOXHO € N3MEpBaHETO HA HUBATa HA HOHU3UPAH KAJIUI J1a TIOKaXe (PaIITUBO MMOHMKEHI

CTOMHOCTH IpH JIeUeHHUE C JICPIYHOMH 1/UIH TepUPIyHOMH] (aKTUBHHUT META0OINUT Ha
nedIyHOMHU) B 3aBUCHUMOCT OT BHJa Ha M3MOJI3BAHUS aHAIN3AaTOP HAa HOHM3UpaH Kajaui (Hamp.
KPBBHO-Ta30B aHaju3arop). [lopanu ToBa nmpu nauneHTUTE, JIEKYBaHH C JIEQIyHOMU] HITH
TepuIIyHOMH, € HEOOXOIUMO J1a C€ MPOBEPH JOCTOBEPHOCTTA Ha U3MEPEHUTE MOHMKEHN HUBA Ha
HOHU3UpaH Kanuuid. B ciy4aid Ha CbMHUTEITHH PE3yJITaTH ce MPernopbyuBa J1a ce ONpeein o0mara
KOHILIEHTpalus Ha ai0yMHUH-KOPUTHPaH Kallui B cepyma.

45 B3aumopeiicTBHe C APYrd JeKAPCTBEHH NPOAYKTH U APYru popMu HA B3auMo/eiicTBIe
[IpoyuBaHus 3a B3aMMOJIEHCTBUATA Ca IPOBEXKIaHU CaMO TPU Bb3PACTHHU.

YBennuaBaHe Oposi Ha HeXENAaHUTE PEaKIi MOXKe Jla ce HaOJIIo/[aBa IPH CKOPOIITHA UITH
€IHOBPEMEHHA YIOTpeOa Ha XeMaTOTOKCHYHH WIIH XeMAaTOTOKCUYHH JICKAPCTBEHU MPOYKTH HITH
KOT'aTo JICYSHUETO C Je(IIyHOMHU]I Ce TIOCIIe/IBa OT IPUEMAHETO Ha TAKUBA JICKAPCTBEHHU MPOJYKTH Oe3
MepHo/I Ha OTMHBAHE (BXK. CHIIO YITHTBAHETO OTHOCHO KOMOWHAIIHSI C IPYTH JICYCHHsI, TouKa 4.4).
CrenoBateliHO ce MPenopbhuBa BHUMATEITHO MPOCIe/IBaHe Ha YepPHOAPOOHHUTE CH3UMH U
XEeMAaTOJIOTHYHHTE IMOKa3aTelll B HauamHaTa (aza Mpu cMsHA Ha TePaIusTa.

MetoTtpekcar

IIpu manko (n=30) nmpoydBaHe ¢ eTHOBpEMEHHO mpuiioxkenne Ha edynomus (10 mo 20 Mg mHEBHO)
¢ metorpekcat (10 mo 25 Mg cenMudHO), € HAOIIOAaBaHO 2- 10 3-KpaTHO YBEIMYCHHUE HA
YepHOAPOOHUTE eH3UMH TIpH 5 oT 30 manmenTn. Benuku yBeTudeHnsI ca 0T3ByJald, 2 ¢
NpOIbIDKABAHE HA JBATA JIEKAPCTBEHU MPOJIYKTA U 3 Clie/l IPEyCTAaHOBsIBaHE Ha Je(IyHOMUI.
YBennuenue, No-rojisiMo OT 3-IIbTH € Ha0II0JaBaHo MIPH APYTH 5 NmarrenTa. Bcuuku Te chio ca
OT3BYYaIIH, 2 C IPOAbIDKABAHE HA J[BATA JIGKAPCTBEHU MPOAYKTA U 3 ClIe/] IPEeyCTaHOBSBAaHE HA
nedITyHOMUT.

[Ipu nanyeHTH ¢ peBMAaTOUJICH apTPUT HE € YCTAaHOBEHO (hapMaKOKHHETUYHO B3aUMOJICHCTBUE MEXTY
nedryromun (10 go 20 mg naeBHO) U MeToTpekcart (10 1o 25 mg cenmMuaHO).

Bakcunanmu

Hsamva xmuHIYHE TaHHY 32 e(pUKacHOCTTa U O€3011aCHOCTTA Ha BaKCHHALIMUTE 110 BpEMeE Ha JICYEeHHE C
nedryHOMHU . BakcHHIpaHETO C )KMBU aTCHIONPAHU BaKCHHU 00ade, He ce mpenopbuBa. Jbiarusir
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MOTY>KMBOT Ha JiehIryHOMIT TpAOBa /1a ce MMa MPeIBUI, KOTaTo ce IIaHyBa MPUJIOKEHNE Ha )KUBA
aTeHIOMpaHa BaKCHHA Clie]] ciipaHe Ha Arava.

BaD(baDI/IH U APy KYMAPHUHOBH aHTHUKOAI'YJIAaHTHU

Nma cpoOmeHus 3a ciryyan Ha yBEJIMYEHO MPOTPOMOMHOBO BpeMe, KOraTo JiehIyHOMHU ¥ BappapuH
ce mpueMaT €AHOBPEMEHHO. B KIMHNYHO (hapMaKoJIOrH4HO MPOYYBaHE ¢ HAbII0AaBaHO
(hapmakonuHaAMUYHO B3auMoeicTBre ¢ Bapdapun u A771726 (Bx. no-nony). [lopaau ToBa, npu
€IHOBPEMEHHO MPUJIOKEHUE Ha Bap(hapuH UK APYT KyMapuHOB aHTUKOAryJaHT, ce IPenophuBa
BHUMATEIJIHO MPOCIIeIBaHe HA MEXAYHAPOIHOTO HOpManu3upaHo cboTHomeHue (INR) u
HaOJII0ICHHE.

HCIIBC/KopTukocTeponau

AKO ManyueHThT Beue NprueMa HecTepouIHH MpoTuBoBb3nanuTentu cpenctsa (HCIIBC) n/wmm
KOPTHUKOCTEPOHIH, TE€ MOKE JIa C€ MPOIBJKAT CJIEH 3all0YBaHe Ha JICUSHUETO C JICIyHOMH].

Ed)CKT Ha JIPYTH JICKAPCTBEHH NPOJIYKTH BbPXY JIC(ITYHOMII:

XOﬂecmupamuH Uiu aKmueeH 8vljleH

[IpenoppuBa ce nauneHTUTE, NpUeMaly JeIyHOMUA, Aa HE Ce JIEKYyBaT C KOJIECTUPAMHH MU
aKTUBEH BBIJICH Ha Mpax, TbI KaTO TOBA BOAM A0 OBbP30 M 3HAUNTETHO HAMAISIBaHE Ha TIa3MeHaTa
KOHLEHTpanus Ha A771726 (akTHBHUAT MeTaOOIUT Ha JIeIIyHOMHU; BXK. CBIIO Touka 5). Cunra ce,
4ye MEXaHU3MBT ce AbJDKU Ha IPEKbCBAHE Ha EHTEPOXENaTaTHUS HUKbBI H/UIM HA CTOMAIIHO-
YpEeBHOTO OTAesiHE Ha A771726.

CYP450 unxubumopu u uHOyKmopu

[IpoyuBanus in vitro 3a ”HXUOUPaHE MPH YOBEIIKH YEPHOAPOOHN MUKPO30MH TTOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBar B MeTabonu3Ma Ha jediayHomua. [Ipoydsane in vivo 3a
B3aUMOJIEHCTBUE C JIeIYHOMU] M TUMETUANH (HecTieunuyueH ciaad HHXHOUTOp Ha uuToxpom P450
(CYP)) nmokassa yiurca Ha 3HAYMMO BIMSHHE BBPXY ekcrosuimsaTa Ha A771726. Crier e1THOBpEMEHHO
NpPUIOKEHUE Ha €THOKPATHA /1032 JeQIIyHOMHU/ TP NAlMeHTH, TPUEMaIld MHOTOKPAaTHH JJO3H
pudamnunuH (HecneurpuieH uutoxpom P-450 naaykTop), Makcumannute HuBa Ha A771726 ce
yBenuuasat npudausutento ¢ 40%, nokaro AUC He ce mpoMeHs 3HaUnTeTHO. MeXaHN3MbT Ha TO3H
e(heKT e HEsICeH.

E(i)CKT Ha J'ICd)J'IVHOMI/IH BBPXY APYTH JCKAPCTBCHU MPOAYKTH!

Hepopwmu KOHmpayenmusu

[Ipu npoyuBane, nmpu KoeTo Je(pIyHOMHUA € Mpuiiaral eTHOBPEMEHHO C TpHU(a3HU MepopaIHu
KOHTPaLENTHBY, chAbpkamy 30 (g eTHHUIECTPaaNoI, Ha 3ApaBH KEHH JOOPOBOJIKH, HE €
Ha0JIr01aBaHO HaMalsIBaHE Ha KOHTPALENTUBHATA aKTUBHOCT Ha MIPOTHBO3a4aThYHOTO CPEACTBO, a
(dapmakokuHetukaTa Ha A771726 e B npenBmxknanute rpanuiy. HaGmonaBano e papMakOKHHETUYHO
B3aUMOJICHCTBHUE C MIEPOPATIHU KOHTpauenTusu u A771726 (Bx. mo-gomy).

[IpoBenenu ca cnennuTe GapMaKOKMHETHYHU U (apMaKOJIMHAMUYHU TIPOYYBAHUS 32
B3auMmozecTBusITa ¢ A771726 (rnaBeH akTHBEH MeTa0oIUT Ha tedayHoMun). Thil kKaTo MOJO0HH
B3aUMOJICHCTBUSI JIEKAPCTBO-JIEKAPCTBO HE MOTAT Jia C€ M3KJIIoYAT 3a JIeIIyHOMH]I B
NPENOPbYUTENHUTE JI03H, CIISTHUTE PE3yJITaT! OT M3NUTBAHUATA U IPENOPBKU TPSOBaA Aa ce UMaT
npeABH] IPH MALUEHTH, JIEKYBaHU C JeQIyHOMUA:

Edexr Bbpxy penarmunan (cyocrpar va CYP2C8)
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Ha6monaBano e nosumasane Ha cpeHata Crax 1 AUC Ha penarnuaug (cboTBeTHO 1,7- 11 2,4-11BTH),
cJie]l MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeanonara ue A771726 e naxuburtop Ha
CYP2C8 in vivo. ETo 3ammo ce npenopbuBa nNpocieasBaHe Ha MAUEHTUTE IPH €JHOBPEMEHHA
yrnoTpeba Ha JIeKapCTBEHHU NMPOAYKTH, KOUTO ce metabonmzupat oT CYP2C8, xaTo Hampumep
penarivHu, NakJIUTaKceNl, THOTIANTA30H WIIM PO3UITINTA30H, Thil KATO TE€ MOTaT Ja UMaT [0-BUCOKa
€KCIIO3ULIUSL.

Edexr Bbpxy kodenn (cyocrpar na CYPLA2)

MHorokpatHoTo mpuioxkenue Ha A771726 namanssa cpegnata Cmax 1 AUC Ha xodenH (cyOcTpar Ha
CYP1A2), crotBetHO ¢ 18% u 55%, koeto npeamnonara ue A771726 moxe na Ob1e cnab UHAYKTOP
Ha CYP1A2 in vivo. [lopaau ToBa nexkapCcTBEHH NPOIYKTH, KOUTO ce MeTabommsupar or CYP1A2
(xaTo HampUMep AYJIOKCETHH, aTOCETPOH, TCOMUINH U TU3aHUIHMH), TPSIOBa J1a ce U3MOI3BAT C
MMOBULICHO BHUMAaHHUE 110 BpEME Ha JICUeHHETO, Thil KaTo TOBa OM MOTJIO Jia I0BeJe O HaMassiBaHe Ha
e(pMKaCHOCTTa Ha T€3H MPOIYKTH.

Edekr Bbpxy cyOcTpaT Ha opranndnus anunoneH tpancmnoprep 3 (OAT3)

HaGmonaBaHo e noBumasane Ha cpefanaTa Crax 1 AUC Ha nedakiop (crorBetHo 1,43- u 1,54-1bTH)
cliell MHOTOKpaTHO npuiioxenue Ha A771726, koeto npeamnonara ue A771726 e uaxuburtop na OAT3
in vivo. Ilopagu ToBa € HE0O0OXOAMMO MOBUIIEHO BHUMAHHUE, KOTATO Ce MpHjlara €THOBPEMEHHO ChC
cyoctparu Ha OAT3, kato nedakiiop, OCH3UINCHUIIWIVH, TUIPOQIIOKCAIIUH, NHAOMETAIVH,
keronpodeH, GpypoceMul, IUMETUANH, METOTPEKCAaT, 3UJOBYINH.

Edekr Brpxy BCRP (npoTenH Ha pe3uCTEHTHOCT Ha PaK HA I'bpjaTa) /WM CyOCTpaTH Ha
OpraHMYHUs aHHOHEH TpaHcnoptupail nomunentua B1 u B3 (OATP1B1/B3)

HabmonaBaHo e nosumasane Ha cpeHuTe Crmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-pTH) ciie; MHOTOKpaTHO npuiioxeHnue Ha A771726. Berpeku ToBa, He ce HaOI01aBa BUANMO
BB3ACHCTBIE HA TOBA NOBUIIIaBaHE HA IJIa3MEHATa €KCIIO3HULINS Ha PO3yBacCTaTUH BbPXY aKTUBHOCTTA
Ha HMG-COA penykrazaTta. AKO ce M3M0JI3BaT €THOBPEMEHHO, 103aTa Ha PO3yBacTaTUH HE TPsiOBa Aa
HazaxBbpist 10 Mg Begubxk nHEBHO. 3a apyru cyoctpatn Ha BCRP (Hamp. MeToTpekcaT, TonoTekas,
cyndacana3ut, 1ayHOPYOHUIIHH, JoKkcopyounnH) u cemeiictBoto Ha OATP, oco0eHO HHXUOUTOPH Ha
HMG-CoA penykrasata (Hamp. CMMBacTaTHH, aTOPBACTAaTHH, IPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU], peNarInHu], pUPaMITMIMH) €JTHOBPEMEHHOTO NPUIIOKEHHE TPSOBA CHIO Aa Ce
M3BBPIIBA C TOBUIIEHO BHUMaHUe. [lannenTrTe TpsiOBa 1a ce HaOIr01aBaT BHUMATEHO 33 MPU3HALH
Y CHMIITOMH Ha MPEKOMEPHA EKCIIO3UIIHA Ha JIEKApCTBEHUTE MIPOAYKTH U TpsiOBa 1a ce uMa MpeaBul
HaMallsiBaHe Ha J103aTa Ha Te3H JIEKapCTBEHU MPOAYKTH.

Edexr Bbpxy nepopannu kontpauentusu (0,03 mg erununecrpaauon u 0,15 mg neBoHoprecTpern)
HabmonaBano e nopumasane Ha cpenHaTa Cmax 1 AUCo.24 Ha eTHHIIECTpaaron (ChoTBeTHO 1,58-
1,54-rbtH) U Crmax 1t AUCo.24 Ha ieBoHOprecTpen (chorBeTHO 1,33- u 1,41-rbTH) ciies; MHOTOKPATHO
npuinoxxenue Ha A771726. Beipeku ue He ce 04akBa TOBA B3aMMOJICHCTBHE /1a TIOBIIHSIE
HeOIaromnpuaTHO e(PUKACHOCTTA Ha MEPOPATHUTE KOHTPALICITUBH, TPsIOBa Ja ce 00bpHE BHUMAaHUE Ha
BU/Ia Ha JICUCHUETO C MEePOpajeH KOHTPALECITHB.

Edexr Bopxy Bapdapun (cyoctpar Ha CYP2C9)

MHorokpatHoTo npuioxenue Ha A771726 ne e umano edekt Bbpxy papMakoKHHETHKATA HA
S-BapdapuH, KoeTo mokassa, ye A771726 He e naxubutop wim uaaykrop na CYP2C9. Habnronasano
e obaue HamasieHue ¢ 25% Ha MaKCUMaJHOTO MEXIyHapoJHO HopManusupano choTHomenue (INR),
korato A771726 ce mpuiara eqTHOBpeMEHHO ¢ Bap(apHH, B CPaBHEHUE CHC CAMOCTOSTETHO
npuiokeHue Ha Bapgaput. ETo 3amo, korato BapdapuH ce npuiiara eIHOBpEMEHHO, Ce€ IPEnopbyBa
cTpukTHO npocinensBane Ha INR u HaGmonenue.
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4.6 @epTHANTET, )PEMEHHOCT U KbpPMeHe

BpemeHHocT

AKTUBHUAT MeTa0oIuT Ha JteiryHOoMII, A771726 MOXe Ja IPUINHU TSKKH MaIpopMainy Ha
HOBOPOJICHOTO, aKO CE MpuJiara 1o BpemMe Ha OpeMeHHOCT. Arava e mpOoTHBOIIOKa3aH 1o BpeMe Ha
opemeHHOCT (BXK. TOUKa 4.3).

JKenu € nerepoHa nmoTeHIMAN TPOBA J]a N3MON3BAT e(hEeKTHBHA KOHTPAIICTIIIIHS 110 BpeMe Ha U JI0 2
roauHHM ciex JedenueTo (Bxk. “lTlepron Ha m34akBaHe™ 1MO-moy) win 10 11 mHu cinen JedeHneTo (BK.
ckbcerns “Tleprosa Ha ouricTBaHE” TO-T0MTY).

[ManuenTkaTa TpssOBa na ObJie YBEJIOMEHA, e aKO MMa HIKaKBO 3a0aBsiHE HA MEH3KCA HITH HAKAKBa
Jipyra MpUYUHA Ja T0JI03Upa OPEMEHHOCT, TS TPSIOBa BeTHATA J1a IPEAYIPEIN JIeKaps 3a
U3BBPIIBAHETO HAa TECTOBE 32 OPEMEHHOCT, U aKO Ca MOJIOKHUTEITHH, JICKapAT U MAIMeHTKaTa TpsOBa
Jla 00CHIAT pHCKa 32 OpeMEHHOCTTa. BB3MOXHO € upe3 Obp30 HaMaIsIBaHe HA HUBOTO HA aKTHBHHMS
METa0OJIMT B KPBBTA, Upe3 3aouBaHe Ha MPOoleaypaTa 3a eIMMIUHNPAHE Ha JIEKAPCTBOTO, OMKCAaHA TO-
JIOJTy, OIIle TIPH IIBPBOTO 3a0aBsHE HA MEH3UCA MOJXKE Jla € HaMaJll PHUCKa 3a IJI0Ja OT Jie(IyHOMUI.

[pu Manko MpoCreKTUBHO MPOyYBaHe Mpu xeHu (N=64), 3a0peMeHeNnn HerulaHUPaHo, TOKaTo ca
npueMay Je(ayHOMH]I 32 He TIOBeUYe OT TPH CEIMHMIIM CIIC/ 3a4E€BAaHETO | C MOCIIEBAIIA TPOIEIypa
3a eIMMUHHAPAHE Ha JIEKapCTBOTO, HE ca HabmronaBanu 3Haunmu pasnuku (p=0,13) B obimata yecrora
Ha 3HAYMMU CTPYKTYpHU nedektu (5,4%), B cpaBHEHHE C KOATO U Ja € OT CPAaBHUTEIHUTE TPYIH
(4,2% B rpynata cbe 3a6omsBane [N=108] u 4,2% npu 31paBu OpemenHH xeHu [N=78]).

[Ipu xeHu, KOUTO npreMaT JeQIIyHOMU U UCKAT Aa 3a0pEMEHEST, Ce NMPENopbyuBa e1Ha OT CICTHUTE
MIPOIEAYPH, 32 J1a C€ KOHCTATUPA, Y€ TUIOABT HE € N3JI0)KEH Ha TOKCUYHU KOHIeHTpanny Ha A771726
(rapretna xonuenTpanus oz 0,02 mg/l):

Ilepuoo na uzuaxeane

Moxe /1a ce ouakBa 1mia3MeHuTe HuBa Ha A771726 na 6baat van 0,02 mg/l 3a mpoabinKUTEICH
neproa. Moxe ja ce 04akBa KOHIEHTpanusaTa aa crnaane mos 0,02 mg/l okoso 2 roaunu cien
CIHMpaHe Ha JICUCHUETO C JIedIyHOMHU].

Crnen 2-roquIIeH epro Ha M34aKBaHe, TTa3MeHaTa KoHIeHTpanus Ha A771726 ce n3mepna 3a
mppBH HT. CIies1 TOBa MIa3MeHaTa KoHIeHTparws Ha A771726 TpsOBa ma ce onpenenr OTHOBO Cle/
UHTEpBaJ OT MoHe 14 mHu. AKO ABeTe ITa3MeHn KoHIeHTpanuu ca moj 0,02 mg/l, He ce ouakBa

TepaTOTeHEH PHCK.

3a mombHUTETHA HH(OPMALIMST OTHOCHO M3CIIEBAHETO, MOJISL, CBBpikeTe ce ¢ [IpuTexarens Ha
paspemieHneTo 3a yrnorpeda Win ¢ JJIOKaJHHS My MPeJACTaBUTEN (BXK. TOUKa 7).

Ouucmeawa npoyedypa

Crnen crimpaHe Ha JIEYEHHETO C JIePITyHOMUI:

e  KOJIECTHpaMUH 8 (J ce mpujara 3 IbTH JHEBHO 3a nepuo ot 11 nHu

e i 50 § aKTUBEH BBIVICH Ha IIpax ce nmpuiara 4 mbTyu AHEBHO 3a nepuoA oT 11 aHu.

U npu nBete npouenypu odaue, ce U3UCKBA IPOBEPKA C 2 OTIACIIHU TECTA IPe3 UHTEPBaJ OT IOHE

14 nHY ¥ TIepUO/T HAa M3YaKBaHEe OT MECEI] U MOJIOBMHA MEK/Ly bPBATa MOsBa HA ITa3MeHa
koutentparws mox 0,02 mg/l u ook aaneTo.
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JKenuTte C geTepo/icH MoTeHIMAI TPsOBa 1a ObaaT HHGOPMHUPAHH, Y€ CC Hajlara MepHo Ha H3YaKBaHE
OT 2 TOJWHU CJIe] CITUPaHe Ha JICUYCHUETO, IIPEIN T 1a MOXKE J1a 3a0peMeHsBaT. AKO ITepHOIBT Ha
M3YaKBaHE OT MPUOJM3UTEITHO 2 TOIWHH, C H3I0JI3BAHE Ha HAIEKTHA KOHTPAIICTIIHS CE CUMTA 32
HEMpaKTUYEeH, MOXE Ja ce Mpernophya NpohUIakTHIHO Ha3HAYaBaHE HAa OYMCTBAIIA TIPOIeaypa.

W xonmecTupaMuH, ¥ aKTHBEH BBIJICH Ha IPax MOTAT Ja TIOBIUSAT a0COpOITMATa Ha €CTPOTCHH U
MIPOTeCTareHy Taka, Y€ HaJeKTHa KOHTPAIIETITHS C TISPOPATHA KOHTPAIIENTHBH J1a He MOXKe 1a Obe

OCHTypEHa 110 BpeMe Ha OYHCTBAIIaTa MpoIeaypa ¢ KOJIECTHPAMUH HITH aKTHBEH BBIJICH Ha Ipax.
[IpenioppuBa ce U3MoN3BaHe HA ANTEPHATHBHN KOHTPAIIENITHBHA METOIH.

Kspmene

[Ipoy4BaHusATa MPU )KUBOTHH ITOKA3BaT, Y€ JIe(HIYHOMUJI WM HETOBUTE METAOOIUTH IPEMHHABAT B
MJITKOTO. 3aTOBa, KbPMEIIIUTE KEHU HE TPSOBa Ja mprueMar JehIyHOMUI.

DepTunurer

Pesynrarute oT mpoy4BaHuUATa BbPXY (PEPTHINTETA IIPH )KUBOTHU HE Ca MMOKa3an eeKT BbpXy
MBKKHUS M AKEHCKHS QEPTUIIUTET, HO NP MPOYYBAHUATA 32 TOKCUYHOCT MPH MHOTOKPATHO MpUJIaraHe
ca HaOJII0JaBaHK HEeXKeNaH! e()EeKTH BbPXY MBKKHTE PENPOAYKTUBHH OpraHu (BxK. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTA 32 mopupaHe u padoTa ¢ MAIIMHA

B ciydan Ha He)XenaHU peakIuy KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha MAIIMEHTHUTE /1a & KOHIIEHTPHpAT
U J]a pearnpaTt MpaBIIHO MOe Ja Obae HapyleHa. B TakuBa ciydau manueHTuTe TpsioBa 1a ce
BB3IBPKAT OT ModupaHe U padboTa ¢ MAITHHH.

4.8 Hexenanu JeKapcTBEHH PeaKIuu

O06001menue Ha mpodia Ha 0€30I1aCHOCT

Haii-uecto cho0IIaBaHNTE HEXETAHN PEAKIMH NPH JIeIYHOMH]] ca: JISKO TIOBUIIIABaHEe HA KPHBHOTO
HaJlsITaHe, JICBKOIICHYS, TIapecTe3us, I1aBo0oIie, 3aMasiHOCT, TMapus, rajicHe, TOBPHIIaHe,
HapyIIeHUs HA YCTHATA JIUTaBHIa (HAIp. apTO3eH CTOMATHUT, SI3BH B yCTaTa), KOpeMHa 00JIKa, 3aCHIICH
Kocomaz, ek3eMa, 00puB (BKIFOUUTEITHO MAKYJIOTIAIYJI03¢H OOPHUB), CHPOEK, Cyxa KoXkKa,
TEHOCHHOBHT, nopuiaBane Ha CPK, anopekcusi, 3aryda Ha Teryio (0OOMKHOBEHO HE3HaYUMa), aCTCHUS,
JIEKH aJISPTUYHU PEaKITUH U TIOBHUIIIABaHE HAa YEPHOAPOOHUTE TIOKa3aTeH (TpaHcaMuHas3u (0CoOO0EeHO
AJIAT), no-psinko rama-GT, ankanHa gocdarasza, OMIUpyOuH)).

Kiracudukanus Ha 09aKBaHUTE YECTOTH.

Meoro uectu (>1/10); gyectu (>1/100 no <1/10); Hewectr (>1/1 000 g0 <1/100); peaxu (>1/10 000 mo
<1/1 000); muoro peaxu (<1/10 000), ¢ Hen3BecTHa YecToTa (OT HATMYHUTE JAHHU HE MOXeE 1a ObJe
HallpaBeHa OIICHKA).

[Ipu Besiko rpynmpaHe B 3aBUCHMOCT OT YeCTOTaTa, HeXKeJIaHUTE JIEKapCTBEH! peaKIny ce n30posBat
B HU3XOJISAII PeJl IO OTHOIIIEHUE HA TAXHATA CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penxwu: TEXKH HHPEKIIUH, BKIIFOUUTEITHO CETICHC, KOUTO MOXe Aa Obae dartaineH

Kakro npyru cpencTBa ¢ IMyHOCYIPECHBEH OTSHIIUAN, IE(ITYHOMH] MOXKE J1a YBEITUIH
TOJATIUBOCTTA KbM MHPEKITUH, BKIIOUYUTETHO OMOPTIOHUCTHYHY HH(PEKIMHU (BK. CBINO Touka 4.4).
CrnenoBaTenHO 001maTa 4ecToTa Ha HH()EKIUHATE MOXeE J1a Cce YBEIHYHN (0COOEHO Ha pUHUT, OPOHXUT H
ITHEBMOHHS).
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Heonnasmu-oobpokauecmeenu, 310kavecmeen u Heonpeoeieru (6Ki. KUCmu i noaun)
PuckbT 0OT 310KaYeCcTBEHOCT, 0c0OEHO JIMMdoIponrdepaTUBHA HAPYIICHUS € YBEIHUCH MTPH
yroTpedaTa Ha HIKOU HMYHOCYIIPECOPH.

Hapywenus na kxpvema u aum¢nama cucmema

Yecru: neskomerus (meskouut >2 g/l)

Heuecrn: aHeMus1, Jeka Tpomoormronenus (Tpomooruty <100 g/l)

Penku: HAHIMTOIICHNUS (BEPOSTHO IbJDKAIIA CE HA aHTHIIPOIH(EepaTHBEH MEXaHU3bM),
neskomnerus (mesxouutu <2 g/l), eosnmnodums

MHoro peaxu: arpaHyJIoLuTO3a

CkopotrHa, eTHOBpEMEHHA WIIH TTOCIIeABAIa YyITOTpeba Ha TOTEHITHATHO MUEIIOTOKCHYHH CPEICTBA
MOJKe J1a ObJIe CBBbp3aHa C IMO-BUCOK PHUCK OT XeMaTOJIOTHUYHH PEaKITHH.

Hapywenus na umynnama cucmema

Yectn: JIEKW aJIEPTUIHH PEaKITUN

MHoro peaxu: TEXKHW aHA(PIIAaKTHIHA/aHA()UITAKTOUTHN PEAKIINH, BACKYJIHT, BKIIOUNTEITHO
KOXeH HEKPOTH3HPAIIl BACKYIIAT

Hapymenuﬂ Ha Memabonuzma u Xpaneneno

Yectu: nosuinaBane Ha CPK

Heuectn: XUIIOKAJIEMHUS, XUICPIUIHASMUS, XUodochaTeMus
Penxu: nosumasane Ha LDH

C HensBecTHA

4ecToTa: XUMOYPUKEMUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepsnama cucmema
Yectn: mapecTesus, II1aBo0oIne, 3amaiiBane, neprudepHa HeBPOIATHS

Cvpoeunu HapyuieHus
Yectn: JIEKO MTOBHUINIABaHE HAa KPBBHOTO HAJSITAHE

Penxu: 3HAYUTCITHO IMMOBUIIAaBaHE HAa KPBBHOTO HAJIATAHE

Pecnupamopnu, epvonu u meouacmuHanuy HapyuieHus

Penxu: WHTEpcTUIMAHA OeT0apoOHa OoJecT (BKIIFOUYUTEITHO HHTEPCTUITHATICH
ITHEBMOHHT), KOATO MOXe /1a Ob1e aramHa

C HemsBecTHa OemonpoOHa XUTIEPTOHHS

94eCcToTa:

Cmomawno-upesru HapyueHus

Yecru: KOJIUT, BKJIFOYUTEIIHO MUKPOCKOIIMYEH KOJIUT, KaTO HallpuMep JIMMGOLUTEH
KOJIUT, KOJIAr€HO3€H KOJIUT, JUapHsl, TaJieHe, IOBPbILAHE, YBPEKIaHE HAa yCTHATA
nuraBuiia (Harp. aToO3eH CTOMATHT, SI3BU B yCTaTa), KOpeMHa 00ka

Heuectu: HapyLIEHNs BbB BKyca

MHoro peaku: MaHKPEATHUT

Xenamobunuapnu HapyuieHus

Yectu: MTOBHUINIaBaHE HAa YEPHOAPOOHUTE MOKa3aTenu (TpaHcamMuHasm [ocodero AJIAT],
no-psiako rama-GT, ankannaa dhocdaTaza, OumupyOouH)

Penkn: XETaTuT, )KBJITCHUIIA/X0JIecTa3a

MHoro peaku: TEKKO YEPHOPOOHO YBpPEKAaHE KaTO YSPHOAPOOHA HEJTOCTATHYHOCT U OCTPa

YepHOAPOOHA HEKPO3a, KOUTO MOTAT Ja ObIaT (paTaHu
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Hapymenu;z Ha Kodcama u NOOKONCHAMA MbKAH

Yectu: 3aCHJICH KOCOTIa, €K3eMa, 00pHB (BKIIFOUMTEITHO MAaKyJIONAITyJI03¢H 00pHUB),
cBpOeK, cyxa Koxa

Heuectu: ypTUKapUst

MHoro peaxu: TOKCHYHA eMUepMaliHa HeKpoJIu3a, CHHAPOM Ha Stevens-Johnson, epurema
Myntadopme

C HemsBecTHa KOXKEH JIYITyC epUTEMATO/IEC, ITyCTYJIO3€H IICOPHA3KC WIIH BIIOIIaBaHE Ha

YeCcToTa: TICOPHA3UC, IEKAPCTBEHA PEAKIIHSI C CO3MHOMMIHS ¥ CUCTEMHH CHMITTOMH
(DRESS)

Hapywenus na myckynno-cxenremmama cucmema u CbeOUHUMeEIHAmMa movKam
Yectu: TEHOCHHOBHUT
Heuectn: CKBbCBaHE Ha CyXOXKHJIHE

Hapywenus na 6vbpeyume u nuxounume nomuwya
C HemsBecTHA 0BpOpeYHa HEMOCTATHYHOCT
4ecToTa:

Hapywenus na ev3npouzgooumennama cucmema u 2bpoama
C HensBecTHA rpaHuYHO (00PATHMO) MOHIKAaBaHE HAa KOJUISCTBOTO Ha CIICPMATO30HIUTE,
YeCTOoTA: o01Irs Opoit CrIepMaTO30HUIN M TIOIBIKHOCTTA UM

Obwu napyuienus u epexmu Ha MACMOMO HA NPUTOJCEHUEe
Yectu: aHOpeKcHs, 3aryda Ha TerJio (OOMKHOBEHO HE3HAYNMA), ACTCHHS

Cpo011aBane Ha MOI03UPAHN HEXKEIIAHU PEAKITHN
Cp0o011aBaHEeTO Ha [MOJ03UPAHH HEKEJIaHU PEakiliy Cliel] pa3pellaBaHe 3a yrnorpeda Ha JIEKapCTBEHHS

MPOIYKT € BaxkHO. ToBa MO3BOJISIBA 1a TIPOIBIKH HAOIIOICHHETO Ha CHOTHOIIIEHUETO TT0JI3a/PUCK 3a
JIEKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CICITHAIFICTH CE€ M3KUCKBA JIa ChOOIIaBaT BCAKA
[0I03UpaHa HeXKeIaHa Peakiys ype3 HallMOHalHA CHCTEMA 3a ChOOIaBaHe, MOCOYCHA B

[punoxxenue V.

49 Ilpeno3upane
Cumnromu

Nma croOiieHust 3a cirydar Ha XpOHHYHO MpeIo3upaHe NPy MalMeHTH, TprueMaiiy Arava B THeBHU
JIO3H JIO TIET IBTH MO-TOJIEMH OT PENOPHUYUTETHATA JJHEBHA J1032, U CIIy4ad Ha OCTPO MPEI03upaHe
NpY BB3PACTHU U Jiena. HaMa choOIIeH s 32 HeKelNaHu ChOUTHS IIPH TIO-TOJIIMATa YaCT OT CIIyYauTe
Ha Tipeno3upane. Hexxenmannre chOMTHS, CBBMECTHMH ¢ Mpoduia Ha 0€301acHOCT Ha JIehITyHOMH]T ca:
KopeMHa 0oJIKa, TajieHe, Tuapus, MOBHUIICHN YePHOIPOOHN CH3UMH, aHEMHS, JIEBKOTICHUS, ChPOEK H
00puB.

OsnajsgBaHe

B ciydaii Ha peio3upaHe WM TOKCUYHOCT, C€ TPETOphYBa MPUEMAHETO HAa KOJIECTHPAMUH HITH
aKTUBEH BBIJICH, 32 YCKOPSIBaHE HA SIIMMUHHUPaHETO. KojecTupaMuH, TPUIIOKEH MEPOPAITHO B 71032 OT
8 g Tpu nbTH IHEBHO 3a 24 yaca Ha TpuMa 3ApaBy JOOPOBOJIIM € HaMaJIJI IIJIa3MECHUTE HUBA Ha
AT771726 c oxomno 40% 3a 24 gaca u ¢ 49% mo 65% 3a 48 gaca.

JlokazaHo e, 4e MPHUI0KCHNUETO Ha aKTHBEH BBIVICH (IIPax, MPUTOTBEH KATO CYCIICH3Hs) Mpe3 ycTaTa
WM 9pe3 HazoracTpaimHa corma (50 g Ha Bceku 6 yaca 3a 24 yaca), HaMallsBa IJIa3MECHHUTE
KOHIICHTpAIINH Ha aKTUBHUSA MeTa0omuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 4Jaca.

Te3u ounCTBAIIY MPOIIEYPH MOXKE JIa C€ TIOBTOPSIT NPH KIMHHYHA HEOOXOIUMOCT.
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IIpoyuBanus npu xemoauanausa 1 CAPD (xponnuHa aMOyiaTOpHa IEPUTOHEAIHA THAIM3a) [TOKA3Bar,
ge A771726, oOCHOBHUAT METaOOIUT HA JeITyHOMHU HE MOXKE Ja Ce THaTu3npa.

5.  ®APMAKOJOI'MYHHU CBOMCTBA

51 d@apmakoaMHAMHUYHH CBOICTBa

dapmakoTepaneBTUYHA Tpyna: celnekTuBHU umyHocynpecopu, ATC koa: LO4AAL3

dapmakonorus mpu xopa

Jledmyromun e 6onecT-MOAUMPHUITIPAIIIO AHTUPESBMATHIHO JICKAPCTBEHO CPEACTBO C
aHTUTIPpONTU(EPATHBHU CBONCTBA.

dapmMakoIoTHs IPU KUBOTHH

Jlepmynomu € eeKTHBEH NP MOJIENI HA apTPUT U APYTH ABTOUMYHHH 3a00JISIBAHUS [IPH KUBOTHH,
a Taka ChIO U MPH TPAHCIIAHTAIHS, TIIABHO aKO ce TIPWJIOKH BEB (hazaTta Ha ceHcuOwm3npane. Toi
UMa UMYHOMOTyJTHpaIli/UMyHOCYIPECUBHH CBOWCTBA, JIEHCTBA KATO aHTUIIPOIU(PEPATHBHO CPEIICTBO
C MIPOTHUBOBB3NAIUTEITHH CBOWCTBA. [IpH JKUBOTUHCKH MOJIENTM Ha aBTOMMYHHH 3200JIIBaHUS
nedITyHOMUT TIOKa3Ba Ha-100Bp MPOTEKTUBEH e(DEKT IpH MPIIIOKEHUE B paHHATa (pa3a Ha pa3BUTHE
Ha 3a00JIsIBaHETO.

In vivo To# Obp30 ¥ IOYTH HAIIBJIHO ce MeTabom3upa 10 A771726, KOWTO € aKTUBEH in Vitro v ce
NpEIIoiara, 4e € OTTOBOPEH 3a TeparieBTUYHUS e(eKT.

MexaHn3bpM Ha ICUCTBHE

A771726, akTHBHHSAT MEeTa0OJHT Ha JehIYHOMU, TOATHCKA CH3UMA TUXHAPOOPOTAT JESXUAPOTCHA3a
(DHODH) 1ipu xopa 1 TIposiBSIBa aHTHIIPOIU(PEPATHBHO JEHCTBHE.

Kinunuyna edhukacHOCT U 0€301macHOCT

Pesmamouoen apmpum

EdukacnocTtra Ha Arava mpu jedeHrne Ha PeBMaTOHICH apTPUT € JoKa3aHa MpH 4 KOHTPOIHUPAHHU
usnutBanus (1 BeB dasa Il u 3 BeB ¢aza lll). IIpu dasza |l usnureanero, mpoyusane YU203,

402 yyaCTHUIM C aKTHBEH PEBMATOMJICH apPTPHUT Ca PAHAOMH3MPaHH Ha Ianedo
(n=102),medmynomun 5 mg (n=95), 10 mg (n=101), unu 25 mg/nuesuo (n=104). Jleuennero e
MIPOIBIDKIIIO 6 Mecera.

Beuuku narpenty BbB ¢asza |l usnureanusTa ca npuemanu HadaiaHa go3a ot 100 mg 3a tpu aHu.
IIpu npoyusanero MN301, 358 yuacTHHUIIM ¢ aKTUBEH PEPMATOHUICH apTPHUT Ca PaHAOMHU3UPAHH Ha
aedayromua 20 mg auesHo (N=133), cyadacanasun 2 g gaeBro (N=133) wiun miae6o (n=92).
JleyeHHETO € MPOABLIDKUIIO 6 Mecela.

[poyuBanero MN303 e paxyaTaTHBHO cIsio 6 MecedHO MpoabbKeHune Ha poyuBane MN301 6e3
Trane6o Tpyma, Ipr KOETO ce cpaBHABA ePeKTHT OT 12 MecedHo nmpuemMane Ha JIehITyHOMHET U
cyndacarasuH.

[pu npoyuBanero MN302, 999 y4acTHHIM ¢ aKTHBEH PEBMATOUJICH apTPUT Ca PAHIOMU3UPAHU Ha
aedayromua 20 mg/maesno (N=501) wiu metorpekcat 7,5 mg/ceamuuno 10 15 Mgy/ceaMUaHO
(n=498). To6aBsiHeTO Ha (osHeBa KUCETHHA € OMIIo 1Mo u300p U € mpumarado camo mpu 10% ot
manyueHTuTe. JledeHneTo e mpoabKmiIo 12 Mecerna.

IMTpu npoyusane US301, 482 y4acTHHIM ¢ aKTBEH PEBMATOUJICH apTPHUT Ca PAHJOMU3UPaHH HA
aedayromua 20 mg/maesno (N=182), metotpekcar 7,5 mg/ceamudno a0 15 mg/cenmuano (n=182),
i iane6o (N=118). Bcuuku manuedTn ca moxy4asany no 1 Mg ¢ponaueBa KucennHa IBa MbTH
IHEeBHO. JIeueHHEeTo € MpoIbIKIIIO 12 Mecera.
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JlepnyHomuz B mHEBHA 103a Hai-maiiko 10 mg (10 mo 25 mg B npoyusane YU203, 20 mg B
npoyuBanust MN301 u US301) e moka3an cTaTUCTUYSCKU 3HAYUMO MO-100bp e(heKT OT Iianedo mpu
HaMaJsBaHe Ha MPU3HAIMTE ¥ CUMIITOMUTE HA PEBMATOUTHUS APTPHUT IPH BCUYKH

3 rane6o-KoHTpoIupany u3nuTBanus. CTerneHTa Ha OTTOBOP Ha JICUSHHETO 1O Kilacu(UKaIusaTa Ha
ACR (AMepuKaHCKHS KOJIEXK IO peBMaToorus), B npoyusanero Y U203 e 27,7% nipu mnane6o,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesro. [pu dasa |l u3nurBanusra,
crernieHTa Ha oTtroBop 1o ACR 3a nednyHomua 20 mg/nHeBHO, cipsamo miamnebo e 54,6%, crupsmo
28,6% (nmpoyuane MN301) u 49,4%, cripsimo 26,3% (mpoyusare US301). Cren 12 mecena Ha
aKTHUBHO JieUeHue, crereHTa Ha otroBop mo ACR npu nauuentute Ha nedaynomun e 52,3%
(mpoyuBarust MN301/303), 50,5% (mpoyusarne MN302) u 49,4% (npoyusane US301), B cpaBHEeHHE C
53,8% npu narnuenTute Ha cyndacanazun (mpoyusanus MN301/303), u metoTpekcar - 64,8%
(mpoyuBare MN302) u 43,9% (npoyusane US301). ITpu npoyusane MN302 nedayrHomus e
3HAYMTEIHO M0-cllabo edekTuBeH oT MeToTpekcar. Obdaue, mpu nmpoyuBane US301 He ca ycraHOBeHH
3HAYMMH PA3IHKHA MEXIY JIeIIYHOMU]T 1 METOTPEKCAT, B IPBHYHKTE MapaMeTpH 3a epukacHocT. He
e HaOroaBaHa pa3nuka Mexay Jedmynomun u cyndacanaszus (mpoyasane MN301). Edextst ot
JIe9eHUETO ¢ Ie(hIIyHOMH/ Ce € MPOSBUII ciex 1 Mecel, cradmin3upan ce e cinexa 3 1o 6 Mecena u e
MPOJIBJDKHII TI0 BpEME Ha IeJIHs KypC Ha JICUCHHE.

Panpomusupano, JBOWHO-CIIAIO, AapaieTHOIPYIIOBO, HOHUH(QEPHOPHO MPOYUYBAHE, CPABHSBA
OTHOCHUTENTHATa €PUKACHOCT Ha JBE PA3IUYHU THEBHU TOIbpKANH n03u edayHomun 10 mg u

20 mg. Ot pe3ynTaTuTe MOXKe Jia ce 3aKJIF0UH, Ye pe3ysTaTuTe 32 e(hUKACHOCT Ha MOIbpIKAIIaTa 103a
ot 20 Mg ca mo-0aronpusTHH, HO OT JAPyTra CTpaHa, pe3yaTaTuTe 3a 0€30MacHOCT ca B [T0JI3a Ha
moIkprkamara go3a ot 10 mg.

Teouampuuna nonynayus

JlepmyHOMUT € M3CIEBaH B OTJIEIHO MYJATHIICHTPOBO, PAHIOMHU3UPAHO, TBOWHO-CIISTIO, AaKTHBHO-
KOHTPOJIMPAHO U3NMUTBaHEe Mpu 94 marienty (47 B rpyna) ¢ MOJIHAPTHKYIAPEH THIT IOBEHUIICH
peBmarounicH aptpuT. [larenTrte ca Ha Bh3pact 3-17 TOAMHY, ¢ aKTHBEH MOJIMAPTUKYIAPEH THUIT
IOPA, He3aBHCUMO OT HA4aJ0TO Ha 3a00JSIBAHETO M HE ca JIGKYBaHH JIOCETa ¢ METOTPEKCAT WIIN
nedmyHomu. B ToBa m3nuTBaHe, HaTOBapBAalaTa J03a M MOIbPIKaIIaTa 1033 Ha JeQIyHOMHU] ca
OTIpeJICIIEHH B TPH KaTETOPHH, B 3aBUCUMOCT OT TernnoTo: <20 Kg, 20-40 kg u >40 kg. Cren

16 cenMuIM Ha JieUeHKe, pa3IuKaTa B CTETIIEHTA HA OTTOBOP € CTATHCTUYECKH 3HAYMMA B T10J13a Ha
metoTpekcar mpu FOPA Ompenensiae Ha nogoopenuneto (OIT) >30% (p=0,02). ITpu pearupanmure,
TO3U OTTOBOD € TOAIBPKaH B MPOABIKEHUE Ha 48 cenmunm (BXK. Touka 4.2).

XapakTepbT Ha HeXKEIIaHUTE CHOUTHS Ha JIe(DITYHOMUI U METOTPEKCAT M3TIIeXk 1a CXOJIEeH, HO J103aTa,
W3M0JI3BaHa MIPU MAIMEHTH C TTO-HUCKO TETJI0, BOJM JIO OTHOCUTEITHO HUCKA SKCTIO3UIHS (BXK. TOUKA
5.2). Te3u nanHM HE TTO3BOJIABAT €(heKTHBHA M Oe30IMacHa MPEnophKa 3a T03UPOBKA.

Tcopuamuuen apmpum

EdukacHoctra Ha Arava npu JieueHue Ha IICOPHATUICH apTPUT € JIOKa3aHa PU KOHTPOIIUPAHO,
paHIOMH3UPAHO, ABOMHO-CIIsAO TipoyaBade 3L01 mpu 188 manueHTH ¢ mcopuaTudeH apTpuT,
nekyBanu ¢ 20 mg/meH. [IpoapDKATETHOCTTA Ha JICUSHHE € 6 Mecera.

Jlepmynomug 20 mg/neH e 3HaYNTETHO MO-T00Bp OT TUTanebo 3a HamMalsiBaHe Ha apTPUTHHUTE
CHMTOMM TIpH TarueHTy ¢ ncopuatudeH aptput: KOJIIIA (Kpurepuu 3a 0TTOBOp KbM JICYSHHUETO HA
TICOpUATHYEH apTpuT) pearupanute ca 59% B rpymara Ha neduryHomu u 29,7% B rpynara Ha
mrane6o 10 6 mecena (p<0,0001). EdexTsT Ha nedayHoMuI BBpXY o00psiBaHe HA QYHKIHITA U
HaMaJIIBaHE Ha KOKHUTE JIE3UU € YMEpEH.

Tocmmapkemunzosu npoyusanus

Panmomu3upano npoydyBaHe olleHsIBa KIMHHYHO e(prKacHaTa CTereH Ha OTTOBOP MPH HEJICKYBaHU C
BMAUJIC nauuentu (n=121) ¢ panen PA, kouro ca nonyuasaau 20 mg win 100 mg sedrynomun B
JIBE MapajielIHy TPYITH, 10 BpeMe Ha HAYaIHUS TPHIHEBEH JBOMHOCISAT epruoi. Hauamnusar nepuon e
MOCJIEeIBaH OT TPUMECEUCH OTKPHUT MOIbPKAII IIEPHOJI, TI0 BpeMe Ha KOWTO M JIBETE TPYITH ca
noiy4aBanu edayHomun B no3a 20 mg nueBHo. He e HaOmo1aBaHoO HapacTBaHe Ha o0miara mojisa B
W3CJIe/IBaHATA MTOMyAIMS IPY MPHIIOKEHUETO Ha HATOBapBallla cxeMa Ha npuiarade. Jlanaure 3a
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0€30MMacHOCT, MOJIYYEHH OT JBETE TPYIH Ha JICYCHHUE, Ca B ChOTBETCTBUE C M3BECTHHUS MPOQHIT HA
0e30macHOCT Ha JIeIyHOMHI, KATO YeCTOTaTa Ha CTOMAIIIHO-YPEBHU HEXKETaHH ChbOUTHUS U Ha
MOBUIIICHN YePHOAPOOHH €H3MMH € TI0-BUCOKA MTPHU MAI[MEHTUTE, TTOJyJYaBallld HaToBapBaiia 103a oT
100 mg nedayHomu.

5.2 @apmMakoKHHETHYHHM CBOICTBA

JlemyHoMum 6bp30 ce MeTabOIU3Upa 10 aKTUBHUS cH MeTabomut, A771726 upes “first pass”
MeTaboIM3bM (Upe3 OTBapsIHE Ha IPHCTEHA) B UpEBHATA CTEHA U yepHUs apo0. [Ipu mpoydsane ¢
130TONHO Gensasan “C-nedayHOMUI IpH TpYMa 31paBH JOOPOBOJIIH, HE ¢ HAMEPEH HEPOMEHEH
nedIyHOMUJI B TUTa3MaTa, ypuHaTa win ¢pexanmuute. [Ipu npyru npoyduBaHus, pSIKO C€ OTKpUBAT
KOJIYECTBA HETPOMEHEH JIe(hTyHOMHUT B ITa3MaTa, B INIa3MEHU HUBA OT Mmopsirbka Ha ng/ml.
EnuncTBeHUAT paaroakTHBeH MeTaboIuT B Iiazmara € A771726. To3u MeTaboIuT € OTTOBOPEH M 3a
edexTute Ha Arava in vivo.

AOGcopOrus

JlaHHH 3a eKCKpenusTa oT mpoyusane ¢ 1*C nmokassat, 4e Haii-Maiko 82 10 95% ot mo3ara ce
abcopbupa. Bpemero 3a qocturane Ha MaKCHMalTHaTa TuTa3MeHa KoHIeHTpamusa Ha A771726 e MHOTO
pasnugHO: MeKay 1 1 24 daca cies emHOKpaTHO nmprueMane. JleuryHoMum Moxe 1a ce mpruemMa
€THOBPEMEHHO C XpaHa, Thil KATO CTEIEHTa Ha aOCOPOIHS € CpaBHUMA Ha TTIAJIHO ChCTOSTHUE H CJIC]
xpanere. [lopaan M3BBHPEIHO ABIATH MOTYKUBOT Ha A771726 (0K0JI0 2 ceIMUIIN), TIPU KIMHUIHUTE
MPOYYBAHUS € M3IM0JI3BaHa HaToBapBama go03a ot 100 mg 3a 3 mHM 3a Mo-0BP30 TOCTUTAHE Ha
cTarimoHapHH HUBa Ha A771726. M3uucieHo e, ue 6e3 HaTOBapBalia 103a, 3a JOCTUTAaHETO Ha
CTallMOHAPHU IJIA3MEHU KOHIIEHTPAIIMHY IIe ca HeOOXO MU TTOYTH J[Ba Mecella npuioxenue. [Ipu
NPOYYBaHUS ¢ MHOT'OKPATHO NPWIIOKEHHUE, TIPH MAIUSHTH C PEBMATOWJICH apTpUT,
(hbapMaKOKWHETUIHHTE TTapamMeTpu Ha A771726 ca TMHEWHHM 3a TO30BUS qUara3oH ot 5 mxo 25 mg. [lpu
TE3H MPOYUYBAHUS, KIMHUIHUAT €PEKT € MPSIKO CBHP3aH C IUIa3MeHaTa KOHIleHTpanus Ha A771726 u
Ha JIHeBHaTa /103a Ha JeduryHoMu. [Ipu mo3a ot 20 mMg/qHeBHO, cpeqHaTa rrasMeHa KOHIIEHTPAIHs
Ha A771726 B cTalMOHAPHO CHCTOSIHUE € TprOmusuTenso 35 ug/ml. Ipu cranuoHapHO CHCTOSIHHE
IJIa3MEHNATE HUBA ca OKOJIO 33-35 IBbTH MMO-BUCOKH, CPAaBHEHHM C TE3W NPH CAMHNYHA J034.

Paznpenenenue

B goBemkara miasma A771726 ce cBbp3Ba EKCTEH3MBHO ¢ TiporennuTe (anbymunnre). Hecpbp3anara
yacT e okoJio 0,62%. Cebp3Banero Ha A771726 ¢ mina3meHus anOyMUH € JHHEWHO B PAMKUTE Ha
TepaneBTHYHUTE ITa3MEHU KOHIICHTpauK. To e JeKo HaMaeHO U BapuaOWITHO MPH MAIUEHTH C
PEBMATOUJICH apTPUT MM XPOHUYHA OBOpEeUHa HEJOCTATHYHOCT. EKCTEH3MBHOTO CBBpP3BaHE Ha
AT71726 ¢ mpoTenHUTE MOKE J]a TOBEIE JO N3MECTBAHE Ha IPYTH €KCTCH3MBHO CBBhP3aHM JIEKapCTBa.
[poyuBanus in vitro 3a B3aMMOJICHCTBIE HA HUBO CBBbP3BaHE C IUIa3MEHHUTE MPOTEHHHU C BappapuH B
KJIMHAYHO 3HAYMMH KOHIICHTPAIIMU HE TIOKa3BaT B3anMo ieicTBus. [10100HU TpoyYBaHus C
noympodeH u TMKI0()EeHaK CHINO HEe ToKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBP3BaHe,
JIOKaTo HecBbp3aHara Gpakius Ha A771726 ce yBenuyasa 2 0 3 IBTH NP HAIWYHE HA TOJIOYTaMUI.
AT771726 n3mectBa nOynpodeH, qukiodeHak u ToadyTaMuI, HO HeCBbp3aHaTa (ppakuus Ha Te3H
JIeKapCTBEHU POAYKTH ce yBenndaBa camo ¢ 10 go 50%. Hsama maHHM 3a KIIMHUYHO 3HAYEHUE Ha
Te3u edekth. [Topamy 3HAYNTEITHOTO CH CBBP3BaHe ¢ IIa3MeHuTe OenThim A771726 nMa HUCHK 00eM
Ha paznpezenenue (oxono 11 aurpa). He e ycranoBeHO npedepeHIaiHo moeMaHe 0T EpUTPOITUTHTE.

Bbuorpanchopmarnus

Jledbmyromun ce meTabou3npa 10 eauH ocHOBeH (A771726) 1 MHOTO APYTH BTOPOCTEIICHHN
MeTabosuTH, BkIounterao TFMA (4-tpudayopomeTrnanmin). MerabonutHaTa
ouotpanchopmarus Ha edryHOMET 10 A771726 m mocneaBanuaT Mmetabonu3sM Ha A771726 He ce
KOHTPOJIMPA OT €JIMHUHCTBEH €H3UM U CE M3BBHPIIBA KAKTO B MUKPO30MaJIHATA, TAKa M B IIUTO30JTHATA
KIIeTHIHY Ppakiuu. [IpoyuyBanns 3a B3aNMOACHCTBUE C IUMETHANH (HecnenududeH HHXHOUTOp Ha
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uToxpoM P450) u pudamnunus (HecretubudeH muToxpom P450 uHmIyKTOp) MOKA3BaT, Y€ in Vivo
CYP en3umuTe ydyacTBaT B MeTa00IM3Ma Ha Je(IYHOMHU CaMO B MajIKa CTEIICH.

Enumunupane

Enumunnpaneto Ha A771726 e 6aBHO M ce XapaKTepu3nupa ¢ KIUPBHC OT mopsabka Ha 31 ml/h.
ENMMUHAITMOHHUSAT TIOTY>KUBOT € OT Mopsiibka Ha 2 ceamuny. Criel; MpriioxKeHne Ha OensizaHa ¢
W30TOII 71032 JI(ITYHOMHUI, pAJIMOAKTUBHOCTTA CE OTJIEINIS €IHAKBO BHB (hEKAINUTE, BEPOSTHO Upe3
SITMMUHUPAHE ¢ XThUKaTa, U B ypuHata. A771726 Moxe aa ce OTKpHe B ypruHATa U PEKATUUTE 10
36 1HU cieq eTHOKpaTHO MpueMane. [ TaBHUTe MeTaboIuTH B ypUHATA ca TIIOKYPOHUIN Ha
nedmyroMu (raaBHO B poouTe oT 0 mo 24 gaca) M OKCaHWIIOBO TIpon3BoiHO Ha A771726. BeB
(hexanuuTe ce OTKpuBa Ti1aBHO A771726.

YCcTaHOBEHO €, Ue MpH X0pa MPUIIOKEHUETO Ha ITEPOPATHA CYCIIeH3UsI aKTHBEH BBIVICH Ha Mpax WU
KOJIECTHPaMIH BOAH JI0 ObP30 M 3HAYUTEITHO YCKOPSBaHE Ha eKckpenusaTa Ha A771726 u HamamsiBaHe
Ha IJIa3MEHHUTE KOHIICHTpaIuH (BX. Touka 4.9). ToBa ce TbIKU Ha CTOMANTHO-IYPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITM Ha TIPEKhCBAHE HA EHTEPO-XEMaTATHUS IIUKBII.

Bbr0Opedno yBpexmane

JlenyHOMU € IPUIIOKEH B €IMHUYHA IIepopajiHa go03a oT 100 Mg npu 3 manMeHTH Ha XeMOorain3a
1 3 maIMeHTy Ha MPOabJDKUTEIHA nepuToHeanta auanusa (CAPD). dapMakokuHETHKATa Ha
A771726 npu namertr Ha CAPD u3riexia cxomHa ¢ Ta3u pH 3apaBu 100pososiiy. [1o-06p30
enuMuHUpane Ha A771726 e Habmro1aBaHo MIPH MANMEHTHTE HA XeMOIMaIN3a, KOETO He Ce JBJDKU Ha
EKCTPAKIIUS Ha JIEKAPCTBEHHUSI TPOIYKT B JHATH3ATA.

YepuoapoOHO YBpEXIaHE

Hsima maHHM 3a edeHre Ha MMAUEHTH ¢ YepHOAPOOHO yBpekaaHe. AKTUBHHAT MeTabout A771726
CBBp3aH B roJisIMa CTETICH C TIPOTEUHHUTE U CE SITMMUHHPA Ype3 YePHOAPOOCH METa00IN3bM H KIIbUHA
cekpenus. Te3n nmporecu MoXxe Aa ObJaT MOBIUSHA OT Y€PHOAPOOHA AUCHYHKITHA.

IlenuaTpuyHa momysamus

dapmakoknHeTHKaTa Ha A771726 cien mepopaliiHo MPUIoKEHNE Ha JICIYHOMHI € U3CIIeIBaHa ITPH
73 nenuaTpUYHM MAIMCHTH C MOJIMAPTUKYJIapeH THIT IOBEeHUICH peBMaToucH apTpuT (FOPA) na
BB3pacT oT 3 j1o 17 ronunn. Pedynrature oT nmomynanuoHeH (apMakKOKUHETUYCH aHAIN3 Ha TE3U
NPOYYBAHUS [TOKA3BaT, Y€ MeAUATPHIHUTE MAUEHTH ¢ TesiecHo Teryio <40 Kg nmar HamasneHa
cUCTeMHa excro3uius (u3mepena upes Css) Ha A771726, mogo0HO Ha BB3PACTHUTE MAIUCHTH C
peBMaTouAcH apTpHUT (BXK. Touka 4.2).

Crapuecka Bb3pacT

®apMaKOKMHETUYHUTE TaHHU TIPH JIMIA B cTapuecka Bb3pacT (>65 roJuHu) ca OrpaHu4eH!, HO
CHOTBETCTBAT Ha (hapMaKOKHMHETHKATa MPU TIO-MJIAJIUTE B3PACTHH.

5.3 TlpeakJMHUYHU JaHHHU 32 0€30MACHOCT

JledmyHOMUA, IPHIITO’KEH IEPOPATHO M HHTPAIIEPUTOHEATHO € U3CJIE/IBaH B IPOYYBAHMS 32 OCTpa
TOKCHUYHOCT TP MUIIKH ¥ ITbX0Be. [IpoyuBanHus pyu MHOTOKPATHO TIEPOPATTHO MPHUIIOKEHUE Ha
nedTyHOMU IPU MUIITKA 33 IEPHUOJ OT 3 Mecela, IITbX0BE U Ky4eTa 0 6 Mecela 1 MaitMyHH 10

1 mecer moka3Bar, 4e TJIaBHUTE TAPTeTHH OPTaHH 32 TOKCHYHO YBPEXKIaHEe ca KOCTHHS MO3BK, KPBBTA,
TaCTPOMHTECTHHAITHUS TPAKT, KOXKaTa, Janaka, THMyca U TuMGHUTE Bb3IH. | TaBHATE eeKTH ca
aHeMUsl, JIeBKOTICHH, HamaJieH Opoil Ha TPOMOOIIUTHTE W TAHMHEIIONATHS ¥ OTPa3siBaT OCHOBHUS
MEXaHN3bM Ha JIEHCTBUE Ha BeNIecTBOTO (ToATrcKaHe Ha cuaTe3ara Ha JJHK). [Ipu mbpxoBe u kydera
ca Hamepenu Tenna va Heinz w/unm Howell-Jolly. [Ipyrute edextu, yctaHoBeHH BBPXY ChPIETO,
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yepHUs JApo0, KOPHESATA U PECIIMPATOPHUS TPAKT OMXa MOTJIN Jia ce O0SCHAT ¢ MH(OEKIINHU BCIICICTBHE
Ha UMyHOCyTpecHusiTa. TOKCHYHOCT MIPH KUBOTHUTE € YCTAHOBEHA MPH JO3H, EKBUBAJICHTHH Ha
TEpaNeBTUIHNUTE JO3H MIPH X0Opa.

Jlepmynomun e e myrareneH. Bropocrenennust metabonur TFMA (4-tpudiryopoMeTHIaHUIIIH)
MPEIN3BUKBA KIIACTOTEHHOCT ¥ TOYKOBH MYTAIlWH iM Vitro, KaTO JIMIICBAT JOCTAThYHO JAHHU JalU TOH
MOJKE J1a TIPeAN3BHUKA TO3H €PEKT in vivo.

[Tpu npoyuBaHe 3a KAPIUHOTCHHOCT MPH IUTHXOBE, Je()IYHOMHU/ HE € TIOKa3all KapIHHOTCHEH
noreHnual. [Ipu npoy4yBane 3a KapIUHOT€HHOCT MPH MUIIKY € HAOJF01aBaHa IM0-BUCOKA YeCTOTa Ha
3JI0Ka4eCTBEH JIUM(OM IPH MBKKHTE B IPyIaTa Ha Hali-BHCOKA J103a, Hali-BEPOSTHO JIBJDKAII CE Ha
UMYHOCYIIpecuBHUS edeKT Ha JiedryHOMUI. [Ipy )EeHCKH MUIIKK € HAaOJIr0/1aBaHO J0303aBHCHMO
YBEJIMYEHHUE Ha YECTOTaTa Ha OPOHXMOII0-ATBEOIAPHH aIEHOMH M KapIIMHOMH Ha O6eIust 1po0.
3HaYeHUETO Ha Te3H HAXOJKU IPH MUIIIKH 33 KIMHUYHATA yroTrpeba Ha JieTyHOMUT He €
YCTaHOBEHO.

JledmyHOMU HAMa aHTUTEHHY CBOMCTBA ITPH JKUBOTHHCKH MOJIEIIH.

JlepmyHOMI € eMOPHOTOKCHYCH 1 TEPATOTEHEH IIPH ILTHXOBE U 3alIIN B pAMKHATE Ha
TEPANEeBTUYHNTE JO3U TIPH XOPa U MPUINHSIBA HEXEIIAH! PEaKIINU BbPXY MBKKHUTE PETPOTyKTHBHH
OpTaH| MPH MPOYIBAHUATA 38 TOKCHIHOCT IIPH MHOTOKPATHO TMpHiIOKeHne. DepTHIINTETHT HE €
HaMalleH.

6. DOAPMALEBTUYHU JAHHHA
6.1 Cnucbk HAa MOMOIIHUTE BelECTBA
Tabnemno adpo:

IMapeBnuHO HMILIECTE

IToBumon (E1201)

Kpocmosugon (E1202)

Tank (E553b)

Cunuumes JUOKCU, KOJIOUACH 0e3BOIeH
Marwue3sues creapat (E470b)

Jlakto3a MOHOXHIpAT

Quimoso nokpumue:

Tank (E553b)

Xwurnpomernosa (E464)

Turanues quokcun (E171)

Maxkporoa 8000

6.2 HecbBMecTHMOCTH
Henpuinoxumo

6.3 Cpok Ha rogHoOCT

3 roguHM.

6.4 CroenmajaHH yCJIOBHA HA ChbXpaHeHHE

[a ce cpxpaHsBa B OpUIHHAIHATa OIIAKOBKA.
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6.5 Bwuau chabpikaHne HA OMAKOBKATA
Anymunuit/anymunue onrctep. OnakoBka: 3 GUIMUpaHU TaOIETKH.
6.6 CnenuaJHu nMpeana3Hu MepKU MPU U3XBHLPJIsiHE U padoTa

Hsama CIieliMaJIHA U3UCKBAHUS 34 USXBBPIIAHE.

7. IMPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEGA

Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,

T'epmanus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/99/118/009

9. JATA HA IbPBO PA3PEIIIABAHE/ITIOJHOBSIBAHE HA PASPEIIIEHUETO 3A

YIHOTPEBA
[Hara na mepBo paspemanane: 02 centempu 1999 r.
[ara Ha nocnenno noanoBsiane: 02 cenrempu 2009 T.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

IMoapo6Ha uHpOpPMAIKs 38 TO3H JIEKApCTBCH MPOIYKT € Mpe0CcTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus 1o jiekapcraara http://www.ema.europa.eu/.
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NPUJOKEHHE II

HNPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOXJIABAHE
HA ITAPTHUIN

YCJIOBHUA NJIKX OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI' YCJIOBUSA U UBUCKBAHUSA HA
PABPEIHIEHUETO 3A YIIOTPEBA

YCJOBUS NI OT'PAHUYEHUA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJIYKT
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A.  NPOU3BOIUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MMAPTHU AN

Hme n aape€C HA NPOU3BOJMTCIIA, OTTOBOPCH 3a OCBO60)KZ[aBaHC Ha IapTUAUTC

Sanofi Winthrop Industrie
56, route de Choisy au bac
F-60205 Compiegne Cedex
Opanmus

b. YCIOBHUs NN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTITYCKa [0 OTPAHUYEHO JieKapcko npennucanue (Bx. [Ipuinoxenue I:
Kparka xapakTepucTHKa Ha POAYKTa, Touka 4.2).

B. JAPYI'U YCJIOBUA U U3NCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o Ilepnoanynm aKTyaIu3MPaHH JOKJIaAH 32 6e30MacHOCT

W3uckBanmsTa 32 MMo1aBaHe Ha MEPHOANYHH aKTyaTH3UpPaHu TOKIaan 3a Oe301MacHOCT 3a TO3H
JIEKapCTBEH MPOIYKT ca TIOCOYCHH B CIMCHKA ¢ pedepeHTHnTe naTh Ha EBponeiickus cvro3 (EURD
CIUCHK), ipeasuaeH B wi. 1078, an. 7 ot dupextusa 2001/83/EO, 1 BHB BCHUKH CJICIBAIIH
aKTyaJu3alny, MyOJNKyBaHW Ha €BPOTIEHCKUS yebrmopTai 3a JIeKapcTBa.

T. YCJIOBUA NI OT'PAHUYEHUA 3A BE3SOITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. ILinau 3a ynpasJieHue Ha pucka (ITYP)

IIPY 1psbBa g2 M3BHPIIBA H3UCKBAHUTE ICHHOCTH M IEUCTBHSI, CBbP3aHHM C TIPOCIIEAsIBaHEe Ha
JeKapcTBeHara 0e30MmacHoCT, mocodeHu B omoopenus [IYP, npencrasen B Moayn 1.8.2 Ha
paspemieHneTo 3a yrnorpeda, KakTo ¥ MPH BCHYKH CIIEIBAIIN ChITIACYBaHU aKTyanu3auu Ha [1YP.

Axrtyanmsupas [IYP tps6Ba na ce mogasa:
e 110 uckaHe Ha EBpornelickaTta areHIus 1o JIekapcTBara;
® BHHArW, KOraTo ce U3MEHs CHCTEMara 3a yIpaBJIcHHE Ha prcKa, 0cOOEHO B pe3yiTaT Ha
MoJIy9YaBaHe Ha HOBa HH(MOpMAIIHS, KOATO MOXE Jia JIOBEJE 10 3HAYUMH TPOMEHHU B
CHOTHOIIICHUETO MOJ3a/PUCK, HITH CJIe]] IOCTUTaHe Ha BaKeH eTarn (BbB BPb3Ka C
npocIie/siBaHe Ha JIeKapCTBeHATa OE30MAaCHOCT MJIH CBEXK/IaHE Ha PUCKA IO MUHHMYM).

L I[OH'I).JIHI/ITCIIHI/I MEPKH 32 CBCK/TAaHEC HA pPUCKAa 10 MUHUMYM

[purexartensat Ha pazpemenueTo 3a ynotpeda (ITPY) tpsOBa na mpenoctaBu Ha BCHUKH JICKapH,
KOHTO C€ OYaKBa Jja MpeNrcBaT/u3non3ear Arava, o00y4nTeTHI MaTepralii ChC CIETHOTO
ChIbpXKaHUE!

e KpaTkaTa XapakTepuCTHKa Ha IPOLYKTa

e bpomrypa 3a nexaps

Bpomyparta 3a nekaps TpsiOBa 1a ChabpKa CICAHUTE KIIOYOBU CHOOIICHHS:

e Ue cplecTByBa PUCK OT TEKKO YSPHOAPOOHO yBPEXKJaHE U 3aTOBA € BaKHO PEJOBHOTO
n3mepBaHe Ha HUBaTa Ha AJIAT (CI'TIT) 3a mpocnensBane Ha yepHOAPOOHATA PYHKIIHA.
HNudopmarusta, mpeactaBeHa B Oporrypara 3a Jiekaps TpsOBa 1a mpeaoctaBs HHGOpMaIus 3a
HaMaJsiBaHE Ha [103aTa, IPEKpaTsIBaHe Ha JICUEHUETO U OYMCTBAIIY IPOLEAYPH.
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Y CTaHOBEHUSAT PUCK OT CHHEPTUYHA XETaTO- I XeMaTOTOKCHYHOCT, CBbP3aH €
KOMOWHHUpaHa Teparus ¢ Apyro 00JecT-Moau(UIMPaIo aHTUPEBMATHIHO JICKapCTBO (HATIP.
METOTpPEKCaT).

Ue chImecTByBa pUCK OT TEPATOTCHHOCT M MIOPaAX TOBa TPsOBa 1a ce n30Arsa OpeMeHHOCT,
JIOKATO TUTa3MEHUTE HUBA Ha Je(IyHOMHU/I HE ca Ha ChOTBETHOTO HUBO. Jlekapure u
NalUeHTHTE TPsIOBa J1a ca HAsICHO, Y€ € Ha Pa3IoNIOKEHHE CIIeI[UaliHa KOHCYJITaTHBHA
ciyk0a, 3a IpeIocTaBssHe Ha HHGOpMaIH 3a JJabopaTopHO U3CIIeIBaHe Ha TIA3MEHOTO HUBO
Ha J1eITyHOMU,

PrCKBT OT HH(EKIHHU, BKITIOYUTEITHO OMIOPTIOHUCTUYHN HHMEKIINHU U TIPOTHBOIIOKA3aHUETO 32
NPUIOKEHUE ITPU UMYHOKOMIIPOMETHPAHH TTAIUCHTH.

Heo0xonumocTTa 0T ChBEeTBaHE Ha MAIMEHTHTE 32 3HAYUTEITHUTE PUCKOBE, CBBP3aHU C
TepanusTa ¢ 1eQIyHOMHU U ChbOTBETHUTE TPEANIA3HU MEPKH, KOTaTO M3IOJI3BAT JIEKAPCTBOTO.
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MNPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OIIAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 10 mg puamupanu TabaeTKu
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Besika pumvupana Tabmetka ceabpika 10 mg nedayHoMu.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

To3u nexkapcTBeH MPOAYKT ChABPKA JTAKTO3a (BMIKTE JFICTOBKATA 32 JIOIBIHUTEHA HHPOpMAIIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 pumvupanu TabmeTKH
100 ¢pmnmupanu TabIeTKH

‘ 5. HAYUH HA TPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTpeba mpodeTere INCTOBKATA.
TlepopanHo npusioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'VIEJA B IOCEI'A HA JIEITA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI' CIIEHUAJIHU ITPEAYTIPEXIEHUS, AKO E HEOBXOINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

|9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpaHsiBa B OpurHHaIHATa OMIAKOBKA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

| 12,

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/001 30 TtabmeTkn
EU/1/99/118/002 100 TabneTku

| 13,

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOAYKT CE OTITYCKA IO JIEKAPCKO MpEeIICaHue.

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIINAS HA BPAMJIOBA A3BYKA

Apaga 10 mg

| 17,

YHUKAJIEH WIEHTUD®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIFOYEH YHUKAJICH UICHTHOUKATOP.

| 18,

YHUKAJIEH HWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHH, KOUTO TPABBA JA CBABP/KAT BJIMCTEPUTE U JIEHTUTE

| 1. NME HA JIEKAPCTBEHUSA IPOAYKT

Arava 10 mg ¢punMupanu TabneTKu
nedayHOMuUA

| 2. NME HA ITPUTEXKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

| 4. HHAPTUJIEH HOMEP

[Taptunen Ne

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OIIAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 10 mg puamupanu TabaeTKu
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Besika pumvupana Tabmetka ceabpika 10 mg nedayHoMu.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

To3u nexkapcTBeH MPOAYKT ChABPIKA JTaKTO3a (BMIKTE JFICTOBKATA 32 JIOIBIHUTEHA HHPOPMAIIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 pumvupanu TabmeTKH
100 ¢pmnmupanu TabIeTKH

‘ 5. HAYUH HA TPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenn ynoTtpeba npoyeTeTe IMCTOBKATA
TlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'JIEJA B IOCEI'A HA JIELTA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI' CIIEHUAJIHU ITPEAYTIPEXIEHUS, AKO E HEOBXOINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTBTHO 3aTBOPEHA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

| 12,

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/003 30 TtabneTkn
EU/1/99/118/004 100 TabneTku

| 13,

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOAYKT CE OTITYCKA IO JIEKAPCKO MpEeIICaHue.

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIINAS HA BPAMJIOBA A3BYKA

Apaga 10 mg

| 17,

YHUKAJIEH WIEHTUD®UKATOP — IBYU3MEPEH BAPKO/{

JIByn3mepeH 0apKoJ ¢ BKIIOYSH YHUKAJICH UICHTHOUKATOP.

| 18,

YHUKAJIEH HWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbAbP/KA IBPBUYHATA OIIAKOBKA

ETUKET/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 10 mg puamupanu TabaeTKu
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Bcsika Tabnetka cpabpxka 10 mg mediryHoMm .

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ChIabprka ChINO JIAKTO3a (BIJKTE JIMCTOBKATA 3a JOITBIHUTEIIHA HH(pOpMAITHs).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dumvupanu TabIeTKH
100 ¢pmnmupanu TabIeTKH

‘ 5. HAYUH HA TPUJIOKEHUE U TIbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTtpeba mpoderere JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEIJMAJIHO NPEAYIIPEXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'JIEJA B IOCEI'A HA JIELTA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI'M CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTHBTHO 3aTBOPEHA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH

| 12,

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/003 30 TtabneTkn
EU/1/99/118/004 100 TabneTku

| 13,

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlekapcTBEHUSAT MPOAYKT CE OTITYCKA IO JIEKAPCKO MpeIICaHue.

| 15,

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIINAS HA BPAMJIOBA A3BYKA
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JAHHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OIIAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 20 mg puamMupanu TabaeTKH
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Besika pumvupana Tabmetka chabpika 20 mg nedayHOMUAT.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

To3u nexkapcTBeH MPOAYKT ChABPIKA JTAKTO3a (BMIKTE JIFICTOBKATA 32 JIOIBIHUTENHA HHPOpPMAIIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 pumvupanu TabmeTKH
100 ¢pmnmupanu TabIeTKH

‘ 5. HAYUH HA TPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTpeba mpoderere INCTOBKATA.
TlepopanHo npusioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJIEHUE, YUE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'JIEJA B IOCEI'A HA JIELTA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI' CIIEHUAJIHU NNIPEAYTIPEXIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

‘ 9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpaHsiBa B OpurHHaIHATa OMIAKOBKA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

| 12,

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/005 30 TtabneTkn
EU/1/99/118/006 100 TabneTku

| 13,

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOAYKT CE OTITYCKA IO JIEKAPCKO MpEeIICaHue.

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIINAS HA BPAMJIOBA A3BYKA

Apaga 20 mg

| 17,

YHUKAJIEH WIEHTUD®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIFOYEH YHUKAJICH UICHTHOUKATOP.

| 18,

YHUKAJIEH HWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHH, KOUTO TPABBA JA CBABP/KAT BJIMCTEPUTE U JIEHTUTE

| 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Arava 20 mg puamMupanu TabaeTKH
neITyHOMHU/T

| 2. HUME HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

| 4. IHAPTUJIEH HOMEP

ITaptunen Ne

|5.  JPYIO

71



JAHHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OIIAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 20 mg puamMupanu TabaeTKH
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Besika pumvupana Tabmetka chabpika 20 mg nedayHOMUAT.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

To3u nexkapcTBeH MPOAYKT ChABPKA JTaKTO3a (BMIKTE JIFICTOBKATA 32 JIOIBIHUTEHA HHPOPMAIIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dumvupanu TabmeTKH
50 punmupaHu TaOIECTKH
100 ¢pmnmvupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTtpeba mpoderere INCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJIEHUE, UE JIEKAPCTBEHUAT IPOAYKT TPSABBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'VIEJA B IOCEI'A HA JIELTA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI' CIIEHUAJIHU ITPEAYTIPEXIEHWS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTHBTHO 3aTBOPEHA.
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10.

CIIEMAJIHM ITIPENITA3HU MEPKU I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/007 30 TtabmeTkn
EU/1/99/118/010 50 TaGierku
EU/1/99/118/008 100 tabaeTkn

‘ 13. TAPTUAEH HOMEP
ITaptunen Ne
14. HAYMH HA OTHIYCKAHE

JlexkapcTBEHUSAT MPOIYKT CE OTITYCKA TIO JIEKApCKO MpeIrCaHue.

| 15,

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIINAS HA BPAMJIOBA A3BYKA

Apaga 20 mg

| 17,

YHUKAJIEH WIEHTUD®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIIOYSH YHUKAJICH UICHTHOUKATOP.

| 18,

YHUKAJIEH HWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbAbP/KA IBPBUYHATA OIIAKOBKA

ETUKET/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 20 mg puamMupanu TabaeTKH
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Bcsika Tabnetka cpabpxka 20 mg ediryHOMHI .

3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ChIabpprka ChINO JIAKTO3A.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dumvupanu TabmeTKH
50 ¢punmupanu TabIeTKH
100 ¢pmnmvupanu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTtpeba mpoderere JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'JIEJA B JOCEI'A HA JIELTA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

‘ 7. JAPYI' CIIEHUAJIHU ITPEAYTIPEXIEHUS, AKO E HEOBXOINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTHBTHO 3aTBOPEHA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH

| 12,

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/007 30 TtabmeTkn
EU/1/99/118/010 50 TaGierku
EU/1/99/118/008 100 TabaeTkn

| 13,

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOAYKT CE OTITYCKA TIO JIEKAPCKO MpeIICaHue.

| 15,

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIIAS HA BPAMJIOBA A3BYKA
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JAHHHU, KOUTO TPABBA JA CbAbP/KA BTOPUYHATA OIIAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Arava 100 mg ¢unmupasu TabIeTKu
neITyHOMHU/T

| 2. OBSIBSIBAHE HA AKTUBHOTO(HMTE) BEIIECTBO(A)

Besika punmvmpana Tabmetka chabpika 100 mg nedrynomu.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

To3u nexkapcTBeH MPOAYKT ChABPKA JTAKTO3a (BMIKTE JIFICTOBKATA 32 JIOIBIHUTENHA HHPOpMAIIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

3 ¢punMupaHn TaOIETKH

‘ 5. HAYUH HA TPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTpeba mpoderere INCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEIMAJIHO NPEAYIIPEXJIEHUE, YUE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHSIBA HA MACTO JAJIEYE OT IIOI'JIEJA B IOCEI'A HA JIEITA

I[a CC€ CbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIaA.

‘ 7. JAPYI' CIIEHUAJIHU INIPEAYTIPEXIEHUS, AKO E HEOBXOINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TTOJHOCT

T'onen no:

‘ 9. CIIEIMAJIHHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpaHsiBa B OpUrHHAIHATA ONIAKOBKA.
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10.

CIIEMAJIHM ITIPEQITA3HU MEPKH I1PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11.

UME U AIPEC HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/009 3 tabieTku

13.

IMAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOAYKT CE OTITYCKA TIO JIEKAPCKO MpeIICaHue.

| 15,

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HNH®OPMAIIAS HA BPAMJIOBA A3BYKA

Apagsa 100 mg

| 17,

YHUKAJIEH WIEHTUD®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoj ¢ BKIIOYSH YHUKAJICH UICHTHOUKATOP.

| 18,

YHUKAJIEH HWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:

7




‘ MHUHUMYM JAHHH, KOUTO TPABBA JA CBABP/KAT BJIMCTEPUTE U JIEHTUTE

| 1. NME HA JIEKAPCTBEHUSA IPOAYKT

Arava 100 mg ¢unmupanu TabIeTKu
nedryHOMUA

| 2. NME HA ITPUTEXKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

| 4. HHAPTUJIEH HOMEP

[Taptunen Ne

|5.  JIPYTO

78



b. JMCTOBKA
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JlncroBka: undopmanus 3a norpeduTest

Arava 10 mg puamMupanu TadJieTKu
nedmynomun (leflunomide)

IIpouyeTeTe BHUMATEHO USJIATA JUCTOBKA, MPEIN /12 3all0YHETe 1a IpHeMaTe TOBA JIEKAPCTBO,

ThH KaTo TS ChABPKA BaskHA 32 Bac uHpopmanus.

- 3amazere Ta3u JIMCTOBKA. MOXKe J]a ce HAIOXKH Ja s POYETETE OTHOBO.

- AKO UMaTe HIKaKBHU JTOTBIHUTEIHN BBIIPOCH, TTIoNUTaiTe Bammms nekap, hapmareBT nin
MEAHNIINHCKA CECTpa.

- ToBa lekapCcTBO € MpEeANMCaHo €IMHCTBEHO U JIMYHO Ha Bac. He ro npeorcrhnBaiiTe Ha Ipyru
xopa. To Moke 1a IM HaBpear, He3aBUCHMO, Y€ TIPU3HAIMNTE Ha TIXHOTO 3a00JIsIBaHe ca
cpuIMTe KaTo Bamwure.

- AKO TIONTyuHTe HIKaKBU HE)KEJIaH! JICKApCTBEHHU peaklny, yBeaomeTe Bamms nekap,
(hapmareBT Wi MEIUIIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKY BH3MOKHU HEXKEJIAaHH PEaKITUH,
HEOIIMCaH! B Ta3W JMCTOBKA. BrmxTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

KakBo npencrasnsBa Arava u 3a KakBo ce U3M0JI3Ba

Kakgo Tpsi6Ba na 3Haete, npenu na npuemere Arava

Kak na mpuemare Arava

BB3MoXHU HEXeTaH! peakuu

Kaxk na cexpansBare Arava

ChpprkaHe Ha OAKOBKAaTa M AOIBIHUTEIHA HHPOpMAnsI

Sk wnE

1. KakBo npencraBiasiBa Arava u 3a KakBo ce U3M0J13Ba

Arava mprHaJIeK KbM IpyTa JeKapcTBa, HApeUeHN aHTUPEBMATHIHH JIEKApCTBA. |5 ChABPKa
AaKTUBHOTO BEIIECTBO Je(ITYHOMU.

Arava ce u3M0JI3Ba 3a JICYEHUE HA Bb3PACTHU MALMEHTH C aKTUBEH PEBMATOUIECH apTPUT WIN
AKTUBEH IICOPUATHUYCH apTPHUT.

CuMnToMHTE Ha PEBMATOUJCH apTPUT BKJIIOYBAT Bb3MNAJICHHUE HA CTABUTEC, IOAYBAHE, 3aTPYAHCHO
JABHUXCHHEC U OoJIKa. Iprl"I/I CHMIITOMH, KOHUTO 3aciaraT IsJI0TO TAJIO BKJIIIOUBAT 3ary6a Ha aricTuT,
IMMOBHUIICHA TEMIICPATypa, 3ary6a Ha CHCPIrusa U aHCMU (J'II/IHCEI Ha YCPBCHU KPBHBHU KJ'IGTKI/I).

CuUMOTOMUTE HA AKTUBEH IICOPUATHYEH apTPUT BKIIIOUBAT BH3MAJICHUE HA CTABUTE, TIOIyBaHE,
3aTpyAHEHO JABWKEHHUE, 00JIKa U y4acThIIM Ha 3a4epBeHa, JIIOUIenIa ce KoxKa (KOKHU U3MEHEHHS).

2. Kakso TpsiOBa 1a 3HaeTe, mpeau aa npuemere Arava

He npuemaiite Arava:

- aKo HSKOTa CTe UMaJi aJIepruYHa peakiys KbM JieduryHoMu (0cOOEHO cepruo3Ha KOXKHA
peaxius, 4ecTo MpUIpyKeHa ¢ TIOBUIIEHa TeMIIepaTypa, CTaBHU OOJIKH, YePBEHHU TETHA IO
KOJKaTa MM MEeXypH, Harp. cuHApoM Ha CTUBBHC JPKOHCHH), HJIM KbM HSIKOSI OT OCTaHAIIUTE
CHhCTaBKU Ha TOBA JIEKapcTBO (M30pOEHH B TOUKA 6), MM aKO CTE aJlEpTHYHA KbM
TepuITyHOMI] (M3I0JI3BaH 32 JieueHHe Ha MHOXKECTBEHA CKIIepo3a),

- aKo MMaTe HIKaKBH YepHOAPOOHH MPo0JieMHu,

- aKo MMaTe YMEPEHHU 10 TEeKKH 0bOpeYHH mpodJieMu,

- aKO MMaTe CHITHO TOHIDKEHHE Ha 0eIThUMTEe B KPbBTa (XUIIONPOTEHHEMHS),

- aKo cTpagare OT HAKaKbB Mpo0JjeM, KOWTO 3acsira uMyHHaTa Bu cucrema (manpumep CITMH),

- aKo MMaTe HIKaKbB MPOOJIEM ¢ KOCTHUS MO3BK WM aKO UMaTe HUCHK OpOH uepBeHH WK Oemu
KPBBHU KJIETKU B KPbBTa WK HaMaieH Opoi TPOMOOLIMTH B KPBBTA,
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- aKo CTpajaTe OT cepHO3Ha HH(eKINS,
- aKo cTe OpeMeHHa, CMsTATe Ye MOXKE J1a cTe OpeMeHHa Wi KbpPMUTE.

MpexynpexaeHus U NpeanasHu MepKH

I'oBopere ¢ Bamus nekap, ¢apManeBT WM MEIUIIMHCKA CECTpa, PN Aa npuemere Arava

- aKko cte boJemyBaay OT Bh3NajieHue Ha Oesust 1pod (MHTepcTUIMAHA §e10po0HA 0oJIecT).

- aKO HJIKOra CT€ UMM Ty0epKyJI03a WK CTe OWIH B OJIN3BK KOHTAKT C HAKOW, KOMTO MMa WIIH
€ uMall TyOoepKyIo3a. Bammsr jiekap Moke J1a HalipaBH U3CJICIBAHNUS, 32 JIa IPOBEPH JaJIH
uMmarte TyOepKyJo3a.

- aKO CT€ MBI M UCKaTe Ja ctaHeTe Oaia. Thii KaTo HEe MOXKe Jia Ce M3KJIF0YHM BEPOSTHOCTTA 3a
npeMuHaBaHe Ha Arava B criepmarta, TpsiOBa Jia ce U3I0JI3Ba CUTYPHA KOHTPAIEHIIHS IT0 BpeMe
Ha JiedeHreTo ¢ Arava. Mxere, skenaemu aa 0baat Oamy, TpsOBa 1a ce 00bpHAT KbM CBOS
JieKap, KOWTO MOKe Jia TM IMIOCHhBETBA Ja CIIpaT MPUeMaHeTo Ha Arava u Jia B3eMaT HIKOU
JICKapCTBa, 3a Ja OTCTpaHAT Arava Obp30 U B JOCTaThYHA CTEIEH OT opranu3Ma ci. llle e
HeoOxoauMo 1a Bu ce HanpaBu u3ciieiBaHe Ha KPBBTA, 33 Jla ¢ MOTBBP/H, Ye Arava e
OTCTPaHEH B JIOCTaThYHA CTEIeH OT Bamms opranu3sm u ciies] ToBa Bue TpsiOBa na n3uakare
Hal-MaJKo ole 3 Mecela npeu Ja ce OMMTBATE Jia Ch3aBaTe Jela.

- TpsibBa ma Bu ce HampaBu onpezeeH BUI H3CIeqBaHe Ha KpBhBTa (HUBO Ha Kallwii). Bb3MOKHO
€ U3MEPBAHETO Ja MOKaKe (aIuBO HUCKA HUBA HA KaJIIHil.

Arava Mo’xe TIOHsIKOTa Jja IPUYMHU HAKOW MPOOJIeMH Ha KPBbBTa, YEPHUS Ipod, Oenure 1poboBe, Win
HEpBUTE Ha pBLIETE WIK KpakaTta. Moske ChIIO J1a IPUUMHH CEPUO3HU aJIEPTHYHH PEaKIuU
(BKJIFOUMTEITHO JICKAPCTBEHA peakuus ¢ eo3uHodmins u cucteMuu cumnromu [DRESS]), wiu na
YBEJTUYM PUCKA OT TEKKa MHPEKIHA. 3a moBeue nHGopMalys 3a TOBa, MOJIs, IpoYeTeTe TouKa 4
(BB3MOKHU HEXENaHH PEaKLIUH).

DRESS ce nmosiBsiBa MbpBOHAYAIHO KaTO TPUIIONOI00HA CUMIITOMHU M OOPUB TI0 JIUIETO, CJIC]] TOBA
o0IMpeH oOpHB ¢ BUCOKA TEMITEPaTypa, MOBUIIICHH HUBA HA YSPHOAPOOHUTE SH3UMU TIPU U3CIICIBAHE
Ha KPBBTa, TIOBUIIIABAHE HA ¢/IMH BU O€)IM KPHBHU KJICTKH (€O3MHODWIINS) U YBEIMUEHHU JTUMGMHU
BB3JIH.

Bammsar JICKap € U3BbpIIBa KPbBHU U3CJACABAHUA PCIOBHO, ITPEIU U 110 BpEME Ha JICUCHHUETO C
Arava, 3a [1a MpocCiicAssBa KPbBHUTC Bu knetku n UCPHUA ,Z[p06. Bammsar JICKap CBHIIO Taka IIe
IMpOBCPABa KPBBHOTO Bu nansrane pPEAOBHO, TBH KaTo Arava Moxke JAa IPpUYXHU TOBUIIIABAHC HA
KPBbBHOTO HaJIATaHE.

FOBOpCTe ¢ Bammus JICKAap, ako uMaTe HEOO0sSCHUMA XpOHHNYHA AUapus. Bammusar JICKap MOXKEC 11a
U3BBPIIN JOIIBJIHUTCIIHU U3CJIC/IBAHUA 3a ,Z[I/I(i)epeHIII/IaJ'IHa JHUar"Ho3sa.

Jlena v roHOIIN
Arava He ce npenopb4Ba 3a ynorpeda npu Jaena u IOHOLIH HA Bb3pacT noa 18 roguuu.

Jpyru aexapcTBa u Arava
Wndopmupaiite Bammst nexap mwnu gpapmanesT, ako mpueMare, HaCKOpo CTe MpUEeMalld, UK €
BB3MOXKHO J1a MPUEMETe JPYTry JiekapcTBa. ToBa BKIIOUBA U JIEKapCTBa, OTIYCKaHH 0Oe3 pelenTa.

ToBa e 0cobeHo Ba)XHO, aKO IIpHeMaTe:

- JpYyTH JIEKapCTBa 3a PeBMAaTOUACH apTPUT KaTo aHTUMATAPUIHU JIeKapcTBa (HaIp. XJIOPOXHH U
XUJIPOKCUXIOPOXUH), 371aT0, IPUIIOKEHO HHTPAMYCKYJIHO WIIM IEPOPAHO, [-NeHuInIaMuH,
A3aTHONPHUH U IPYTH UMYHOCYIIPECHUBHH JIEKapCcTBa (HaMp. METOTPEKcaT), Thid KaTo Te3H
KOMOWHAIIMKU HE ca MPENOPbYUTENHH,

- Bap(dapuH U Ipyru mepopaiHy JIEeKapcTBa, U3MOI3BaHH 3a pa3pekaaHe Ha KPbBTa, ThH KaTo e
HE0O0X0IUMO HaOJIIOJICHHE, 3a J]a C€ HaAMAJIM PUCKBT OT TOSBA HA HEKEJIAHU PEaKIMU Ha TOBA
JIEKapCTBO

- TepruIIyHOMH] 32 MHOXKECTBEHA CKJIEPO3a

- penarivHu, MMOTINTa30H, HATETIIMHU/L UK PO3HUIIIMTA30H 32 1uadeT
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- JayHOPYOUIINH, JOKCOPYOHLIMH, TAKJINTAKCEI HJIH TOIIOTEKaH 3a paK

- IYJIOKCETHH 32 JIeNpecHsi, THKOHTHHEHIINS Ha ypHUHATa Wik ObOpedHo 3a0omsBaHe Ipu
nradeTUIn

- AJIOCETPOH 3a JICYCHHE Ha TSKKa AUApUs

- Teo(UIIMH 3a acTMa

- TU3aHUIUH, MYCKYJICH PEeJIaKCaHT

- OpaJIHU KOHTPALETITUBH (ChIbPKAIM ETHHWIECTPAANOI U JIEBOHOPIeCTPeN)

- uedaxiop, OeH3MINeHUIIMH (MeHnuH G), nunpodiaokcanyH 3a HHQEKIUU

- WHIOMETAlMH, KeTonpodeH 3a 00Jka WU Bh3NaleHUe

- (dhypocemun 3a chpaedHO 3a00sABaHe (JUYPETHK, OTBOAHSBAIIO JIEKAPCTBO)

- sunoByuH 3a HIV undexus

- pO3yBacTaTHH, CAMBACTaTHH, ATOPBACTaTHH, IPABACTATHH 32 XUIIEPXOJIecTeposIeMusl (BUCOK
XOJIECTEPOI)

- cyidacana3uH 3a Bb3MAJIUTEIHO 3200 sIBaHE Ha YepBaTa WM pEBMATOUICH apTPUT

- JIEKapCTBO, HAPEUYCHO KOJIECTUPAMUH (M3II0JI3BaHO 332 HaMalIsIBAHE Ha BUCOKHUS XOJIECTEPOI)
WM aKTHBEH BBIJIEH, Thil KATO TE3H JIEKApCTBa MOTaT Jja HaMaJsT KOIU4ecTBOTO Arava, KoeTo
ce rmoemMa OT OpraHHu3Ma.

AKo Bede TIppeMaTe HecTepOuIHN MPoTHBOBB3naanTeaHn cpeacrea (HCIIBC) n/mm
KOPTHKOCTEPOM/IU, MOXKETE JIa MPOBIDKUTE J]a TH B3eMaTe CJe]| 3alouBaHe Ha JIeYeHUueTo ¢ Arava.

Bakcunanuu
AKo TpsiOBa 1a ObJIeTe BAKCUHUPAHH, onuTaiTe Bammus iekap 3a cbBeT. Onpe/e/icHn BaKCHHAIIH
He TpsAOBa J1a ce mpuiaraT IoKaTo nmpueMate Arava u U3BeCTHO BpeMe CJIe]l CITUpaHe Ha JICUCHUETO.

Arava ¢ XxpaHa, HAIUTKH H AJIKOX0JI

Arava Moe J1a ce mpuema cbc WiIn 0e3 XpaHa.

He ce npenoppuBa 1a ce KOHCYMHUpa alikoXoJI 1Mo Bpeme Ha jeueHue ¢ Arava. Koncymanusra Ha
AIIKOXOJI IOKaTO IpueMate Arava Moke 1a YBEIWYH PUCKa OT YBpEXAaHe Ha YepHUS Ipoo.

BpeMeHHOCT M KbpMeEHe

He npuemaiite Arava, ako cTe Win cMsITaTe, 4e MOXe Jja CTe OpeMeHHa. AKO cTe OpeMeHHa, HITH
3abpeMeHeeTe, JoKaTo npuemare Arava, pucKkbT OT paxkJaHe Ha 6ebe chC cepro3HH BpoJeHU Ae(heKTH
e nosuiieH. XKenunte ¢ J€TEPOJICH NOTECHIIM A HE Tp516Ba Ja npuemMar Arava, ocBeH aKo He HU3I10I3BaT
HaJIe)KTHU MEPKH 32 Tpe/ina3BaHe OT 3a0peMeHsIBaHe.

Wudopmupaiite Bamms nexap, ako Bb3HaMepsBaTe 1a 3a0peMeHeeTe clie/l CIIUpaHe Ha JEYSHHUETO C
Arava, Tpii KaTo € He0OOXOJMMO JIa Ce yBepuUTe, Ue He ca OCTaHaIM clieau oT Arava B opranuzma Bu
npeau Aa MpaBuTe OMUTH 3a 3a0peMeHsaBaHe. ToBa MOXe Jja OTHeMe 10 2 ToauHU. ToBa n34uakBaHe
MO2K€ J1a € ChKPATH 10 HAKOJIKO CEIMMUIM Ype3 IPUEMaHETO Ha JIEKapCTBa, KOUTO YCKOPSBAT
oTcTpaHsaBaHeTo Ha Arava ot Bamms opraHuzbM.

BbB BcHuku ciydan TpsiOBa Ja Oblie MOTBHPICHO UYpe3 KPhbBHU U3CIIEABaHUS, ye Arava e oTcTpaHeHa
B JIOCTaThYHa CTeleH oT Bamust opranu3bm, kKaTto Bue TpsaOBa a n3uakaTe Hail-Malko olle euH
Mecell Ipeu J1a 3a0peMeHeeTe.

3a gonbaHHUTENHA HHpOpMAaNKs 32 Tab0paTOPHOTO H3cieIBaHe, MO, 00bpHETE ce KbM Barus
JeKap.

AKO uMarte ChbMHEHHE, 9e CTe 3a0peMeHsiia 10 BpeMe Ha JIedeHneTo ¢ Arava uiti npe3 2-Te TOIUHU
Clle/T HeTOBOTO CIIMpaHe, TpsiOBa He3a0aBHO J1a ce CBhpiKeTe ¢ Bammst stekap 3a tect 3a
opemennoct. [1pu monoxuTesneH Tect 3a OpeMeHHOCT Bamust iekap Moske 1a Bu npemioxu
JIeYCHHUE C OTPE/IeNICHN JICKapCTBa 3a OTCTpaHsABaHEe Ha Arava Obp30 U B IOCTaThYHA CTEIICH OT
opranu3Ma Bwu, Thif KaTo TOBa MOKE J]a HAMaJIM pUCKa 3a BameTo 6ebe.

He npuemaiite Arava o BpeMe Ha KbpMeHe, Thil KaTo JedayHOMU I IpeMUHaBa B KbpMaTa.
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lo¢pupane u padora ¢ MAIIMHK
Arava moxe 1a Bu Hakapa f1a ce modyBCTBaTe 3aMasiH{, KOETO MOXKE Jla HapylIu criocoOHocTTa Bu 3a
KOHIICHTpaIus u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He H3MOI3BANTE MAIIMHU.

Arava cbabpika J1aKTo3a
Axo Bammsrt nekap Bu e xa3ai, ue uMaTe HEMIOHOCUMOCT KbM HSKOM 3aXapu, KOHCYJITUPAUTE ce ¢
HETO Mpeay Ja IpUeMeTe TOBa JIEKAPCTBO.

3. Kaxk na npuemare Arava

Bunaru HpHCMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e kazan Bamusr JICKap Wjin (bapMaL[CBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap Wi (bapMaIICBT.

Oobwnyaiinara HavayHa f03a Ha Arava e eina tabnetka oT 100 Mg equH obT AHEBHO Npe3 TBPBUTE TPH
nuu. Cres ToBa MOBEYETO MAIMEHTH C€ HYKAAAT OT 1034 OT:

o 3a peBmaTouzeH apTput: 10 mnu 20 mg Arava BeqHBX JTHEBHO, B 3aBUCHMOCT OT TE€XKeCTTa Ha
3a00JISIBAHETO.
. 3a ncopuatuueH aprput: 20 mg Arava BeTHBK JHEBHO.

HMorapwaiiTe TadneTKaTa UAJIA U ¢ JOCTATHYHO BOAA.

TpsiOBa 1a MUHAT HAM-MaIKO 4 CEAMUIH OT 3aMTOYBAHETO HA TEPAIHUITA, 3a J1a MOYyCTBYBATE
nojo6penue BbB Bamieto cheTosHre. HIKOM MAalMEeHTH MOJKE IOPH JIa TTOJTydaT Mo-TOJIIMO
nopoOpenue cien 4 10 6 Mecela OT JICUCHUETO.

Oo6ukHOBeHO Bue e mpuemate Arava 3a mpoabDKUTEIHO BpeMe.

AKO cTe npueJIu MIOBeYe OT HeodXxoaguMaTa 103a Arava

AKo mipreMeTe ToBede 0T HeoOxoaumMarta fo3a Arava, o0bpHeTe ce KbM Bamms gexap win noTspeete
JOpyT METUIIMHCKU ChBET. AKO € Bb3MOKHO B3EMETE ChC ceOe CH TaOJIETKUTE WU KYTHATA, 33 Ja My
T TIOKaXeTe.

AKO cTe IponmycHaJu 1a npuemere Arava

Axo 3a0paBuTe 1a B3eMeTe e/1Ha 71033, B3eMETe s BeJlHara cjiejl KaTo CU CIIOMHHTE, OCBEH aKo TOBA He
e GuIM3KO 70 BpeMeTo KoraTto TpsidBa Jja mpueMeTe ciejBaiara 103a. He B3emaiite nBoiiHa n103a, 3a 1a
KOMIIEHCHpaTe IIPOIlycHAaTaTa 103a.

AKO UMaTe HIKAKBHU JOMBIHUTENHN BBIPOCH, CBEP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MONHTaiTe
Bammus nekap, papmaneBT nin MEIUIIMHCKA CECTPA.

4, B13MOKHH He:KeJIaHU peakiun

KakTo Bcuuku JICKapCTBA, TOBA JICKAPCTBO MOXKEC 1a MPECAU3BHUKA HEKCIIAHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKM ' ITIOJTy4aBa.

VBenomere Barmust nexap He3abaBHO U ciipete 1a B3emate Arava:

- aKo TIOJIy4YHTe €J1a00CT, MOYyBCTBATE Ce 3aMasiHU M Bu npumarnee wim umare 3aTpyAHEHO
JAMIIAHE, ThI KATO TOBA MOrar Jia ObJaT MPU3HAIM Ha CEPHO3HA aJICPrUvHa PEaKIIHs,

- aKo TIOJIyYHTe KOKEH OOPHB K SI3BH B YCTATA, Thil KATO TE MOYXKE Ja ca MPOsBA HA TEXKKH,
HOHSKOT'a )KMUBOTO3aCTPAIIABAIIY PeaKkuK (Harp. CHHAPOM Ha CTUBBHC-/[PKOHCHH, TOKCHYHA
enuAepMalHa HEKPOJIu3a, epuTeMa MyITiHdopMe, ISKapCTBEHA PEaKIHs C CO3MHODIITHS U
cucteMuu cumnromu [DRESS]), BixTe Touka 2.
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VYBenomere Bamms nexap He3a0aBHO, aKo MOJIyYUTE:!

0Jie1a KoKa, yMoOpa, Wid CHHUHH, Thii KaToO TE MOXeE J1a ca PU3HAK Ha HApYIICHUS Ha KPBBTA,
NPUYMHEHH OT HapylIeH OalaHC Ha Pa3IMYHUTE BHJOBE KPHBHU KICTKU, KOUTO CHCTABSAT
KPBBTA,

yMoOpa, KopeMHa (0JIKa WK KbJITEHHIA (3KBJITO OLBETSIBAaHE HA OYMTE WM KOXKATA), Thil
KaTo Te MOJKE J1a ca PU3HAK Ha CEPUO3HU ChCTOSHUS KaTO YepHOAPOOHA HEAOCTHYHOCT, KOSITO
Moxke aa Oblie (aTaiHa,

BCSIKAKBH CHMITOMHU Ha HH()eKIUS KaTO MOBUILIEHA TEMIIEPATYPA, BB3NMAJIEHO I'bPJI0 HIH
KAaILIHIA, 3aII0TO TOBA JICKAPCTBO MOXKE JIa YBEIMYH PUCKA OT TeXKKa MH(PEKLHs, KOITO MOXKE
na Objie )KMBOTO3aCTpallaBalia,

KAIIMIA WK 3aTPYIHEHO JHIIAHe, Thi KaTO TOBA MOXeE Jia 03HaYaBa MpodseMu ¢ Oenus
Ipo6 (MHTepcTUIMANHA OenoapoOHa OosecT wim 0enoJpoOHa XUIIEPTOHUS),

HeoOMYaifHO M3TpBIBaHe, cabocT Wiu 00JIKa B phLIETE WIH CThIIANaTa, Thi KaTO TOBa MOXe J1a
€ MPU3HAK Ha MMpo0JIeMH ¢ HepBUTE (TepudepHa HEBPOTIATHS).

YecTn HexkeNaHU peakuu (Mo:xe 1a 3acernar 10 1 va 10 xymm)

cnabo HaMaisiBaHe Ha Opos Ha OeuTe KPBbBHU KIIETKH (JICBKOIICHHS),
JICKH aJlepruiHH PEaKIHy,

3ary0a Ha aIeTHT, 3ary0a Ha Teryio (0OMKHOBEHO HE3HAYHUTEIHO),

ymopa (acTeHus),

ri1aBo0oIIie, 3aMaiBaHe,

HEOOMYaHN KOXKHY yCeIllaHUsl, KaTO U3TphIBaHe (apecTesus),

JIEKO MOBHUIIIaBaHE HAa KPBBHOTO HAJISITAHE,

KOJIHT,

JMapus,

rajJicHe, MOBPBIIAHE,

BB3IMaJICHHE Ha YCTaTa WM S3BU B yCTaTa,

KOopeMHa 0oJKa,

yBEJIMYCHHE Ha HIKOHM PE3yJTaTH OT YePHOAPOOHHU TECTOBE,

YBEJIMYEH KOCOMa/,

eK3eMa, cyxa KoxKa, 00puB, ChbpOCK,

TeHIUHUT (00JIKa, MPUYMHEHA OT Bh3IaJCHUE Ha MeMOpaHaTa, 0OBHBAIA CYXOXKUIIUATA
OOMKHOBEHO Ha KpakKaTa WM PhIETE),

NOBUIIIABAHE HA ONPE/ICIICHN EH3UMU B KpbBTa (KpeaTuH dochokuHaza),
npoOJieMH C HEpBHUTE Ha PBLETE WK Kpakara (rmepudepHa HeBpOnaTus).

Heuectn Hexxennanu peakuuu (Mozxe 1a 3acernar 10 1 va 100 xymm)

HamaJsBaHe Ha Oposi Ha YepBEHUTE KPbBHU KIIETKHU (aHEMHs1) U HaMassiBaHE Ha Opos Ha
TpoMOOIUTUTE (TPOMOOIUTOTIEHMS),

HamaJsBaHe Ha HUBOTO Ha KaJiMii B KPHBTa,

TPEBOXKHOCT,

BKYCOBH HapyIlICHHUS,

ypTHKapus (KOpUBHA TPECKa),

CKbCBaHE Ha CYXOXKUIIHE,

MOBHIIIaBaHE HAa HUBOTO HA JIMMTUANTE B KPBBTA (X0JIECTEPOIT M TPUTIUIICPHIH ),
MOHW)KaBaHe HA HUBOTO Ha ¢ochaT B KPHBTA.

Penku Hexkenanu peakuuu (Moxxe 1a 3acernar 10 1 va 1 000 xymm)

yBeIMUEHHE Ha Oposi Ha KPBBHUTE KJIETKU, HAPEUCHU €03UHOMNIN (€03UHOPUIINS ); JIEKO
HaMmaJsBaHe Ha Opos Ha OeNuTe KPBbBHU KIETKHU (JICBKOTICHHS); HAMaJlsiBaHE Ha OPOsI HA BCUYKH
KPBBHU KJIETKHU (TIAHIIUTOIICHMUS),

3HAYUTEIIHO MOBUIIIABaHE HA KPHBHOTO HAJIATAHE,

Bb3NaJIcHHE Ha Oenust 1pod (MHTepCTHLIHAIHO 3a00siBaHe Ha Oemust Apo0),

yBEJIMUEHHE Ha HAKOH PE3yJITaTH OT YEPHOAPOOHU TECTOBE, KOUTO MOTaT J1a I0BeIaT 0
CEPUO3HU ChCTOSIHUS KaTO XEMAaTHUT U KbJITCHULA,

TEXKH WHPEKINH, HAPEUSHU CETICUC, KOUTO MoraT Ja 0b1aT (ataiHu,
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- IMMOBHUIIABAHC HA OMPCACIICHN CH3UMMU B KPBBTA (J'IaKTaT /:Lexw:[poreHa3a).

MHoro peaku HexkeJaHu peakuuu (Mo:ke 1a 3acernar 10 1 ma 10 000 xymm)

- M3pa3eHo HaMalleHHe Ha HAKOM Ol KPBBHH KJIIETKH (arpaHyJIo0LHUTO3a),

- TEXKH U TIOTEHIIUAITHO TEXKHU aJIeprUYHH PEeaKLnH,

- Bb3NaJICHHE Ha MAJIIKUTE KPbBOHOCHHU Ch0BE (BaCKYJIUT, BKIIOUUTEITHO KOKEH HEKPOTH3UPAILl
BacCKyJIHNT),

- Bb3NaJICHUE Ha MaHKpeaca (MaHKpeaTuT),

- TEXKO YEPHOJIPOOHO YBpekKIaHEe KaTo YePHOAPOOHA HETOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar Jia ObJIaT (aTaiHu,

- TEXXKH, TIOHSIKOTa KUBOTO3aCTpallaBaly peakuun (CuHapoM Ha CTUBBHC-/[)KOHCHH, TOKCHYHA
enuaepMaHa HEKPOJH3a, epuTeMa MyITugopme).

Jpyru HexxenaHu peakuyu Kato ObOpevHa HeJOCTaThYHOCT, HaMalleHHe Ha HUBOTO Ha MMUKOYHA
KHCENMHA B KPBBTa, 0eNoApoOHa XUNIEPTOHUS, Oe3MI0J1e TPU MBXKe (KOETO € 00paTHMO ciie]l KaTo
BEIHBXK CE CIpe JICYUCHUETO C TOBA JIEKAPCTBO), KOXKEH JyIyC (XapaKTepH3upalll ce ¢
00puB/3auepBsiBaHEe HA KOXKHU y4acThIM, KOUTO Ca M3JI0KECHHU Ha CBETJIMHA), IICOPHA3uC (HOBOMOSBHII
ce wim Biomasang ce) 1 DRESS cbiio Morar 1a ce mosiBIT ¢ HeM3BECTHA YECTOTA.

Cno01aBaHe Ha HeKeJIAHH PEaAKIIUH

AKO TIONTyuHTe HAKAKBU HEXKEITaHU JIEKApCTBEHHU peaklny, yBeaoMeTe Bamms nexap nnm apmaresr.
ToBa BKJIFOUBa BCHYKH BH3MOXKHU HEOTFICAHU B Ta3H JIMCTOBKA HEXEJIaH! peaknuu. MoxeTe ChIIo /1a
CHOOIIUTE HEXKEJIAHHU PEAKIINU TUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 33 ChOOIIaBaHe, MOCOYCHA B
[Ipunoxxenne V. Karo crobmaBaTe HeXXeNaHN peakIny, MOXETE J]a 1aJleTe CBOs IMPUHOC 32
NoJy4aBaHe Ha moBeue HH(OpMAIHs OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cbxpansaBarte Arava
[a ce cpxpansBa Ha MACTO, HEAOCTHITHO 32 JE1a.

He u3non3patite ToBa JICKApCTBO CJIe] CpOKa Ha rOAHOCT, oTOeNnsa3an BBpPXY OIlaKOBKaATa.
CpOK’BT Ha TOJAHOCT OTroBaps Ha MOCJICAHUA JCH OT IMOCOYCHUS MCCEII.

brnucrep:  Jla ce cbxpaHsABa B OpUTMHAIHATA OMAKOBKA.
Byrunka:  CobxpansBaiite OyTrikara INIbTHO 3aTBOPEHA.

He PIBXB’BPHHP'ITG JICKapCTBAaTa B KaHAaJIW3aluATa WIA B KOHTCﬁHepa 3a JOMalllHW OTIIaJabIIH.
Ilonuraiite Bamms (bapMaueBT KakK [a U3XBBPJIATE JICKApCTBAaTa, KOUTO BECUC HE U3IIOJI3BATE. Te3u
MCPKHU 1I€ CIIOMOTrHAaT 3a OIla3BaHC HA OKOJIHATA Cpca.

6. Cobabp:kaHne HA ONAKOBKATA U JONMBJIHUTETHA HH(OPMAIUS

KakBo cbabpska Arava

- AKTHBHOTO BeriecTBo e neduryHomun. Eqna ¢punmmupana tabnerka cpappxa 10 mg
neIyHOMU,.

- Hpyrure cberaBku ca: apeBnyHO HuUtecte, moBuaoH (E1201), kpocnosunon (E1202),
KoJtouieH Oe3BOJICH CHITMIIMEB THOKCHI, MarHe3ueB creapat (E470b), u makTo3a MOHOXHUIPAT B
SAPOTO Ha TabneTkata, kKakTo u Tank (E553b), xunpomenosa (E464), turanos auokcun (E171)
u makporon 8000 BbB (pHIMOBOTO TTOKPHUTHE.

Kak n3riexna Arava u KakBo CbIbp:Ka 0NMaKOBKATA
Arava 10 mg ¢unmupanu TabaeTKH ca Oesin 10 TOYTH OCJTU U KPBIIIN.
C orneuataHo Ha efaHara ctpaHa: ZBN.
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TabmeTkuTe ca ONakoBaHH B OJUCTEPH WU OYTHIIKH.
Hanmaam ca omakoBku ot 30 u 100 TabmeTkw.

He Bcwuku BHIOBE OITAaKOBKHM MOTaT Ja OBAAT ITyCHATH B TIpoJaxoa.

IIpuTexkaTen Ha pa3pelIeHHETO 32 yHoTpeda

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

IIpousBoauTe

Sanofi Winthrop Industrie
56, Route de Choisy au Bac
F-60205 Compiegne Cedex,
Opanuus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/IH OTHOCHO TOBaA JICKapCTBO, MOJISI CBBPIKCTE CC€ C JIOKAJIIHUA

NPEICTABUTEN HA MPUTEXKATEIS HA pa3pelIeHUEeTo 3a ynorpeba:

Belgié/Belgique/Belgien
Sanofi Belgium
Tel/Tel: +32 (0)2 710 54 00

Bnarapus
SANOFI BULGARIA EOOD
Ten.: +359 (0)2 970 53 00

Ceska republika
sanofi-aventis, s.r.o.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti
sanofi-aventis Estonia OU
Tel: +372 627 34 88

El\dda
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espafia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

Lietuva

UAB “SANOFI-AVENTIS LIETUVA”

Tel: +370 5 2755224

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 Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43180185-0

Polska

sanofi-aventis Sp. z o0.0.
Tel.: +48 22 280 00 00
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France

sanofi-aventis france

Tél: 0 800 222 555

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

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: 800 536389

Kvnpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 332451

Portugal
Sanofi - Produtos Farmacéuticos, Lda
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o0.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101

JlaTa Ha mocJieIHO mMpepa3riexkaane Ha aucroBkarta {MM /I'TI'T}

Jlpyru n3ToyHun Ha nHGpopManmns

Houpo6Ha I/IH(l)OpMaL[I/IH 3a TOBa JICKAPCTBO € NPE€A0CTAaBCHA HA ye6C3ﬁTa Ha EBpOHCﬁCKaTa arCHIus

no nekapcreata http://www.ema.europa.eu/.
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JlncroBka: undopmanus 3a norpeduTest

Arava 20 mg puamMupaHu TadJIeTKH
nedayrnomuz (leflunomide)

IIpouyeTeTe BHUMATEHO USJIATA JMCTOBKA, MPEIN /12 3all0YHETe 1a IpHeMaTe TOBA JIeKAPCTBO,

ThH KaTo TS ChABPKA BaskHA 32 Bac uHpopmanus.

- 3amazere Ta3u JIMCTOBKA. MOXKe J]a ce HAIOXKH Jia s TPOYEeTETe OTHORBO.

- AKO UMaTe HAKaKBHU JOTBIHUTEIHN BBIIPOCH, TIoNUTaiTe Bamms nekap, hapmareBT nin
MEAHIINHCKA CECTpa.

- ToBa iekapcTBO € MpEeANMCaHo €IMHCTBEHO U JIMYHO Ha Bac. He ro npeorcrhnBaiiTe Ha Ipyru
xopa. To Moke 1a IM HaBpenr, He3aBUCHMO, Ye TIPU3HAINTE Ha TIXHOTO 3a00JIsIBaHe ca
cpuIMTE KaTo Bammure.

- AKO TIONTyuHTe HIKAKBU HE)KEIaH! JICKApCTBEHHU peaklny, yBeaomeTe Bamms nekap,
(hapmarneBT Wi MEIUIIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKY BH3MOKHU HEXKEJIAaHH PEaKIUH,
HEOIIMCaH! B Ta3W JIMCTOBKA. BrmxTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

KakBo npencrasnsaBa Arava u 3a KakBo ce U3M0JI3Ba

Kakgo Tpsi0Ba na 3Haete, npenu na npuemere Arava

Kak na mpuemare Arava

BB3MoXHU HEXeTaH! peakuu

Kaxk na cexpansBare Arava

CppprkaHHe Ha ONAKOBKAaTa M AOIBIHUTENHA HHPOpManusI

ok wnE

1. KaksBo npeacraBiasiBa Arava u 3a KakBo ce U3M0J13Ba

Arava mprHaJIeKH KbM TpyTa JeKapcTBa, HApeUeHN aHTUPEBMATHIHH JIEKApCTBA. |5 ChABPKa
AaKTUBHOTO BEIIECTBO Je(ITYHOMU.

Arava ce u3M0JI3Ba 3a JICYEHUE HA Bb3PACTHU MMALMEHTH C aKTUBEH PEBMATOUIECH apTPUT WIN
AKTUBEH IICOPUATHUYCH apTPHUT.

CuMrnTtoMHuTe Ha peBMaTOUEH apTPUT BKIIIOUBAT Bh3MAJICHNUE HA CTABUTE, MOAYBAHE, 3aTPyIHEHO
JBIKEHHE U 0oJka. [Ipyru cCMMITOMH, KOUTO 3acsiTaT HI0TO TsUTO BKIIIOYBAT 3ary0a Ha aleTuT,
MOBHUIIIEHA TEMIIepaTypa, 3ary0a Ha eHeprusi 1 aHeMusl (JIMIIca Ha YePBEHU KPbBHH KIICTKH).

CuMnOTOMUTE HA AKTUBEH IICOPUATHYEH apTPUT BKIIIOUBAT Bb3MAJICHUE HA CTABUTE, ITOIyBaHE,
3aTpyIHEHO JIBU)KEHHUE, O0JIKa U Y4acThIIM Ha 3a4epBeHa, JIIoIenla ce Koxa (KOKHU U3MEHEHHS).

2. Kakgo Tps0Ba 1a 3HaeTe, mpeau a1a npuemere Arava

He npuemaiite Arava:

- aKo HSKOTa CTE MMaJH aJlepruaHa peakuus KpM jedayHoMusa (0coOeHO cepro3Ha KOXKHa
peaxius, 4ecTo NpUApYKeHa ¢ MOBUIIIeHA TeMIIepaTypa, CTaBHHU OOJIKH, YEPBEHH TEeTHA 110
KOKaTa MM MEXypH, Harp. cuHAPoM Ha CTUBBHC J[PKOHCHH), HJIM KbM HSIKOSI OT OCTAHAIIUTE
ChCTaBKH Ha TOBA JICKAPCTBO (M30POCHU B TOYKA 6), MU aKO CTE aJISPTUYHU KbM
TepuIyHOMU] (M3TI0JI3BaH 32 JieueHre Ha MHOXKECTBEHA CKIIepo3a),

- aKo MMaTe HIKaKBH YepHOAPOOHH MPo0JieMHu,

- aKo MMaTe YMEPEHHU 10 TEKKH 0bOpeYHH MpodJieMHu,

- aKO MMaTe CHITHO TOHIDKEHHE Ha 0eThUMTEe B KPbBTA (XUIIOMPOTEHHEMHS),

- aKo cTpagare OT HAKaKbB Mpo0JjeM, KOWTO 3acsira uMyHHaTa Bu cucrema (manpumep CITMH),

- aKo MMaTe HIKaKbB MPOOJIEM ¢ KOCTHUSA MO3BK WM aKO UMaTe HUCHK OpOi uyepBeHH WK Oemu
KPBBHH KJIETKH B KPbBTa WM HaMaJieH Opoil TPOMOOLIUTH B KPBBTa,
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- aKo CTpajaTe OT cepHO3Ha HH(eKINS,
- aKo cTe OpeMeHHa, CMsTATe Ye MOXKE J1a cTe OpeMeHHa Wi KbpPMUTE.

MpexynpexaeHus U NpeanasHu MepKH

T'oBopere ¢ Bamus nekap, ¢papManeBT WM MEIUIMHCKA CecTpa, IPeau Aa nmpuemere Arava

- aKko cte 6oJenyBaay OT Bh3MalcHHe Ha Oesust Jpo0 (MHTepCTUIMAHA §e10po0HA 0oJIecT).

- aKO HIKOTa CTe UMM TYy0epKyJI03a WK CTe OWIH B OJIN3BK KOHTAKT C HAKOW, KOMTO MMa WIIH
€ uMall TyOoepKyIo3a. Bammsar jiekap MoKe Jia HalipaBH U3CJICIBAHNUS, 32 JIa IPOBEPH JaJIU
umarte TyOepKyJo3a.

- aKO CTE€ MBI UM UCKaTe Ja ctaHeTe Oaima. Tl KaTo He MOXKe Jia Ce M3KJIF0YH BEPOSATHOCTTA 3a
nmpeMuHaBaHe Ha Arava B criepmarta, TpsiOBa Ja ce U3IM0JI3Ba CUTYPHA KOHTPAIEHIIHS 10 BpeMe
Ha JiedeHreTo ¢ Arava. Mxere, skenaemu aa 0bpaat Oamy, TpsOBa 1a ce 00bpHAT KbM CBOS
JIeKap, KOWTO MOJKE Jia TM ITOCHBETBA Jla CIIpaT MpHeMaHeTo Ha Arava u jia B3emMar HIKOU
JICKapCTBa, 3a Ja OTCTpaHAT Arava Obp30 U B JOCTaTh4YHa CTEIEH OT opranu3Ma ci. llle e
HeoOxouMo 1a Bu ce HampaBu u3ciieiBaHe HAa KPBBTA, 32 Jia ¢ MOTBBPAH, 4e Arava e
OTCTPaHEH B JOCTaThYHAa CTEIeH OT Bamms opranu3bMm u ciie] ToBa Bue TpsOBa na n3vyakare
Hal-MaJIKo olle 3 Mecela Mpeju Ja ce OMMTBATE Jia Ch3JaBaTe Jela.

- TpsiOBa 1a Bu ce HampaBu onpezeneH BUI H3CIeABaHe Ha KPBhBTa (HUBO Ha Kalllwii). BE3MOKHO
€ U3MEPBAHETO Ja MOKaKe (aIMBO HUCKA HUBA HA KaJIIHi.

Arava Mo>xe ToHsIKOTa Jja IPUYMHU HIKOW MPOOJIeMH Ha KPBBTa, YepHHUS AP0o0, Oenute ApoOoBe HiTH
HEpBUTE Ha pBLIETE WIK KpakaTta. Moske ChIIO 1a IPUUMHHA CEPUO3HU aJlepTHYHH PEaKIuu
(BKJTIOUMTEITHO JIEKapCTBEHA peakiusi ¢ eo3uHodmins u cucremMun cumnromu [DRESS]), nm na
YBEJTMYM PUCKA OT TEKKa MHPEKIHA. 3a moBeue nHGopMalms 3a TOBa, MOJIs, IpoYeTeTe TouKa 4
(BB3MOKHU HEXeNaHH PEaKLIUH).

DRESS ce nosiBsiBa mMbpBOHAYAIHO KaTO TPUTIONOI00HA CUMIITOMHU M OOPHB T10 JIUIETO, CJIC]] TOBA
o0ImMpeH 0OpHB ¢ BUCOKA TEMITEPaTypa, IOBUIIICHU HUBA HA YSPHOAPOOHUTE SH3UMU TIPU U3CIICIBAaHE
Ha KPBBTa, TIOBUIIIABAHE HA S/IMH BU O€)IM KPHBHU KJICTKH (€O3MHODWIINS) U YBEIHMUEHHU JTUMGMHU
BB3JIH.

Bammsar JICKap € U3BbpIIBa KPbBHU U3CJACABAHUA PCIOBHO, ITPEAU U 110 BpEME Ha JICUCHHUETO C
Arava, 3a 1a IpocCiicAsdBa KPbBHUTC Bu knetku n UCPpHUA ,I[p06. Bammsar JICKap CBHIIO Taka 1Ie
MpoBCPABa KPBBHOTO Bu nansrane pPEaAOBHO, TBH KaTo Arava Moxke Ja IPpUYMHU TOBUIIIABAHC HaA
KPBbBHOTO HaJIATAHEC.

FOBOpCTe ¢ Bammus JICKAap, ako UMaTe HEOOsSCHUMA XpOHHUYHA OAUapus. Bamusar JICKap MOXKEC 11a
H3BBPIIN JOIIBJIHUTCIIHU U3CJIC/IBAHUS 3a L[I/I(bCpeHIII/IaJ'IHa JHUar”Ho3sa.

Jena v roHOIIN
Arava He ce npenopb4Ba 3a ynorpeda npu Jaeua u IOHOLIM HA Bb3pacT noa 18 roauuu.

Jpyru jJexapcrBa u Arava
Wndopmupaiite Bammst nexap mnu gpapmanesT, ako mpueMaTe, HaCKOpo CTe PHEeMalld, UiIH €
BB3MOXHO J1a IPUEMETE IPYry JiekapcTBa. ToBa BKIIOUBA U JIEKapCTBa, OTIYCKaHH Oe3 pelenTa.

ToBa e ocoO6eHO BaXkHO, aKo IIpHeMare:

- JpYyTH JIEKapCTBa 3a PEBMAaTOUACH apTPUT KaTo aHTUMAIapUIHU JIEKapcTBa (Hamp. XJIOPOXHH U
XUJIPOKCUXIOPOXHUH), 371aTO, IPHUIIOKEHO HHTPAMYCKYJIHO WM IIEPOPAHO, [-NeHuInIaMuH,
a3aTHONPHUH U APYTH UMYHOCYIIPECHUBHH JIEKapCcTBa (HaMp. METOTPEKcaT), Thid KaTo Te3H
KOMOWHAIIMKU HE ca MPENOPbYUTENHHY,

- Bap(dapuH U Ipyru mepopaiHy JIeKapcTBa, U3MOI3BaHH 3a pa3pekaaHe Ha KPbBTa, ThH KaTo e
HE00X0IMMO HaOJIIOJICHHE, 3a []a C€ HAMAJIM PUCKBT OT MOSBA HA HEKEJIAHU PEaKIIUU Ha TOBA
JIEKapCTBO

- TepuIyHOMH] 32 MHOKECTBEHA CKJIEPO3a

- penariuHu, MUOTJINTa30H, HATETJIMHUL MK PO3HUIIIMTAa30H 32 quadeT
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- JayHOPYOUIINH, JOKCOPYOHLIMH, TAKJINTAKCEI HJIH TOIIOTEKaH 3a paK

- IYJIOKCETHH 3a JIeNpecHsi, THKOHTHHEHIMS Ha ypHUHATa Wik ObOpedHo 3a00sBaHe IpU
nrabeTHIn

- AJIOCETPOH 3a JICYCHHE Ha TeKKaA AUapUs

- Teo(UIIMH 3a acTMa

- TU3aHUIUH, MYCKYJICH PEeJIaKCaHT

- OpaJIHU KOHTPALETITUBH (ChAbPKAIM ETHHUIECTPAANOI U JIEBOHOPIeCTPEN)

- uedaxiop, OeH3MINeHUIIMH (MeHnuH G), nunpodiaokcanyH 3a HHQEKIUU

- WHIOMETAIMH, KeTonpodeH 3a 00Jka MU Bh3MaleHUe

- (dhypocemun 3a chpaedHO 3a00sABaHe (JUYPETHK, OTBOAHSBAIIO JIEKAPCTBO)

- sunoByuH 3a HIV undexus

- pO3yBacTaTHH, CAMBACTaTHH, aTOPBACTATHH, [IPABACTATUH 3a XHUIIEPXOJIecTeposieMus (BUCOK
XOJIECTEPOI)

- cyidacana3uH 3a Bb3MAJIUTEIHO 3200 sIBaHE Ha YepBaTa WM PEBMATOUICH apTPHUT

- JIEKapCTBO, HAPEUYCHO KOJIECTUPAMUH (M3II0JI3BaHO 332 HaMalIsIBAHE Ha BUCOKHUS XOJIECTEPOI)
WM aKTHBEH BBIJIEH, Thil KATO TE3H JIEKApCTBa MOTaT Jja HaMaJlsiT KOIM4ecTBOTO Arava, KoeTo
ce rmoemMa OT OpraHHu3Ma.

AKo Bede TIppeMaTe HecTepOuaHN MPoTHBOBB3naanTeaHn cpeacrea (HCIIBC) n/mmm
KOPTHKOCTEPOM/IH, MOXKETE JIa MPOIBIDKUTE J]a TH B3eMaTe CJe]| 3allo4BaHe Ha JIeYeHUeTo ¢ Arava.

Bakcunanuu
AKo TpsiOBa 1a ObJIeTe BAKCUHUPAHH, onuTaiTe Bammus iekap 3a cbBeT. Onpe/ie/icHn BaKCHHAIIH
HE TpsIOBa J1a ce mpuiaraT IoKaTo npueMate Arava u U3BeCTHO BpeMe CJIe]l CTUpaHe Ha JICUCHUETO.

Arava ¢ XxpaHa, HAUTKHA H AJIKOX0JI

Arava Mo>e J1a ce mpuemMa cbc Wi 0e3 XpaHa.

He ce npenoppuBa 1a ce KOHCYMHUpa alTkoXoJI 1Mo Bpeme Ha jeueHue ¢ Arava. Koncymanusra Ha
AJIKOXOJI IOKaTO IpueMate Arava Moke 1a YBEIUYH PUCKa OT YBpEXAaHe Ha YepHUS Ipoo.

BpeMeHHOCT M KbpMeHe

He npuemaiite Arava, ako cTe Win cMsTaTe, 4e MOXe Jja cTe OpeMeHHa. AKO cTe OpeMeHHa, HITH
3abpeMeneere, J0KaTo npuemare Arava, pucKbT OT paxkJaHe Ha 6ebe chC cepro3HH BpoJieHU Ae(heKTH
e nosuieH. XKenunre ¢ JETEpOJICH NMOTCHIIMAJ HE Tpsl6Ba Ja nmpuemMar Arava, ocBeH aKo He HU3II0I3BaT
HaJIe)KTHU MEPKH 3a TIpe/ina3BaHe OT 3a0peMeHsIBaHe.

Wudopmupaiite Bammst nekap, ako Bb3HaMepsBaTe 1a 3a0peMeHeeTe clie/l CIIUpaHe Ha JEYSHHUETO C
Arava, Tpii KaTo € He0OOXOJHMO JIa Ce yBEepUTe, Ue He ca OCTaHaIU clieau oT Arava B opranuszma Bu
npeau Aa MpaBUTe OMUTH 3a 3a0peMeHsBaHe. ToBa MOXe Jja OTHeMe 10 2 ToauHu. ToBa n34uakBaHe
MO2K€ J1a € ChKPATH J0 HAKOJIKO CEIMUIM Ype3 IPUEMaHETO Ha JIEKapCTBa, KOUTO YCKOPSBAT
oTcTpaHsABaHeTo Ha Arava ot Bamms opraHuzbM.

B®B BcHuku ciydan TpsiOBa Ja ObJie MOTBBPICHO UYpe3 KPbBHU U3CIIEABaHUS, ye Arava e oTcTpaHeHa
B JIOCTaTh4YHa CTereH oT Bamus opranu3bm, kato Bue TpsaOBa na n3uakaTe Haii-MaiKko olle eJuH
Mecell Ipe/u J1a 3a0peMeHeeTe.

3a gonbaHHUTENHA HHpOpMAaNKs 32 T1a00paTOPHOTO H3CcieIBaHe, MO, 00bpHETE ce KbM Barus
JeKap.

AKoO uMarte ChbMHEHHE, 9e cTe 3a0peMeHsiia 0 BpeMe Ha JIedeHneTo ¢ Arava uiti npes3 2-Te TOIHHU
Clle/T HeTOBOTO CIIUpaHe, TpsiOBa He3a0aBHO J1a ce CBbpiKeTe ¢ Bamust stekap 3a Tect 3a
opemennoct. [Ipu monoxuTesnen Tect 3a OpeMeHHOCT Bamust iexkap Mosxe na Bu npemmoxu
JIeYeHHE C OTPE/IeNICHN JICKapCTBa 3a OTCTpaHsBaHe Ha Arava Obp30 U B IOCTaThYHA CTEIIEH OT
opranu3Ma Bwu, T KaTO TOBa MOKE J]a HAMaJIM pUCKa 3a BameTo 6ebe.

He npuemaiite Arava no Bpeme Ha KbpMeHe, Thil KaTo Je(IyHOMuU IPpeMUHaBa B KbpMaTa.
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lo¢pupane u padora ¢ MAIIMHK
Arava moxxe 1a Bu Hakapa f1a ce modyBCTBaTe 3aMasiH{, KOETO MOXKE Jla HapylIu criocoOHocTTa Bu 3a
KOHIICHTpaIlus u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He H3MON3BANTE MAIIMHY.

Arava cbabpika J1aKTo3a
Axo Bammsr nekap Bu e xa3ai, ue uMaTe HEIOHOCUMOCT KbM HSIKOM 3aXapu, KOHCYJITUPaHTe ce ¢
HETO Mpeay Ja IpUeMeTe TOBa JIEKAPCTBO.

3. Kak na npuemare Arava

Bunaru HpHCMaﬁTe TOBa JICKAPCTBO TOYHO KAKTO Bu e kazan Bamusr JICKap Win (bapMaIICBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap Wjin (bapMaLICBT.

OObwnyaiinaTa HavayiHa 103a Ha Arava e exna tadnetka ot 100 Mg equH MbT AHEBHO Npe3 TBPBUTE TPH
nau. Cre ToBa MOBEYETO MAILMEHTH C€ HYKAAAT OT 103a OT:

. 3a pematouzeH aptput: 10 wau 20 mg Arava BeHBX JTHEBHO, B 3aBUCUMOCT OT TEKECTTa Ha
3a00JIsIBaHETO.
. 3a ncopuatuueH aptput: 20 mg Arava BeHBK JHEBHO.

HMorapuaiire TadneTKaTa UAJIA U ¢ JOCTATHYHO BOAA.

TpsiOBa 1a MUHAT HaM-MaIKO 4 CEMHUIM OT 3aMTOYBAHETO HA TEPAIHUITA, 3a JIa MOYyCTBYBATE
nojoopeHue BbB Bateto cheTosHre. HIKOM MAalMEeHTH MOJKE IOPH J1a TTOJTydaT MO-TOJIAMO
nogoOpenue cien 4 10 6 Mecela OT JICUCHUETO.

Oo6ukHOBeHO Bue e mpruemate Arava 3a mpoabDKUTEIHO BpeMe.

AKO cTe npueJIu IOBeYe OT HeodXxoaquMaTa 103a Arava

AKo mpreMeTe moBede 0T HeoOxoaumara 1o3a Arava, o0bpHeTe ce 3a ChbBeT KbM Bamms nekap uin
NOTBpCETe APYT MEANLIMHCKH ChBET. AKO € Bb3MOXKHO B3eMeTe Che cebe cH TablIeTKUTE WK KyTHUsTa,
3a J1a My TU IIOKaXeTe.

AKO cTe mpomycHaJu 1a npuemere Arava

Axo 3a0paBuTe 1a B3eMeTe e/1Ha 71033, B3eMETe s BeJlHara cjiejl KaTo CU CIIOMHHTE, OCBEH aKO TOBa He
e GuIM3KO 70 BpeMeTo KoraTto TpsioBa Jja mpueMeTe ciejBaiara 1o3a. He B3emaiite nBoliHa n103a, 3a 1a
KOMIIEHCHpaTe IIPOIlyCHATaTa J103a.

AKO MMaTe HIKAKBHU JOIBIHUTENHN BRIPOCH, CBEP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMHTaTe
Bamms nekap, ¢papManeBT WM MEIUIIMHCKA CECTpa.

4, BB3MOKHY HexkeTaHU peaKknun

KakTo Bcuuku JICKapCTBA, TOBA JICKAPCTBO MOXKEC [1a MPECAU3BHUKA HEKCIIAHU PCAKIIUN, BBIIPECKU Y€ HC
BCCKM T' ITOJIy4aBa.

YBenomere Barmnst nexap He3abaBHO U cripete 1a B3emate Arava:

- aKo TIOJIy4YHTe ¢J1a00CT, MOYyBCTBATE Ce 3aMasiHi ¥ Bu npumarnee win umare 3aTpyJAHEHO
JAMIIAHe, ThI KaTO TOBA MOrar Jia ObJaT MPU3HAIM Ha CEPHO3HA aJICpPrUvHa PEaKIIus,

- aKo TIOJIyYHTe KOKEH OOPHB K SI3BH B YCTATA, Thil KATO TE MOYXKE Ja ca MPOsBA HA TEXKKH,
HOHSKOT'a )KHBOTO3aCTPAIIABAIU peakiuuu (Hamp. cuHapoM Ha CTUBBHC JKOHCHH, TOKCHYHA
enuepMaIHa HeKpoJIu3a, epuTeMa My aTudopme, JIeKapCTBEHa Peakiys ¢ CO3UNHODMIHS 1
cucremun cumntomu [DRESS]), BixkTe Touka 2.
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VYBenomere Bamms nexap He3a0aBHO, aKo MOJIyYUTE:!

0Jie1a KoKa, yMoOpa, Wid CHHUHH, Thii KaToO TE MOXE J1a ca IPU3HAK Ha HApYILICHUS Ha KPBBTA,
NPUYMHEHH OT HapylIeH OalaHC Ha Pa3IMYHUTE BHJOBE KPHBHU KICTKU, KOUTO ChCTABSAT
KPBBTA,

yMoOpa, KopeMHa (0JIKa WK KbJITEHHIA (3KBJITO OLBETSIBAaHE HA OYMTE WM KOXKATA), Thil
KaTO T€ MOJKE J]a ca MPU3HAK Ha CEPUO3HH CHhCTOSHHS KaTo YepHOIPOOHA HEJOCTHYHOCT, KOSTO
Moxke aa Oblie (aTaiHa,

BCSIKAKBH CHMITOMHU Ha HH()eKIUS KaTO MOBUILIEHA TEMIIEPATYPA, BB3NMAJIEHO I'bPJI0 HIH
KAaILIHIA, 3aII0TO TOBA JICKAPCTBO MOXKE JIa YBEIMYH PUCKA OT TeXKKa MH(PEKLHs, KOITO MOXKE
na Objie )KMBOTO3aCTpallaBalia,

KAIIMIA WK 3aTPYIHEHO THIIAaHe, Thi KaTO TOBA MOXeE J1a 03HaYaBa MpodseMu ¢ Oemus
Ipo6 (MHTepcTUIMANHA OenoapoOHa OosecT wim 0enoJpoOHa XUIIEPTOHUS),

HEeoOMYaitHO U3TPBIIBaHE, CI1a00CT WK OOJIKA B PBLETE MM CThIIANATA, Thil KATO TOBA MOXKE J1a
€ NMpU3HAK Ha MMpo0JIeMH ¢ HepBUTE (TepudepHa HEBPOTIATHS).

YecTn HexkeNaHU peakuuu (Mo:xe 1a 3acernar 10 1 va 10 xymm)

cnabo HaMansiBaHe Ha Opos Ha OeuTe KPbBHU KIETKH (JIEBKOIIEHHS),
JICKH aJIeprUYHH PEaKIHy,

3ary0a Ha aIeTHT, 3ary0a Ha Teryio (0OMKHOBEHO HE3HAYHUTEIHO),

yMmopa (acTeHus),

ri1aBo0oIINe, 3aMaiBaHe,

HEOOMYaHU KOXKHY yCEIaHUs1, KaTO U3TPBhIBaHe (IapecTe3us),

JIEKO MOBHUIIIaBaHE Ha KPBBHOTO HAJISITAHE,

KOJIHT,

JMapusi,

rajieHe, NOBPBLIAHE,

BB3IMaJICHHE Ha YCTaTa WM S3BU B yCTaTa,

KOpeMHa 0oJIKa,

yBEJIMYCHHE Ha HIKOHM PE3yJTaTH OT YePHOAPOOHHU TECTOBE,

YBEJIMYEH KOCOMa/I,

eK3eMa, cyxa Koxa, 00puB, ChbpOCK,

TeHIUHUT (00JIKa, MPUYMHEHA OT Bh3IaJICHUE HA MeMOpaHaTa, 0OBHBAIA CYXOXKUIIUATA
OOMKHOBEHO Ha KpakKaTa WM PBIETE),

NOBUIIIABAHE HA ONPE/ICIICHN EH3UMU B KpbBTa (KpeatuH dochokuHaza),
npoOJieMH C HEpBHUTE Ha PhLETE WK Kpakata (mepudepHa HeBpOnaTusi).

Heuectn Hexkesnranu peakuuu (Mozxe 1a 3acernar a0 1 Ha 100 xymm)

HamaJsBaHe Ha Opost Ha YepBEHUTE KPbBHU KIIETKH (aHEMUs1) U HaMalsiBaHe Ha Opos Ha
TpoMOOIUTHTE (TPOMOOIIMTONICHNS),

HaMmaJsBaHe Ha HUBOTO Ha KaJiMii B KPHBTa,

TPEBOXKHOCT,

BKYCOBH HapyIlICHHS,

ypTHKapus (KOpUBHA TPECKA),

CKbCBaHE Ha CYXOXKHIIHE,

MOBHUIIIaBaHE HA HUBOTO HA JIMMTUIUTE B KPBBTA (X0JIECTEPOI M TPUTIUIICPHIN ),
MOHW)KaBaHe HA HUBOTO Ha GocaTH B KPHBTA.

Penku Hexxkenanu peakuuu (Moxe 1a 3acernar 10 1 va 1 000 xymm)

yBeIMUeHNE Ha Oposi Ha KPBBHUTE KIIETKU, HAPEUCHU €03WHOMMIN (€03UHOPUIINS ); JIEKO
HaMmaJsBaHe Ha Opost Ha OenuTe KPHbBHU KIETKH (JIEBKOTICHUS ); HAMAaJIsIBaHE Ha OpOst HAa BCUYKH
KPBBHU KJIETKH (TaHIUTOIECHHUSA),

3HAYUTEIIHO MOBUIIIABaHE HA KPHBHOTO HAJIATAHE,

Bb3NaJIcHUE Ha Oenust Ipod (MHTepCTHIHAIHO 3a00siBaHe Ha Oemust Apo0),

yBEIMUEHHUE Ha HAKOH PE3YJITaTH OT YEPHOIPOOHU TECTOBE, KOUTO MOTaT J1a I0BEeIAT 0
CEPUO3HU ChCTOSIHUS KaTO XETATHUT U KbJITCHULA,

TEXKH MHPEKIUH, HAPEUEHU CETICUC, KOUTO MOoraT Ja ObaaT (artaiHu,
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- IMMOBHUIIABAHC HA OMPCACJICHN CH3UMU B KPBBTA (J'IaKTaT ):[CXHI[pOFeHEBa).

MHoro peaku HexkeJaHu peakuu (Mo:ke 1a 3acernar 10 1 ma 10 000 xymm)

- M3pa3eHo HaMalleHHEe Ha HAKOM Ol KPBBHH KJIIETKH (arpaHyJIoLHUTO3a),

- TEXKH U TIOTEHIIUAITHO TEXKHU aJIeprUYHH PEeaKLnH,

- Bb3NaJICHHE Ha MAJIIKUTE KPbBOHOCHHU ChI0BE (BaCKYJIUT, BKIIOUUTETHO KOKEH HEKPOTH3HPAILl
BacCKyJIHNT),

- Bb3NaJICHUE Ha NMaHKpeaca (HaHKPEeaTuT),

- TEXKO YEPHOJIPOOHO YBpEeXKIaHEe KaTo YePHOAPOOHA HETOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar Jia ObJIaT (aTaiHu,

- TEXXKH, TIOHSIKOTa KUBOTO3aCTpallaBaly peakuun (CuHapoM Ha CTUBBHC-/[KOHCHH, TOKCHYHA
enuaepMaHa HEKpOJH3a, epuTeMa MynTugopme).

Jpyru HexxenaHu peakuyu Kato ObOpevHa HeJJOCTaThYHOCT, HaMalleHHe Ha HUBOTO Ha MMUKOYHA
KHCENMHA B KPBBTa, 0eN0oApoOHa XUNIEPTOHUS, Oe3II0J1e TPU MBXkKe (KOETO € 00paTHMO ciie]l KaTo
BEJIHBXK CE CIpe JICYUCHUETO C TOBA JIEKAPCTBO), KOXKEH JyIyC (XapaKTepH3upall ce ¢
00puB/3auepBsiBaHEe HA KOXKHU y4acThIU, KOUTO Ca M3JI0KECHHU Ha CBETIIMHA), IICOPHA3UC (HOBOIOSBHII
ce iy Biomasan] ce) 1 DRESS cbiio Morar 1a ce mosiBIT ¢ HeM3BECTHA YECTOTA.

Cno0uaBaHe Ha HeXKeJIAHU PeaKIIUH

AKO TIONTyuHTe HAKAKBU HEXKEITaHU JIEKApCTBEHHU peaklny, yBeaoMeTe Bamms nexap nnm apmaresr.
ToBa BKJIFOUBa BCHYKH BH3MOXKHU HEOTFICAHU B Ta3M JIMCTOBKA HEXEJIaH! peakiny. MoxeTe ChIIo /1a
CHOOIIUTE HEXKEJIAHHU PEAKIINU TUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 33 ChOOIaBaHe, MOCOYCHA B
[Ipunoxxenne V. Karo crobmaBaTe HeXXeNaHN peakIny, MOXETE J]a 1aJleTe CBOs IMPUHOC 32
nojy4aBaHe Ha moBede HH(OpMAaIHs OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cbxpansaBarte Arava
[a ce cpxpansBa Ha MACTO, HEAOCTHITHO 32 JE1a.

He u3non3patite ToBa JICKApCTBO CJIe CpOKa Ha rOAHOCT, oTOens3an BBpPXY OIlaKOBKaATa.
CpOK’BT Ha rOJAHOCT OTroBaps Ha MOCJICAHNA JCH OT IOCOYCHUSA MCCEII.

brnucrep:  Jla ce cbxpaHsABa B OpUTMHAIHATA OTTAKOBKA
Byrunka:  CobxpansBaiite OyTrikara IIIbTHO 3aTBOPEHA.

He HBXBLpHHﬁTe JICKApCTBATa B KaHAaJIW3alUuATa WIA B KOHTCﬁHepa 3a JOMalllHU OTIIaJabIIH.
Ilonuraiite Bamms (bapMaueBT KakK a U3XBBPJIATE JICKApCTBaTa, KOUTO BECUC HEC U3IIOJI3BATE. Te3u
MCPKH IIC CIIOMOTHAT 3a OIMa3BaHC HAa OKOJIHaTa Cpeaa.

6. Chabp:kaHue HA ONAKOBKATA U JONMBJIHUTETHA HH(OPMAIUS

KakBo cbabp:ka Arava

- AKTHBHOTO BeriecTBo e nedurynomun. Eqna ¢punmmupana tadnerka cpappxa 20 mg
neITyHOMU.

- Hpyrure cberaBku ca: apeBnyHo Humecte, moBuaoH (E1201), kpocoBuaon (E1202),
KOJIOUIeH Oe3BOJICH CHITMIIMEB THOKCHI, MarHe3ues creapat (E470b), u takTo3a MOHOXHUIPAT B
SAPOTO Ha TabneTkara, kakto u Taik (E553b), xunpomernosza (E464), turanos auokcun (E171),
makporoin 8000 u x5BT xene3eH okcun (E172) BB (hriaMoBOTO IOKpHUTHE.

Kak n3riexna Arava n KakBo CbIbp:Ka 0NMAKOBKATA
Arava 20 mg ¢unmupanu TabNIEeTKY ca )KBIATCHUKABH JI0 0Xpa M TPUBI'BIIHU.
C orneyarano Ha efHara ctpana: ZBO.
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TabmeTkuTe ca ONakoBaHH B OJUCTEPH WU OYTHIIKH.
Hanuunwm ca onakoBku ot 30, 50 u 100 TadneTku.

He Bcwuku BHIOBE OITAaKOBKHM MOTaT Ja OBAAT ITyCHATH B TIpOoAaxoa.

IpuTexkaTes Ha pa3pelIeHNETO 32 yNoTpeda

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

IIpousBoauTe

Sanofi Winthrop Industrie
56, Route de Choisy au Bac
F-60205 Compiegne Cedex,
Opanuus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaL[I/IH OTHOCHO TOBaA JICKapCTBO, MOJISI CBBPIKCTE CC€ C JIOKAJIIHUA

HPEICTABUTEN HAa MPUTEXKATEIS HA Pa3pelIeHUeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Sanofi Belgium
Tel/Tel: +32 (0)2 710 54 00

Bnarapus
SANOFI BULGARIA EOOD
Ten.: +359 (0)2 970 53 00

Ceska republika
sanofi-aventis, s.r.o.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti
sanofi-aventis Estonia OU
Tel: +372 627 34 88

El\dda
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espafia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

Lietuva

UAB “SANOFI-AVENTIS LIETUVA”

Tel: +370 5 2755224

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 Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43180185-0

Polska

sanofi-aventis Sp. z o0.0.
Tel.: +48 22 280 00 00
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France

sanofi-aventis france

Tél: 0 800 222 555

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

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: 800 536389

Kvnpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 332451

Portugal
Sanofi - Produtos Farmacéuticos, Lda
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o0.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101

JlaTa Ha mocJieiHO mMpepa3riexkaane Ha guctoBkata {MM /I'TI'T}

Jlpyru n3ToyHuI Ha nHpoOpManmns

Houpo6Ha I/IH(l)OpMaL[I/IH 3a TOBa JICKAPCTBO € NPE€AOCTaBCHA Ha ye6C317ITa Ha EBpOHGﬁCKaTa arCHIus

no nekapcreata http://www.ema.europa.eu/.
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JlncroBka: undopmanus 3a norpeduTest

Arava 100 mg ¢puaMupaHu TadJaeTKH
nedmynomun (leflunomide)

IIpouyeTeTe BHUMATEHO USJIATA JMCTOBKA, PN /12 3all0YHETe 1a pHeMaTe TOBA JIeKAPCTBO,

ThH KaTo TSl ChABPKA BaskHA 3a Bac uHpopmanus.

- 3amazere Ta3u JIMCTOBKA. MOXKe Jla ce HAIOXKH Ja s POYEeTETe OTHOBO.

- AKO UMarte HAKaKBHU JTOTBIHUTEIHN BBIIPOCH, TTonuTaiTe Bamms nekap, hapmareBT nin
MEAHNIINHCKA CECTpa.

- ToBa lekapCcTBO € MpEeANMCaHo €IMHCTBEHO U JIMYHO Ha Bac. He ro npeorcrhnBaiiTe Ha Ipyru
xopa. To Moke 1a IM HaBpear, He3aBUCHMO, Ue TIPU3HAIMTE Ha TIXHOTO 3a00Js1BaHe ca
cpuIMTE KaTo Bammure.

- AKO TIONTyuHTe HIKaKBU HEXKEIaH! JICKApCTBEHH peaklny, yBeaomeTe Bamms nekap,
(hapmarneBT Wi MEIUIIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKY BH3MOKHU HEXKEJIAHH PEaKITUH,
HEOIIMCaH! B Ta3W JIMCTOBKA. BrmxkTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

KakBo npencrasnsBa Arava u 3a KakBo ce U3M0JI3Ba

Kakgo Tpsi6Ba na 3Haete, npenu na npuemere Arava

Kak na mpuemare Arava

BB3MoXHU HEXeTaH! peakuu

Kaxk na cexpansBare Arava

ChpprkaHue Ha ONAKOBKAaTa M AOIBIHUTENHA HHPOpMAnsI

Sk wnE

1. KakBo npencraBiasiBa Arava u 3a KakBo ce U3MoJ13Ba

Arava mprHaJIeK KbM TpyTa JeKapcTBa, HApeUeHH aHTUPEBMATHIHH JIEKapCTBA. |5 ChABPKa
AKTUBHOTO BEIIECTBO Je(ITYHOMU.

Arava ce u3Mo0JI3Ba 3a JICYEHUE HA Bb3PACTHU MALMEHTH ¢ aKTUBEH PEBMATOUIECH apTPUT WIN
aKTUBEH IICOPUATHUYCH apTPHUT.

CuMnToMHTE Ha PEBMATOUJCH apTPUT BKJIIIOYBAT B3NAJICHHUE HA CTABUTEC, IOAYBAHE, 3aTPYAHCHO
JABHUKXCHHEC U 0oJIKa. Iprl"I/I CHMIITOMH, KOHUTO 3aciaraTt IsJI0TO TAJIO BKJIIIOUBAT 3ary6a Ha aricTuT,
IMMOBHUIICHA TEMIICPATypa, 3ary6a Ha CHCPIrusa U aHCMUA (HI/IHC& Ha YCPBCHU KPHBHU KHGTKI/I).

CuMOTOMUTE HA AKTUBEH IICOPUATHYEH apTPUT BKIIIOUBAT Bb3MAJICHUE HA CTABUTE, TIOIyBaHE,
3aTpyAHEHO JBWKEHUE, 00JIKa U y4acThIM Ha 3a4epBeHa, JIIOLIeIIa ce KOoKa (KO)KHU H3MEHEHHUS).

2. Kakso Tpsi6Ba n1a 3HaeTe, mpeau aa npuemere Arava

He npuemaiite Arava:

- aKo HSKOTa CTe UMaJM aJIepruYHa peakiys KbM JieduryHoMu (0cOOEHO cepruo3Ha KOXKHA
peaxius, 4ecTo MpUIpyKeHa ¢ TIOBUIIEHa TeMIIepaTypa, CTaBHU OOJIKH, YepPBEHHU TETHA O
KOKaTa MM MEeXypH, Harp. cuHApoM Ha CTUBBHC J[PKOHCHH), HJIM KbM HSIKOSI OT OCTAHAIIUTE
CHhCTaBKU Ha TOBA JIEKapcTBO (M30pOEHH B TOUKA 6), MM aKO CTE aJlepTHYHA KbM
TepuITyHOMU] (M3MI0JI3BaH 3a JieueHHe Ha MHOXKECTBEHA CKIIep03a),

- aKo MMaTe HIKaKBH YepHOAPOOHH MPo0JieMHu,

- aKo UMaTe YMEPEeHHU JI0 TEKKH 0bOpeYHn mpodJieMu,

- aKO MMaTe CHITHO TIOHIDKEHHE Ha 0eIThUMTE B KPbBTa (XUIIOMPOTEHHEMHS),

- aKo cTpazare OT HAKAaKbB Mpo0jeM, KOWTo 3acsira uMyHHaTa Bu cucrema (nanpumep CITMH),

- aKo MMaTe HIKaKbB MPOOJIEM ¢ KOCTHUS MO3BK WM aKO UMaTe HUCHK OpOi uepBeHH Win Oemu
KPBBHU KJIETKU B KPbBTa WK HaMaseH Opoil TPOMOOLIUTH B KPBBTA,
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- aKo CTpajaTe OT cepHO3Ha HH(eKINS,
- aKo cTe OpeMeHHa, CMsTATe Ye MOXKE J1a cTe OpeMeHHa Wi KbpPMUTE.

MpexynpexaeHus U NpeanasHu MepKH

I'oBopere ¢ Bamus nekap, ¢apManeBT WM MEIUIIMHCKA CECTpa, PN Aa npuemere Arava

- aKko cte boJemyBaay OT Bh3MajeHue Ha Oesust 1po0 (MHTepCTUIMANHA §e10po0HA 00JIecT).

- aKO HIKOTa CTe UMM TYy0epKyJI03a WK CTe OWIH B OJIN3BK KOHTAKT C HAKOW, KOMTO MMa WIIH
€ UMaJl TyOoepKyIo3a. Bammsar jiekap Moke J1a HalipaBH U3CJICIBAHNUS, 32 JIa IPOBEPH AU
umarte TyOepKyJo3a.

- aKO CTE€ MBI UM UCKaTe Ja ctaHeTe Oaima. Tl KaTo He MOXKe Jia Ce M3KJIF0YH BEPOSATHOCTTA 3a
nmpeMuHaBaHe Ha Arava B criepmarta, TpsiOBa Ja ce U3IM0JI3Ba CUTYPHA KOHTPAIEHIIHS 10 BpeMe
Ha JiedeHreTo ¢ Arava. Mxere, skenaemu aa 0bpaat Oamy, TpsOBa ga ce 00bpHAT KbM CBOS
JIeKap, KOWTO MOJKE Jia TM IMOCHBETBA Jla CIIpaT MpHeMaHeTo Ha Arava u ja B3emMar HIKOU
JICKapCTBa, 3a Ja OTCTpaHAT Arava Obp30 U B JOCTaTh4YHa CTEIEH OT opranu3Ma ci. llle e
HeoOxoauMo 1a Bu ce HampaBu u3ciieiBaHe Ha KPBBTA, 32 Jia ¢ MOTBBPAH, ue Arava e
OTCTPaHEH B JIOCTaThYHA CTEIeH OT Bamms opranu3sm u ciie] ToBa Bue TpsOBa na n3vyakare
Hal-MaJIKo olle 3 Mecela Mpeju Ja ce OMMTBATE Jia Ch3JaBaTe Jela.

- TpsiOBa 1a Bu ce HampaBu onpezeeH BUI H3CIeABaHe Ha KpBhBTa (HUBO Ha Kalllwii). BE3MOKHO
€ U3MEPBAHETO Ja MOKaKe (aIMBO HUCKA HUBA HA KaJIIHi.

Arava Mo>xe ToHsIKOTa Jja IPUYMHU HIKOW MPOOJIeMH Ha KPBBTa, YepHHUS AP0o0, Oenute ApoOoBe HiTH
HEpBUTE Ha pBLIETEe WIK KpakaTta. Moske ChIIO J1a IPUUNHH CEPUO3HU aJIepTHYHH PEaKIuU
(BKIJIFOUHTEITHO JICKapPCTBEHA peakuus ¢ eo3uHodmins u cucteMun cumnromu [DRESS]), win na
YBEIIMYM PUCKa OT TEKKa MHPEKIHA. 3a moBeue nHGopMalrs 3a TOBa, MOJIs, IpoYeTeTe Touka 4
(BB3MOKHU HEXeNaHH PEaKLInH).

DRESS ce nosiBsiBa mMbpBOHAYAIHO KaTO TPUIIONOI00HN CUMIITOMH M OOPHB T10 JIUIETO, CJIC]] TOBA
o0IIMpeH 0OpHB ¢ BUCOKA TEMITEPaTypa, IOBUIIICHA HUBA HA YSPHOIPOOHUTE SH3UMU TIPU U3CJICIBAaHE
Ha KPHBTA, TIOBUIIIABAHE HA SJIMH BU O€JIM KPHBHU KJICTKH (€O3MHODWIINS) U YBEIMUEHH JTUMGBHU
BB3JIH.

Bamusr JICKap € U3BbpIIBa KPbBHU U3CJACABAHUA PCIOBHO, ITPEINU U 110 BpEME Ha JICUCHHUETO C
Arava, 3a [1a MpocCiicAsiBa KPbBHUTC Bu knetku n YUCPHUA ,Z[p06. Bammsar JICKAp CHIIO Taka I
MMpOBCPABa KPBBHOTO Bu nansrane pPEaAOBHO, TBH KaTo Arava Moxke Ja IPpUYIMHU TOBUIIIABAHC HaA
KPBBHOTO HaJIATAHEC.

FOBOpeTe ¢ Bamus JICKAap, ako uMaTe HEOOsSCHUMA XpOHHUYHA AUapus. Bammsar JICKap MOXKEC 1a
U3BBPIIN JOIIBJIHUTCIIHU U3CJICABAHUS 3a ,I[I/I(i)epeHLII/IaJ'IHa JHUar”Ho3sa.

Jlena v roHOIIN
Arava He ce npenopb4Ba 3a ynorpeda npu Jaena u I0HOLIM HA Bb3pacT noa 18 roauuu.

Jpyru aexapcTBa u Arava
Wndopmupaiite Bamms nexap unu gpapmanesT, ako mpueMaTe, HaCKOpo CTe PHUEeMalld, UK €
BB3MOXKHO J1a IPUEMETE PYTH JiekapcTBa. ToBa BKIIOUBA U JIEKapCTBa, OTIYCKaHH Oe3 pelenTa.

ToBa e 0coOeHO BaXXKHO, aKO ITpHeMaTe:

- JpYyTH JIEKapCcTBa 3a PeBMaTOUACH apTPUT KaTo aHTUMATaPUIHU JIEKapcTBa (Harp. XJIOPOXHH U
XUJIPOKCUXIOPOXUH), 371aTO, IPHUIIOKEHO HHTPAMYCKYJIHO WIIM IEPOPATHO, [-eHUINIaMuH,
A3aTHONPHUH U IPYTH UMYHOCYIPECHUBHH JIEKapCTBa (HAIp. METOTPEKcaT), Thid KaTo Te3H
KOMOWHAIIMY HE ca MPENOPbYUTENHH,

- Bap(dapHH U Ipyru mepopaIHy JIEKapcTBa, U3MOI3BaHH 3a pa3pekaaHe Ha KpPbBTa, ThH Kato e
HE00X0IUMO HaOJII0JICHHE, 3a J]a C€ HaMaJld PUCKBT OT MOSBA Ha HEKEJIAHU PEaKIMU Ha TOBA
JIEKapCTBO

- TepruIIyHOMH]I 32 MHOKECTBEHA CKJIEPO3a

- penariuHu, MUOTJINTa30H, HATETJIMHUL MITH PO3HUIIIMTA30H 32 quadeT
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- JayHOPYOUIINH, JOKCOPYOHLIMH, TAKJINTAKCEI HJIH TOIIOTEKaH 3a paK

- IYJIOKCETHH 32 JIeNpecHsi, THKOHTHHEHIIMS Ha ypHUHATa Wik ObOpevHo 3a00msBaHe IpU
nrabeTUIn

- AJIOCETPOH 3a JICYCHHE Ha TSKKa AUApUs

- Teo(UIIMH 3a acTMa

- TU3aHUIUH, MYCKYJICH PEeJIaKCaHT

- OpaJIHU KOHTPALETITUBH (ChIbPKAIM ETHHWIECTPAANOI U JIEBOHOPIeCTPeN)

- uedaxiop, OeH3WINeHUIIMH (MeHnuH G), nunpodiaokcanyH 3a HHQEKIUU

- WHIOMETAIMH, KeTonpodeH 3a 00Jka MU Bh3MaleHUe

- (dhypocemun 3a chpaedHO 3a00sABaHe (JUYPETHK, OTBOAHSBAIIO JIEKAPCTBO)

- sunoByuH 3a HIV undexus

- pO3yBacTaTHH, CAMBACTaTHH, ATOPBACTaTHH, IPABACTATHH 32 XUIIEPXOJIecTeposIeMusl (BUCOK
XOJIECTEPOI)

- cyidacana3uH 3a Bb3MAJIUTEIHO 3200 sIBaHE HA YepBaTa WM pEBMATOUICH apTPUT

- JIEKapCTBO, HAPEUYCHO KOJIECTUPAMHUH (M3II0JI3BaHO 32 HaMalsIBAHE Ha BUCOKHUS XOJIECTEPOI)
WIN aKTHBEH BBIJIEH, Thil KATO TE3H JIEKapCTBa MOTaT Ja HaMaJIsT KOJIIMYeCTBOTO Arava, KoeTo
ce 1moeMa OT OpraHu3Ma.

AKo Bede TIppeMaTe HecTepoOuaHN MpoTHBOBB3naanTeann cpeacrea (HCIIBC) n/nmm
KOPTHKOCTEPOM/IH, MOXKETE JIa MPOIBIDKUTE J]a TH B3eMaTe CJIe]| 3alo4BaHe Ha JISYeHUeTo ¢ Arava.

Bakcunanuu
AKko TpsiOBa 1a ObJIeTe BAKCUHUPAHU, TonuTaiTe Bammus ekap 3a cbBeT. Onpe/ie/icHn BaKCHHAIH
HE TpsAOBa J1a ce mpuiaraT IoKaTo nmpueMate Arava u U3BeCTHO BpeMe CJIe]l CTUpaHe Ha JICUCHUETO.

Arava ¢ XxpaHa, HAIUTKHA H AJIKOX0JI

Arava Mo>ke J1a ce mpuemMa cbc Win 0e3 XpaHa.

He ce npenoppuBa 1a ce KOHCYMHUpa ajlkoXoJI 1Mo Bpeme Ha jeueHue ¢ Arava. Koncymanusra Ha
AJIKOXOJI IOKaTO IpueMate Arava Moke 1a YBEIUYH PUCKa OT YBpEXAaHe Ha YepHUS Ipoo.

BpeMeHHOCT 1 KbpMeEHe

He npuemaiite Arava, ako cTe Win cMsITaTe, 4e MOXe Jja CTe OpeMeHHa. AKO cTe OpeMeHHa, HITH
3abpeMeHeere, JoKaTo npuemare Arava, pucKbT OT paxkJaHe Ha 6ebe chC cepro3HU BpoJeHU Ae(heKTH
e nosuieH. XKenunte ¢ JETEpOJICH NMOTCHIIMAT HE Tp}I6Ba Ja nmpuemMar Arava, ocBeH aKo He HU3II0I3BaT
HaJIe)KTHU MEPKH 32 Tpe/ina3BaHe OT 3a0peMeHsIBaHe.

Wudopmupaiite Bammst nexap, ako Bb3HaMepsBaTe 1a 3a0peMeHeeTe clie/l CIUpaHe Ha JEYSHUETO C
Arava, Tpii KaTo € He0OXOMMO J1a Ce yBepuUTe, Ue He ca OCTaHaIU cieIu oT Arava B opranuzma Bu
npeau Aa MpaBuTe OMUTH 3a 3a0peMeHsaBaHe. ToBa MOXe Jja OTHeMe 70 2 ToAuHU. ToBa n34uakBaHe
MO2K€ J1a € ChKPATH 10 HAKOJIKO CEIMMUIH Ype3 IPUEMaHETO Ha JIEKapCTBa, KOUTO YCKOPSBAT
oTcTpaHsaBaHeTo Ha Arava ot Bamms opraHu3bM.

B®B BcHuku ciydan TpsiOBa a Obie MOTBBPICHO UYpe3 KPhbBHU U3CIIEABaHUS, ye Arava e oTcTpaHeHa
B JIOCTaThuHa CTeNeH oT Bamust opranu3bm, kaTto Bue TpsaOBa a n3uakaTe Hail-Mako Olle euH
Mecell Ipeu J1a 3a0peMeHeeTe.

3a gombaHHUTENHA HHpOpMAIKS 32 Ta00paTOPHOTO H3CcIeIBaHe, MO, 00bpHETE ce KbM Barus
JeKap.

AKoO uMarte cChbMHEHHE, 9e CTe 3a0peMeHsiia 0 BpeMe Ha JIedeHneTo ¢ Arava uiti npe3 2-Te TOIUHU
Clle/T HeTOBOTO CIIUpaHe, TpsiOBa He3a0aBHO J1a ce CBbpiKeTe ¢ Bammst stekap 3a tect 3a
opemennoct. [Ipu monoxuTesnen Tect 3a OpeMeHHOCT Bamust iekap Mosxe na Bu npemmoxu
JIeYeHHE C OTPE/IeNICHN JICKapCTBa 3a OTCTpaHsABaHe Ha Arava Obp30 U B IOCTaThYHA CTEIIEH OT
opranu3Ma Bwu, Tl kKaTo TOBa MOKE J]a HAMaJIM pUCKa 3a BameTo 6ebe.

He npuemaiite Arava o BpemMe Ha KbpMeHe, Thil KaTo Je(ayHOMU I IpeMUHaBa B KbpMaTa.
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lo¢pupane u padora ¢ MAIIMHK
Arava moxe 1a Bu Hakapa f1a ce modyBCTBaTe 3aMasiH{, KOETO MOXKE Jla HapylIu criocoOHocTTa Bu 3a
KOHIICHTpaIus u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He H3MON3BANTE MAIIVHY.

Arava cbabpiKa J1aKTo3a
Axo Bammsr nekap Bu e xa3ai, ue uMaTe HEIOHOCUMOCT KbM HSKOM 3aXapu, KOHCYJITUPaUTE ce ¢
HETO Mpeay Ja IpUeMeTe TOBa JIEKAPCTBO.

3. Kak na npuemare Arava

Bunaru HpHCMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e kazan Bamusr JICKap Wjin (bapMaL[eBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap Wjin (bapMaL[eBT.

OObunyaiinaTa HavayiHa 103a Ha Arava e eina tabnetka oT 100 Mg equs mbT AHEBHO Npe3 TBPBUTE TPH
nau. Cre; ToBa MOBEYETO MAIMEHTH C€ HYKAAAT OT 103a OT:

. 3a peBmaTouseH apTput: 10 mnu 20 mg Arava BeHBbX JHEBHO, B 3aBUCHMOCT OT TEXECTTa Ha
3a00J11BaHETO.
. 3a ncopuatuueH aptput: 20 mg Arava BeJHBK JHEBHO.

HMorabuaiire TadneTKaTa UAJIA U ¢ JOCTATHYHO BOAA.

TpsiOBa 1a MUHAT Hal-MaJIKO 4 CEAMUIM OT 3aMMOYBAHETO HA TEPAIHUITA, 3a JIa MOYyCTBYBATE
noo6penHue BbB Baieto cheTosHre. HIKOM MAaIMEeHTH MOJKE JIOPH J1a TIOJTydaT Mo-TOJIIMO
nopoOpenue cien 4 10 6 Mecela OT JICUCHUETO.

Oo6ukHOBeHO Bue e mpuemate Arava 3a mpoabDKUTEIHO BpeMe.

AKO cTe npueJIu MIOBeYe OT HeodXxoaquMaTa q03a Arava

AKo mpreMeTe moBede 0T HeoOxoaumara 1o3a Arava, o0bpHeTe ce 3a CbBeT KbM Bamms nekap uin
HOTbpCeTe APYT MEJULIUHCKU ChBET. AKO € Bb3MOXKHO B3eMeTe ChC ceOe cU TabIeTKUTe WU KyTHUsTa,
3a 1a My TU IIOKaXeTe.

AKO cTe ponmycHaJu 1a npuemere Arava

Axo 3a0paBuTe 1a B3eMeTe e/1Ha 71033, B3eMETe s BeJlHara cjiefl KaTo CU CIIOMHHTE, OCBEH aKoO TOBA He
e GuIM3K0 10 BpeMeTo KoraTto TpsiOBa Jja mpueMeTe ciejBaiara 103a. He B3emaiite nBolina n103a, 3a 1a
KOMIIEHCHpaTe IIPOIlycHATaTa 103a.

AKO MMaTe HIKAKBHU JOMBIHUTEHN BRIPOCH, CBHP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMNHTAiTe
Bammus nekap, papmanieBT nin MEIUIIMHCKA CECTPA.

4, B13MOKHHN He:KeJIaHU peakiun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPECAU3BHUKA HEKCIIAHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKM ' ITIOJTy4aBa.

VBenomere Barmust nexap He3abaBHO U ciipete 1a B3emate Arava:

- aKo TIOJIy4YHTe €J1a00CT, MOYyBCTBATE CE 3aMasHU ¥ Bu mpumarnee wim umare 3aTpyAHEHO
JAWIIAHE, Thil KaTO TOBA MOTaT Ja ObJaT MPU3HALM HA CEPUO3HA alepruYHa peaKius,

- aKo TIOJIyYHTE KOKEH OOPHB K SI3BH B YCTATA, Thil KATO TC MOYXE Ja ca MPOsBa HA TEXKKH,
HOHSKOT'a )KHBOTO3aCTPAIIABAIY peakiuu (Hamp. cHuHApoM Ha CTUBBHC [>KOHCHH, TOKCHYHA
enuepMaTHa HeKpoJIu3a, epuTeMa MyaTudopme, JeKapCTBEHa PEaKLHs ¢ CO3MHODIIHS 1
cuctemun cumnromu [DRESS]), BixkTe Touka 2.
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VYBenomere Bammsd nexap He3a0aBHO, aKo MOJTyYUTE:!

0Jie1a KoKa, yMoOpa, Wid CHHUHH, Thii KaToO TE MOXE J1a ca IPU3HAK Ha HApYILICHUS Ha KPBBTA,
NPUYMHEHH OT HapylIeH OalaHC Ha Pa3IMYHUTE BHJOBE KPHBHU KICTKU, KOUTO ChCTABSAT
KPBBTA,

yMoOpa, KOpeMHa (0JIKa WK KbJITEHHIA (3KBJITO OLBETSIBAHE HA OYMTE WM KOXKATA), Thil
KaTO T€ MOJKE J]a ca MPU3HAK Ha CEPUO3HH CHhCTOSHHS KaTo YepHOIPOOHA HEJOCTHYHOCT, KOSTO
Moxe aa Oblie (aTaiHa,

BCSIKAKBH CHMITOMHU Ha MH()eKIUs KaTO MOBUHILIEHA TEMIIEPATYPA, BH3MAJIEHO I'bPJI0 HIH
KAIIHIA, 3aII0TO TOBA JICKAPCTBO MOXKE JIa YBEJIMYH PUCKA OT TeXKKa MH(PEKLHS, KOITO MOXKE
Ja Objie )KMBOTO3aCTpallaBalia,

KAIIMIA WK 3aTPYIHEHO JHIIAaHe, Thi KaTO TOBA MOXeE J1a 03HaYaBa MpoodseMu ¢ Oemus
Ipo6 (MHTepcTUIMANHA OenoapoOHa OosecT wim 0eoJpoOHa XUIIEPTOHUS),

HEeoOMuaitHO U3TPBIIBaHE, CI1a00CT WK OOJIKA B PBLETE MM CThIIANATA, Thil KATO TOBA MOXKE Ja
€ MpU3HaK Ha Mpo0JIeMH ¢ HepBUTE (TepudepHa HEBPOTIATHS).

YecTn HexkeNaHU peakuuu (Mo:xke 1a 3acernar 10 1 va 10 xyum)

cnabo HaMansiBaHe Ha Opos Ha OeuTe KPBbBHU KIETKH (JIEBKOIICHHS),
JICKH aJlepru4HH PEaKIHy,

3ary0a Ha areTHT, 3ary0a Ha Teryio (0OMKHOBEHO HE3HAYHUTEIHO),

ymopa (acTeHus),

ri1aBo0oIIie, 3aMaBaHe,

HEoOMYailHN KOXKHY yCeIllaHMsl, KaTO U3TphIBaHe (apecTesus),

JIEKO MOBHUIIIaBaHE HAa KPBBHOTO HAJISITAHE,

KOJIHT,

JMapus,

rajJicHe, MOBPhIIIaHe,

BB3IMaJICHHE Ha YCTaTa WM SI3BU B yCTaTa,

KopeMHa 0oJiKa,

yBEJIMYCHHE Ha HAKOHM PE3yJTaTH OT YSPHOAPOOHHU TECTOBE,

yBEJIMYEH KOCOMa/I,

eK3eMa, cyxa Koxa, 00puB, ChbpOCK,

TeHIUHUT (00JIKa, MPUYMHEHA OT Bh3NaJCHUE HA MeMOpaHaTa, 0OBHBAIA CYXOXKUIIUATA
OOMKHOBEHO Ha KpakaTa WM PhIIETe),

NOBUIIIABAHE HA ONPE/ICIICHN SEH3UMHU B KpbBTa (KpeatuH dochokuHaza),
npoOJieMH C HEpBHUTE Ha PBLETE WK Kpakara (rmepudepHa HeBpOnaTus).

Heuectn Hexkesnanu peakuuu (Mozxe 1a 3acernar 10 1 Ha 100 xymm)

HamassBaHe Ha Opos Ha YepBEHUTE KPbBHU KIIETKHU (aHEMHs1) U HaMalsiBaHE Ha Opos Ha
TpoMOOIUTHTE (TPOMOOIIMTONIEHMS),

HaMmaJsBaHe Ha HUBOTO Ha KaJiMii B KPHBTa,

TPEBOXKHOCT,

BKYCOBH HapyIlICHHS,

ypTHKapusi (KOTpUBHA TPECKa),

CKbCBaHE Ha CYXOXKUIIHE,

MOBHIIIaBaHE HAa HUBOTO HA JIUMTUINTE B KPBBTA (X0JIECTEPOIT M TPUTIUIICPHIN ),
MOHW)KaBaHe HAa HUBOTO Ha ¢GochaT B KPHBTA.

Penku Hexkenanu peakuuu (Moxxe 1a 3acernar 10 1 va 1 000 xymm)

yBeJMYEHNE Ha Oposi Ha KPBBHUTE KIIETKU, HAPEUCHU €03WHOMMIN (€03UHODUIINS); JIEKO
HamaJsBaHe Ha Opost Ha OeNuTe KPHbBHU KIETKHU (JICBKOTICHHSI); HAMaJIsiBaHE Ha OpOS HA BCUYKH
KPBBHU KJIETKH (TIAaHIIUTOTICHMUS),

3HAYUTEIIHO MOBUIIABaHE HA KPHBHOTO HAJIATAHE,

Bb3NaJIcHHE Ha Oenusi 1pod (MHTepCTHIHAIHO 3a00siBaHe Ha Oemust Apo0),

yBEJMUEHHUE Ha HAKOH PE3yJITaTH OT YEPHOIPOOHU TECTOBE, KOUTO MOTaT J1a I0BeIaT 10
CEPUO3HU ChCTOSIHUS KaTO XEMAaTHUT U JKbJITCHULA,

TEXKH WHPEKIUH, HAPEUSHU CETICUC, KOUTO MOoraT Ja 0baaT dartanHuy,
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- IMMOBHUIIABAHC HA OMPCACJICHN CH3UMU B KPBBTA (J'IaKTaT ):[CXHI[pOFeHEBa).

MHoro peaku HexkeJaHu peakuu (Mo:ke 1a 3acernar 10 1 ma 10 000 xymm)

- M3pa3eHo HaMalleHHe Ha HAKOM Ol KPBBHH KJIIETKH (arpaHyJIo0LHUTO3a),

- TEXXKH U TIOTEHIIUAITHO TEXKHU aJIeprUYHH PEeaKLnH,

- Bb3NaJICHHE Ha MAJIIKUTE KPbBOHOCHHU ChI0BE (BaCKYJIUT, BKIIOUUTETHO KOKEH HEKPOTH3HPAILl
BacCKyJIHNT),

- Bb3NaJICHUE Ha NMaHKpeaca (HaHKPEeaTuT),

- TEXKO YEPHOJIPOOHO YBpEeXKIaHEe KaTo YePHOAPOOHA HETOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar Jia ObJIaT (aTaiHu,

- TEXXKH, TIOHSIKOTa KUBOTO3aCTpallaBaly peakuun (CuHapoM Ha CTUBBHC-/[KOHCHH, TOKCHYHA
enuaepMaHa HEKpOJH3a, epuTeMa MynTugopme).

Jdpyru HexxenaHu peakuuu Kato ObOpevHa HeJJOCTaThYHOCT, HaMalleHHe Ha HUBOTO Ha MMUKOYHA
KHCENMHA B KPBBTa, 0eN0oApoOHa XUNIEPTOHUS, Oe3II0J1e TPU MBXKe (KOETO € 00paTHUMO ciie]l KaTo
BEJIHBXK CE CIpe JICYUCHUETO C TOBA JIEKAPCTBO), KOXKEH JyIyC (XapaKTepH3upall ce ¢
00puB/3auepBsiBaHEe HA KOXKHU y4acThIU, KOUTO Ca M3JI0KEHHU Ha CBETIIMHA), IICOPHA3UC (HOBOIOSBHII
ce wim Biomasan] ce) 1 DRESS cbiio Morar 1a ce mosiBIT ¢ HeM3BECTHA YECTOTA.

Cpo01aBaHe Ha HeXKEJIAHU Peakuuu
AKO TIONTyuHTe HAKAKBU HEXKEITaHU JIEKApCTBEHHU peaklny, yBeaoMeTe Bamms nexap nnm apmaresr.

ToBa BKJII0YBa BCUUKH BH3MOKHH HEOIIMCAHHU B Ta3H JINCTOBKA HEXKEJIaHU PEaKIuu. MoskeTe CchIIo aa

CHOOIINTE HEXKETAHH PEaKIUK TUPEKTHO Ype3 HallMOHAJHATA CHCTEMa 3a ChoOIaBaHe, MOCOYCHA B
[punoxenne V. Kato chob11aBaTe HexeIaH! peakiluy, MOXETe Jia IaJieTe CBOS IPHHOC 32
MoJiyyaBaHe Ha IoBeue HHPOPMaIIMsS OTHOCHO 0€30MMacHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na cbxpansBarte Arava
[a ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 Je1Ia.

He u3non3patite ToBa JICKApCTBO CJIeJ CpOKa Ha 'OJHOCT, oTOens3aH BBpPXY KapTOHCHATa OIlaKOBKa.
CpOK’BT Ha TOJAHOCT OTroBaps Ha MOCJICAHNA JCH OT IMOCOYCHUS MCCEII.

I[a CC CbXpaHABa B OpUTI'MHAJIHATAa OITaAKOBKaA.

He I/IBXB’LpJ'IHI‘/'ITe JICKapCTBAaTa B KaHAJINW3alUuATa WIA B KOHTGﬁHCpa 3a JOMAIllHHM OTIIaAbIIN.
Ilonuraiite Bamms (bapMaueBT KakK [a U3XBBPJIATE JICKApPCTBATAa, KOUTO BEUC HE U3IIOJI3BATEC. Te3u
MCPKHU III€ CIIOMOTHAaT 3a OIla3BaHC HA OKOJIHATA Cpca.

6. Chbabp:kaHne HA ONAKOBKATA U JOMBJIHUTETHA HH(pOPMAIUS

KakBo cbabp:ka Arava

- AKTHBHOTO BermiecTBo e neduryHomu. Eqna dunmupana radnerka cpappixa 100 mg
neIIyHOMU,.

- Hpyrure cberaBku ca: apeBnyHo HuUmecte, moBuaoH (E1201), kpocouaon (E1202), Tank
(E553b), xomonaen 6e3BOMEH CHITUIMEB AUOKCH I, MarHe3neB creapat (E470b), u makrosa
MOHOXHJIpAT B SAPOTO Ha Tabjerkara, kakro u Taiuk (E553b), xunpomenosa (E464), tutanos
muokcun (E171) u makporon 8000 BbB (prIIMOBOTO TTOKPHUTHE.

Kak u3raexaa Arava u KakBo CbhAbPiKa OIMaKOBKaTa

Arava 100 mg ¢punmupanu TabieTKy ca Oeu 0 OYTH OeTH U KPBIJIH.
C orneuaTtano Ha eqHarta ctpana: ZBP.
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TabmeTkuTe ca ONakoBaHH B OJUCTEPH.
Hanngnaa e omakoBka oT 3 TaOJIeTKH.

IIpuTtexaTes1 Ha pa3pelIeHHETO 3a ynorpeda
Sanofi-Aventis Deutschland GmbH
D-65926 Frankfurt am Main,

I'epmanus

IIpousBoanTe

Sanofi Winthrop Industrie
56, Route de Choisy au Bac
F-60205 Compiegne Cedex,
Opanuus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI OTHOCHO TOBaA JICKapCTBO, MOJISA CBBPIKCTE CC€ C JIOKAJTHUA
MNpEACTABUTCII HAa IPUTEIKATCIIA HA PA3pCHICHUECTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
Sanofi Belgium
Tel/Tel: +32 (0)2 710 54 00

Bnarapus
SANOFI BULGARIA EOOD
Ten.: +359 (0)2 970 53 00

Ceska republika
sanofi-aventis, s.r.o.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti
sanofi-aventis Estonia OU
Tel: +372 627 34 88

El\dda
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espafia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France

sanofi-aventis france

Tél: 0 800 222 555

Appel depuis I’étranger : +33 1 57 63 23 23
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Lietuva
UAB “SANOFI-AVENTIS LIETUVA”
Tel: 4370 5 2755224

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 Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43180185-0

Polska
sanofi-aventis Sp. z o0.0.
Tel.: +48 22 280 00 00

Portugal
Sanofi - Produtos Farmacéuticos, Lda
Tel: +351 21 35 89 400



Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: 800 536389

Kvnpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 33 24 51

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o0.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101

JlaTa Ha mocJieiHO mMpepa3riexkaane Ha gucroBkarta {MM /I'TI'T}

Jlpyru n3ToyHuny Ha nHGpopManus

[Moapo6ua uHpOpMaIHs 32 TOBA JICKApCTBO € MPeJ0CTaBeHa Ha yeOcaiita Ha EBporieiickaTa areHuus
no nekapcreata http://www.ema.europa.eu/.
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