INPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 10 mg ¢unmupanu TabneTku

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

ITomoutHM BelecTBa ¢ U3BECTHO AEHCTBHE
Bceska Tabnerka cpabpika 78 mg 1akTO3a MOHOXUIPAT.

3a IBJIHUA CIIUCHK HA ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabiieTka

bsuta mo moutn Gsia, kpberita prMupana TabneTka, ¢ otrnedarano ZBN oT emHaTa cTpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Jledmynomuy e mokasaH 3a JieYeHHEe Ha Bb3PACTHH MAIlUEHTH C:

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

CKOpOIITHO WK €THOBPEMEHHO JICUEHUE C XeIMaTOTOKCUYHU Win XematoTokcndyan BMAJIC (nHarp.
METOTpEKCaT) MOKE J1a IOBEJIE IO YBEJIMYEH PUCK OT CEPHO3HU HEXKETIaHH PEeaKIiH; CIeI0BaTeHO,
Tpe/I 3aroYBaHe Ha JEUSHUETO ¢ JedayHoMua, TpsOBa 1a ObJe BHUMATEIIHO MPEIICHEHO
CHOTHOIIIEHUETO TI0JI3a/PUCK.

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

4.2 I[ompomca U HAYMH HA MPUITOKEHUE

Jleuenuero TpsiOBa Ja ce 3all0OYHE U CJIEAM OT CHENUAIMCTH C OIUT B JICYEHHETO HAa PEBMAaTOH/ICH
apTPUT U IICOPUATUYEH APTPHUT.

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

. MIPeIU 3aII0YBAHETO Ha JICIIyHOMUI,
. BEJIHBK Ha JIBE CEIIMUIIU MPe3 IbPBUTE 6 MECela OT JICUCHUETO U
° BEJIHBK Ha BCEKH 8 CEIMUIIM CJie] ToBa (BK. Touka 4.4).



gO?»H[}OBKa

o [Ipu peBMaToOuMIeH apTpUT: TepanusTa ¢ JedIyHOMUI OOMKHOBEHO 3al04Ba C HATOBapBaIla
no3a ot 100 mg enuH IBT JHEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaliara
Jl03a MOXKE J]a HaMaJlu PUCKa OT HeXKeJNaH! ChbOuTHs (BXK. Touka 5.1).
[IpenopbunTenyara noaappxaiia go3a ¢ 10 mg g0 20 mg aedryHOMHU €IUH BT THEBHO, B
3aBUCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIIBaHETO.

o [Ipu ncopuaTHyeH apTpUT: TepamnusTa ¢ JeQIyHOMHU 3all0YBa ¢ HaToBapBaiua 103a ot 100 mg
€IVH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

IpenopbunTenHata moaabpiKaiia 103a ¢ 20 mg aedIyHOMH] €IUH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT eeKT OOMKHOBEHO HACTBIIBA Ciie]] 4 /10 6 CeMUIIA U MOXKE JIOITBJIHUTEITHO J1a ce
noto0pu 3a nepuoy ot 4 10 6 Mecera.

He ce npenopbyBa poMsiHa Ha J103aTa TPH MAIHEHTH ¢ Jieka Ob0peuHa HeI0CTaThYHOCT.

He ce u3nckBa npomsHa Ha 103aTa P MALUEHTH HaJ 65-TOAMIIHA Bb3pacT.

Ileouampuuna nonynayus

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

Oe3omacHOCTTa IpH I0BeHMIIeH peBMaTouieH apTput (FOPA) He ca ycraHoBenu (Bk. Touku 5.1 1 5.2).

Hauwun Ha OPHUITOKCHHUC

Tabmerkure Arava ca 3a epopaiiHo nmpuioxeHue. TadiaeTknuTe TpsOBa 1a ce MOrIBIIAT MeJH C
JIOCTaThYHO KOMHUYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha eTyHOMHU/] HE CE TTOBJIHSIBA, aKO CE
mpreMa ¢ XpaHa.

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

enuaepMaliia HeKpon3a, epureMa MynTudopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHT TepU(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEIIECTBA, U30POCHH B

Touka 6.1.
. [TanuenTr ¢ yBpeaeHa 4epHOpOOHA (YHKITHSL.
. ITanmenTtn ¢ TexXKU UMyHOAeUIIUTHU CheTostHES, Harp. CITMH.
o [NanueHTH chCc 3HAYUTEITHO YBpeieHa (YHKIIMS Ha KOCTHHS MO3bK WIIH TEXKKA aHEMHUS,

JICBKOIICHUSA, HCYTPOIICHUA WA TpOM60]_II/ITOHeHI/I}I, rnopaav NMpuivHU, pa3jnuHu OT
PEBMATOUICH WUJIU IICOPUATUYCH apTPUT.

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

° [TanimeHTH € yMepeHa 70 TexKa ObOpevTHa HeOCTATHYHOCT, 3aI0TO JINTICBA TOCTATHUYHO
KJIMHUYEH OIHUT IMPH Ta3u IPyIa MalueHTH.

L HaHI/IeHTI/I C TCKKa XUIIOMPOTCUHEMUS, HAIIP. IPH Heq)pOTI/Iqu CUHAPOM.

. BpemMeHHM KeHH WIN KEeHH ¢ IeTepO/IeH MOTESHIHAN, KOUTO HE W3MOJI3BAT ITOIXOISIIa
KOHTPAIICTIIHS 110 BpeMe Ha JICYEHHETO C JIe(IyHOMU U CIIE] TOBA, TOKATO IIa3MEHNUTE HIBA
Ha akTuBHUs MeTaboaut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBane Ha JEYEHHUETO C
nedyHoMU TpsiOBa J1a ce U3KIIOYN OPEMEHHOCT.



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

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

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

4 cegmuiy. Morart 1a Bb3HUKHAT CEPUO3HH HEXKEJIAaHU PEaKUUH (HAIp. XeNaTOTOKCHYHOCT,
XEMaTOTOKCHYHOCT, WJTH aJePTUYHHU PEakltH, BXK. MO-A0Y), JOPH aKO JICYEHUETO C JICIyHOMH €
6usio cpsiHo. CrieioBaTeNHO, KOraTo Bb3HUKHE 110100Ha TOKCHUYHOCT WJIM aKO 110 HAKaKBa Apyra
npuanaa A771726 TpsibBa na Ob11e OTCTpaHeH OBP30 OT OpraHu3Ma, TPSAOBA /1a ce cra3Ba
ouycTBaara npouexypa. Ilpouenypara Moxe J1a ce HOBTOPH, aKO € KIMHUYHO HE00XO0AUMO.

3a ouncTBamIaTa Mpoueaypa U Ipyru NpernopbUuTeIHI MEPKH B CITydaid Ha KeJlaHa T
HenpenBuaeHa OpeMEHHOCT, BIKTE TOUKa 4.6.

YepHoaApOoOHU peakIny

Penxu cinyvan Ha TeKKO YepHOAPOOHO YBpEkKAaHe, BKIFOUUTEIHO ¢ (haTalieH U3XoJ1 ca Ouiu
CHOOIIIaBaHU IO BpeMe Ha JiedeHHueTo ¢ iepayHnomun. [loBeyeTo oT cirydanTe ca Bh3HUKHAIH ITPE3
nspBUTE 6 Mecela Ha JieueHUeTo. YecTo e HalmuIe ChITbTCTRAILA TEPANUs ¢ APYTH XEMaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTH. BakHO € fa ce ciieABaT TOYHO MPETOPHKUTE 3a TPOCIIe/IsIBaHe.

Tpsa6sa na ce onpenenu AJIAT (CI'TIT) npean 3anouBane Ha JieIyHOMHI, a TIOCIIE /1A CE U3CIIEABA
ChC ChINIAaTa YECTOTA KAaTO MbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEAMMIIN) IPE3 IHPBUTE MIECT
Mecela OT JICUCHUETO, a CJIeJ] TOBA BEIHBK Ha BCEKU § CEAMUIIM.

IIpu yBenmmuenue Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Haj ropHaTa rpaHUIAa HA HOpMaTa, MOXKeE /1a Ce
o0chau HamansiBaHe Ha jo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObE MPOBEICHO EKECSTMHUIHO
Habmronenue. Axko yBenndenuetro Ha AJIAT (CI'TIT) e 2 mbTr Hag HOpMaTa ¥ IEPCUCTUPA, U
YBEJIMYEHHUETO € MIOBeYE OT 3 MbTH HaJl HOpMaTa, IPUEMaHeTo Ha JiedryHOMH] TpsiOBa ce
MIPEyCTaHOBH M JIa ce IIpeMUHEe KbM OYHCTBalIaTa mporeaypa. Ilpenopbusa ce mpoabnkaBaHe Ha
MOHHUTOPHUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJIE] [IPEyCTaHOBSABAHE HA JICUCHUETO C JIEPIyHOMHU O
HOpPMaJIM3UpaHe Ha EH3UMHUTE HUBA.

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

Tbii KaTO aKTUBHUAT MeTa0ONUT Ha JedryHoMuI, A771726, ce cBbp3Ba B ToJsiMa CTETICH C
MIPOTENHHTE U CE SINMMUHUPA Ype3 YePHOPOOCH METa0OIM3bM U JKIThYHA CEKPEIHsl, TUIa3MEHHUTE
HuBa Ha A771726 ce oyakBa 1a ObJaT MOBUIIICHHU MPH IMANIUEHTH C XUIIONPOTEHHEMUS. Arava e
MIPOTUBOIIOKA3aH MIPH MAI[MEHTH C TeXKa XUIONPOTCHHEMISI WM YBpelieHa PYHKIUS Ha YSpHUS APOO
(Bx. Touka 4.3).

XeMaToJIOTHYHU PEaKIIUU

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

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

KOM6I/IHaI_II/I$[ C IPYI'H JCYCHUA

Ymnorpebara Ha TeIIyHOMU C aHTUMAJIAPUIHY TTPenapaTH, W3IIOJI3BAHH [TPH PEBMATHYHH
3a00sABaHys (HAIp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO HJIH IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIFOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA HEe € JOCTAThYHO MU3CJIeIBaHA B PaHAOMU3UPAHH
M3MHATBAHUS (C U3KITIOUEHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBpP3aH ¢ KOMOMHHUPAHOTO
JIeYeHUE, 0COOEHO OT MPOABIKUTEIIHOTO JICUCHHE, HE € M3BECTeH. T'hil KaTO TAKOBA JICUCHHE MOXKE J1a
JIOBEJIC IO HATPYIIBaIla Ce WM JIOPH JJO0 CHHEPIHYHA TOKCUYHOCT (Harp. Xenaro- Win
XEMaTOTOKCHYHOCT), KoMOuHarusta ¢ 1pyro bBMAJIC (Hamp. MeToTpeKcar) He € MpernophUnTEITHA.

EnHoBpeMeHHOTO NpHIIOKeHHE Ha TepUIIyHOMH/L ¢ JIehTyHOMUJI HE Ce MPETnophyBa, Thil KaTO
nedIyHOMHU € U3XOIHOTO CheMHEHNE Ha TePUPITyHOMHU.

IIpeMuHaBaHe KbM APYIO JEUCHUE

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

Ilo ChIIUA HAYMH, CKOPOUIHO JICYECHUEC C XECTTATOTOKCUYHHU NI XEMATOTOKCUYHHU JICKAPCTBCHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE 1a JOBCC 10 YBCINMYCHU HCKCIIaHU PCAKIUHN, CJICAO0BATCIIHO,
npeau 3aro4YBaHC HaA JICUHCHUECTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

KoyxHu peakmu

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

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM ToKCHYHA enUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHouins u cuctemuu cumnToMmu (DRESS) ca cho0iaBanu npu
NalyeHTH, JIeKyBaHu ¢ jediayHomua. Koraro ce HaOmoaaBaT KOXKHH /U MyKO3HU POMEHH, KOUTO
MOPaK/IAT MOI03PEHHUE 32 TAKMBA TSIKKU PEakivu, Arava H BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparust
TpsiOBa Jja Ob/Ie IPEYCTAHOBEHA U 1A C€ 3aIl0YHe He3a0aBHO OUMCTBAIATA MPOIIeaypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO ITBJITHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npruemMane Ha Je(IyHOMU/ € MPOTHBONOKAa3aHo (BX. Touka 4.3).

Xemogpazoyumna rumoxucmuoyumosa (haemophagocytic lymphohistiocytosis, HLH)/Cunopom na
akmueupane Ha Maxkpogazume (macrophage activation syndrome, MAS):

XemogaronurHa muMpoxuctronntosa (HLH), BmtounTenHO CHHIPOM Ha aKTUBUPaHE Ha
makpodarute (MAS), e cro01aBaHa Npy MALUECHTH, JIEKYBaHH C JCQIyHOMHU.

Makap u psiiko, JeKapcTBeHaTa peakius ¢ eosuHodmmms u cucteMuan cumnromu (DRESS), cBbp3ana
¢ ehmyHOMIT, MOXe f1a Obae ycrmoxkHeHa oT HLH mimm MAS. Criyuan sta HLH/MAS ca cpo0maBanu
u He3zaBucumo ot DRESS.

HLH/MAS e ceprio3eH U MOTEHIUATHO )KHBOTO3aCTPAIIABAI XUIIEPBB3MAIUTEICH CHHIPOM.
KnuHn4HNTE XapakTepUCTUKU MOTAT Jja BKIIIOYBAT IIEPCUCTHPAILA TPECKA, OOPUB, HEBPOJIOTHYHH



CHUMIITOMH, XeIaTOCIUICHOMETANHS, TUM(AJCHOTIATHS, TUTOTICHUH, 3HAYUTEITHO TIOBUINIEH CEPYMEH
(hepuTHH, XUTIEPTPUTITHIICPUIEMUS H HAPYIICHUS Ha YePHOIPOOHATA (QYHKIIUS U KOaryJausTa.

[NanuenTure TpsOBa na 6bAaT MHGOPMHUPAHHU 32 IPU3HALUTE U CUMITOMUTE, cBbp3anu ¢ HLH/MAS,
U J1a ObJIaT IOCHBETBAHU J1a IOTHPCAT He3a0aBHO MEAULIMHCKA [IOMOIL], aKO TAKUBA CUMIITOMH C€
HOSBAT 110 BpEME Ha JICUeHHE C JICPIyHOMMUI.

Axo MaIMEHTUTE Pa3BUAT HAKOC OT TE3U CHCTOAHUSA, CIPETE JICHECHUCTO C He(i)HYHOMI/IJI 1 U3BHPIICTE
MpoIIeTypa 3a YCKOPEHO eIMMUHUPAHE Ha JIEKapCTBOTO (BK. Touka 4.4). PaHHOTO pa3mo3HaBaHe u
OBP30TO JICUCHHE Ca BaXKHU 3a MOA00psSIBaHE HAa U3X0/1a.

Vma choOIeHns 3a MyCTyJI03eH MCOPUA3KC U BIIONIABaHE HA MICOPUA3KC ClIe]] yroTpeda Ha
nedaynomu. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYCHHETO, KATO CE B3eMAT MPEBH/T
3a00JISIBAHETO HA MAIMEHTA U aHaMHe3aTa.

[Tpu nanyeHTH N0 BpeMe Ha Teparus ¢ JIeIyHOMHUI MOTaT Jia Ce MOSBAT KOXHHU SI3BU. AKO HMa
CBbMHEHHE 32 KOXHa 513Ba, CBbP3aHa C JIe()IyHOMUA WIM aKO KOKHHUTE SI3BH MIEPCUCTUPAT BBIIPEKH
MOJIXOIAIIATa TEpaNs, TPsOBa J1a ce 0OMUCIH MTpeKpaTsBaHe Ha JICYEHUETO C JIEITyHOMH/] 1
npolleypa 3a ITbJIHO OYMCTBaHe. PernreHnero 3a Bb300HOBSIBaHE Ha JICYSHUETO C JIEIyHOMH]T CIe]
KOXKHHU SI3BH TPAOBa J1a c€ OCHOBaBa HA KIIMHUYHA MIPELICHKA 3a aIeKBAaTHO 3a3/[paBsiBaHe Ha paHUTe.

[To BpeMe Ha edeHUETO ¢ IeIyHOMU PY MALMEHTH MOKE J1a ce HaOo1aBa TpyAHO 3a3/[paBsBaHe
Ha paHH cief onepauusi. Bp3 ocHOBa Ha MHIMBHUIYalTHA OLIEHKA MOJXKE J1a c€ OOMHCIIM NPEKbCBAHE Ha
JICYCHHUETO C Je(IyHOMUA B IEPUXUPYPIUUHMS IEPHOA U PUIIAraHe Ha OYMCTBALIA IPOLEaYpa,
KaKTO € OIMCaHO MO-/10ITy. B ciyyaii Ha mpekbCBaHe PELICHUETO 3a Bhb300OHOBSBAaHE HA JICYEHHETO C
nedayHoMuU TpIOBa a ce OCHOBAaBa Ha KIMHUYHATA TPEIICHKA 32 aJIeKBAaTHO 3a3/IpaBsBaHe Ha
paHaTa.

Undekumu

N3BecTHO e, 4e JeKapCTBEHUTE MPOAYKTU C IMYHOCYTIPECUBHHU CBOHCTBA - KaTO Je(IIyHOMUJT - MOTaT
Jla HAIIPABST MAITUCHTUTE IMO-IyBCTBUTEITHN KM MHOEKIIMH, BKIIIOYUTEITHO OMOPTIOHUCTHIHU
uHbpexuuu. MHdekuure Morat na 0baaT HO-TSKKH [0 €CTECTBO U CJICAOBATEIIHO J1a M3UCKBAT PAHHO
Y CHEPTHYHO JieueHue. B cirydaii, 4e Bh3HUKHE Te)KKAa HEKOHTPOJIUpyeMa MHPEKIIUS, MOXKE J1a €
HE0OXOAMMO Ja c€ MPEKHCHE JICUCHNUETO ¢ JehIyHOMU U JIa CE 3all0YHE OYHCTBAIIA ITPOIIeIypa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01aBanu ca pellku cilydad Ha mporpecuBHa MynTudokanHa neskoenuedanonarus (PML) npu
MAIUEHTH, IPUEMAIIHX JIeITyHOMH/T 32¢THO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIEHTH TPAOBa Ja ce M3cienBaT 3a aKTHBHA U HEaKTHBHA
(,y1aTenTHA”) TYOEpKYJI03a, CHIIACHO JTOKATHUTE MPENOPHKH. ToBa MOXKE Ja BKIIIOYBA MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH IMPEIIECTBAI] KOHTAKT C TyOepKy103a W/UITK TTOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpadus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIU HHTepEepOH-TaMa TECT,
KaKTo € puiioxkumo. Ha npennucpamniure nekapyu TpsOBa 1a ce HAIIOMHS 32 pUCKa OT (aiuBo
OTPHLIATESITHH PE3YJITATH OT TYOCSPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIMEHTH, KOUTO Ca TEKKO
0O0JTHHM WITM UMYHOKOMIpoMeTupaHH. [larmeHTuTe ¢ aHamHesa 3a TyOepKyno3a TpsiOBa Ja ce
IpOCIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 pEaKTHBHpaHe Ha MH(EKIHsTA.



PecnivpaTopHu peakuuu

Cro0mraBa ce 3a HHTEpCTUIHATHA OelloApoOHa 00JIECT, KaKTO U PEAKY Caydau Ha 6enoapoOHa
XUNEPTOHUS U 0eJI0ApOoOHN HOYIIH 110 BpeMe Ha JeueHue ¢ gedayHomu (Bk. Touka 4.8). PUCKBT OT
HACTBIIBAHETO HA MHTEPCTHIIMAIHA 0€10IpoOHa 00j1ecT U 0e10ApoOHa XUIIEPTOHMSI MOXKE Ja ObIe
MOBMILICH MPH MALIMEHTH ¢ aHAMHE3a 3a MHTEPCTUIHalIHA Oe10apoOHa Oonect. MIHTepcTUIinaiHaTa
OenmonpoOHa 0oJIECT € MOTEHIMATHO (haTaTHO HApPYIICHHUE, KOETO MOXKE Jla BB3HHKHE OCTPO IO BpeMe
Ha TepanusTa. [lyIMOHApHUTE CUMIITTOMM, KaTo KallUIMIIA U 3a1yX, MOraT Ja ObJaT NpUYHHA 3a
[IPEeyCTaHOBSBaHE Ha JICUCHUETO U MOAXOIAII0 MOCIISABAII0 H3CIICIBAHE.

HepndaepHa HCBPOIMIAaTHA

[Ipu nauuenTy, momyyaBamy Arava ca cboOIIEHH ciIydan Ha nepudepHa HeBponaTus. [loBedeto
MAIMEHTH ca ce OA0OPHIIN ciie]] mpekpaTsBane Ha Arava. Habmogasa ce obaue mupoka
BapHaOMITHOCT 10 OTHOIICHHE Ha KpaWHHUS U3XO/, T.€. IPH HIKOW MAIlMeHTH HEBPOIIATHATA €
OT3By4YaJIa, a HIKOW MAIMEeHTH ca MMAJIH MIEPCUCTUPAIH cuMITOMHU. Bu3pact Han 60 ronvHwy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBa U AXA0ET MOraT Jia MOBHIIAT PUCKa OT nepudepHa
HeBpomnaTHs. AKO MAIMEHT, KOWTOo prueMa Arava pa3Bue neprudepHa HeBponaTHsi, TpsOBa aa ce
o0chIM TIPEeKpaTABaHE Ha JIEYEHHETO ¢ Arava U MPOBEXAaHEe Ha MPOLEAypa 3a eITMMHHAPAaHE Ha
JIEKapCTBEHUS MPOAYKT (BX. TouKa 4.4).

Komur
[Ipu manuenTHTE, IEKyBaHU ¢ JIe(QIyHOMU, € CHOOIICHO 32 KOJIUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
koiuT. [lanmenTruTe Ha JiedeHue ¢ JieIryHOMI, TIPH KOUTO Bh3HUKBA HEOOSCHUMA XPOHUYHA THAPHS,

TpsiOBa Aa OBAAT MOIOKCHH HA TTOAXO/ISIIN JUATHOCTHYHH POy PH.

KD’LBHO HaJIATraHe

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

Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

MBbxeTe marueHTH TPSOoBa 1a ObAaT HAICHO 32 Bh3MOXKHA MEANHMPaHa OT MBXKa ()eTaTHa TOKCHYHOCT.
Tpsa6Ba na 6b1€ OCUTYpEHA CHIO MTOAXO/SIINA KOHTPAIICTIIIHS 10 BpeMe Ha JICUCHUETO € JICPITYHOMUI.

Hsima Tounu nanHu 3a prcka OT MeIUHpaHaTa OT Mbxka (peranna TokcudHoct. [IpoyuBanust npu
KMBOTHH 32 OIICHKA Ha TO3M CIIeIM(UUCH PUCK 0Oayde, He ca IIPOBEXKIaHU. 32 HAMAISIBAHE HA BCEKU
BB3MOXEH PUCK, MBXETe, ’KeJlaely Aa Opaat Oamu, TpsiOBa 1a B3eMaT NpeABU IPEyCTaHOBSBAaHE Ha
ynoTpebata Ha JeIyHOMU U 1a IpUeMaT KojecTupamMuH 8 g 3 mbTu 1HeBHO 3a 11 nuu nmm 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH THEBHO 32 11 qHU.

U B nBaTa cirydas miuasMeHaTa KOHIEHTpaus Ha A771726 Ttorasa TpsiOBa a ce U3MEPH 32 NPHB IIBT.
Crnen ToBa mia3MeHara KoHieHTparusa Ha A771726 TpsiOBa na ce onpezaen OTHOBO CJIe HHTEPBAI OT
noHe 14 nHu. AKo aBeTe MIa3MeHH KoHleHTpaluu ca oz 0,02 mg/l u ciien mepuo/ Ha n34aKBaHe
Half-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOT'O HUCBHK.

OuncTBalia npoueaypa

Konectupamun B no3a § g ce mpuiiara 3 mbTH JHEBHO. ANITepHaTUBHO, 50 g aKTUBEH BBIJICH HA Mpax
MOJKE J1a C€ TPHUIIOKH 4 THTH AHEBHO. [IpOABIDKATETHOCTTA HA ISTIOCTHOTO OYMCTBAHE OOMKHOBEHO €
11 gau. [IpoabKUTEITHOCTTa MOXKE JIa CE IPOMEHH B 3aBUCUMOCT OT KJIMHUYHHUTE WU JIA0OpaTOPHH
ITOKa3aTelIN.



JlakTo3a
Arava cpabpiKa Jlakto3a. [lanmeHTs ¢ peIky HacleAICTBEH! IPOOIeMH Ha TaJaKTO3Ha HETOHOCHMOCT,
Lapp nakta3Ha HEIOCTATHYHOCT UM TIIFOKO30-TaJIaKTO3HA ManabcopOIus He TPsAOBa J1a MpueMar TO3U

JIEKapCTBEH MPOAYKT.

BinsHue BEpXyY onpeaenssHeTo Ha HUBATa Ha HOHU3HUPpAH KaAJIIUHA

BBb3M0XHO € M3MepBaHETO HA HUBAaTa Ha HOHU3HPaH KaIIHK /1a TTOKake (aTiBO TOHWKESHN
CTOMHOCTH TIPH JICUCHHE C JehIYHOMU H/WIIA TEPUPITYHOMIT (AKTUBHUAT METaOOJIUT Ha
nedIyHOMH) B 3aBHCHMOCT OT BHJa Ha U3IOJI3BAHNA aHAIN3AaTOp HAa HOHU3UPAH Kaiaui (Hamp.
KPBBHO-TA30B aHaM3atop). [lopaau ToBa npu manueHTUTE, JICKYBAHU C JSQIIyHOMUJT WITH
TepudIIyHOMUJI, € HEOOXOIMMO Jia c€ IPOBEPH JOCTOBEPHOCTTA HA U3MEPEHUTE MIOHIKCHU HUBA Ha
HOHM3MpaH Kannui. B ciyyaii Ha CBMHUTEHH PE3yJITaTH Ce MPEnopbhyBa Jia Ce ONpeein odIaTa
KOHIIEHTpAIHs Ha aI0yMHH-KOPUTHPAH KUK B cepyMa.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOPMH Ha B3auMoJelicTBHe
[IpoyuBanus 3a B3aMMOEHCTBUATA Ca IPOBEXIAHHU CaAMO IIPHU Bb3PACTHH.

YBennuaBaHe Oposi HAa HEXKEIIAHUTE PEaKkIuu MOXKeE Jla ce HabJIo1aBa Mpu CKOPOIIIHA WK
€HOBpPEMEHHA yIoTpeba Ha XEMaTOTOKCHYHH FITH XeMaTOTOKCHYHH JIEKAPCTBEHN TPOAYKTH HIIH
KOTaTo JICYCHUETO C JIe(HIIyHOMH]T CE MOCIIABa OT MPUEMAHETO Ha TAKUBA JICKAPCTBEHU NPOAYKTH 03
IIepHOJ] Ha OTMUBAaHE (BXK. CHIIO YITFTBAHETO OTHOCHO KOMOWHAIIMS C IPYTH JISYCHUs, ToUKa 4.4).
CrneoBaTeNHO ce MpernopbhuBa BHUMATEIHO MPOCIIeIIBaHe Ha YEPHOAPOOHNUTE SH3UMH U
XeMaTOJIOTMYHHUTE TTOKa3aTeNl B HadanHaTta ¢a3a mpu CMsIHa Ha TeparusiTa.

MeroTpekcat

[Ipu manko (n=30) npoyuBaHe ¢ eqHOBpeMEeHHO npuiioxenue Ha neduynomun (10 1o 20 mg qHEBHO)
¢ merotpekcart (10 1o 25 mg cenMuuHo), € HaOMOgaBaHO 2- 10 3-KpaTHO YBEJIMUYECHHE Ha
qepHOApoOHUTE eH3uMH TipH 5 oT 30 manueHTu. Becnuky yBeIMYeHUS ca OT3BYJaIH, 2 ¢
IpObDKaBaHE Ha JBaTa JEKapPCTBEHH MPOIYKTa U 3 cie]] IPEyCTaHOBABAaHE HA JICIyHOMHU.
YBennueHue, No-rojisiMo OT 3-IIbTH € HaOII0JaBaHo MPY APYTH 5 nanueHTa. Bcuuku e cpiio ca
OT3BYyYaJId, 2 C IPOIbIDKaBaHe Ha JBaTa JIEKapCTBEHH MPOAYKTa U 3 Clie] MPeyCTaHOBSIBaHE Ha
nedIyHOMUT.

[Ipu manmeHTH ¢ PEBMATOMICH apTPUT, HE € YCTAHOBEHO (PApMaKOKUHETHYHO B3aUMOJICHCTBUE MEXKIY
nedmyromun (10 mo 20 mg naeBHO) U MeToTpekcar (10 1o 25 mg ceAMUIHO).

Bakcunanmu

Hsama xmuHIYHN TaHHYT 32 e(prKacHOCTTa U 0€30IaCHOCTTa Ha BAKCHHAIIMUTE TI0 BpeMe Ha JIYeHHUE C
neduryHOMuU . BakcMHHpaHETO ¢ )UBHU aTCHIOWPAHU BaKCUHU 00ade, He Ce MpenopbuBa. J[bIrusaT
MOJTYKHMBOT Ha JIeIyHOMH/I TPSIOBa Jla ce MMa MPEIBUJ, KOTaTo ce TUIaHyBa MPHUIIOXKCHNE Ha )KUBa
aTeHIOMpaHa BaKCHHA CJie]l CIIpaHe Ha Arava.

BaDdJaDI/IH " IPpYyTHU KYMApUHOBH aHTHKOAI'YJIAHTHU

Mma cpoOIIeHns 3a ciydan Ha YBEJIMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehIyHOMU U BapdapuH
ce mpueMaT eAHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMHU4HO B3auMojeiicTBue ¢ Baphapun u A771726 (Bx. mo-gony). Ilopagu ToBa, npu
€IHOBPEMEHHO MPUIIOKEHNE Ha BappaprH WK IpyT KyMapHHOB aHTHKOAryJIaHT, ce Ipernopbh4Ba
BHUMATEJIHO IIPOCIIEIIBaHE HA MEXIyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJIroIeHHE.



HCIIBC/KopTtukocTepouau

AKO ManyeHThT Beue NprueMa HecTepouaHN poTuBoBk3nanutentu cpeacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3all0YBAHE HA JICUYCHUETO C JIe()IyHOMUI.

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

XOﬂecmupafwuH Ulu aKnmueeH 6vlleH

[IpenopbuBa ce manueHTUTe, MpUeMalny JedIyHOMH, 1a He ce JIEKyBaT C KOJICCTUPaMUH WIIN
aKTUBEH BBIVIEH Ha IIpax, Thi KaTo TOBA BOJU 10 ObP30 M 3HAUUTEJIHO HAMAJIsIBAHE Ha IUIa3MeHaTa
KOHLEHTpausa Ha A771726 (akTUBHUAT METa0OIHT Ha IeIyHOMU; BXK. ChIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE ABJKH Ha MPEKbCBAHE HA CHTEPOXEMaTaIHUs LIMKBJI /UM Ha CTOMAIIIHO-
YpeBHOTO oTAensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MIPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aMMOJICHCTBHUE C JICIYHOMU U IUMETHIUH (HecnenuduyueH cnad nHXUOUTOp Ha ruToXpoM P450
(CYP)) noka3Ba jurca Ha 3HAYUMO BIIHMSHHE BBPXY ekcrio3uiusaTa Ha A771726. Cnen eTHOBpEMEHHO
NPUIOKEHUE HA €HOKPATHA 7032 JIe(IyHOMH IPH MALMEHTH, TPUEMaI MHOTOKPAaTHH 031
pudamnuumH (HecnenuduyueH uuroxpom P-450 unmykrop), Makcumanaute HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUUTeIHO. MeXaHU3MbT Ha TO3H
e(heKT e HesCeH.

Ed)eKT Ha J'Ied).HVHOMI/II[ BBHPXY APYTH JICKAPCTBCHU ITPOAYKTH:

Hepopwmu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH € IPHUIIaraH eJHOBPEMEHHO ¢ TpHU(pa3HH IIePOPATHH
KOHTpAIENTHUBH, Chabpxamy 30 |g eTHHUIECTPaINoI, HA 3IPAaBU KEHU TOOPOBOJIKH, HE €
Ha0J1r0/1aBaHO HaMaJIsIBaHE HAa KOHTPALENITUBHATA AKTUBHOCT HA IIPOTUBO3a4aThYHOTO CPEICTBO, a
(apmakoxuHeTnkaTa Ha A771726 e B mpensmwkaanuTe rpanniy. HabnronaBano e papMakOKMHETHYHO
B3aMMO/IEWICTBHUE C TIEPOPATTHI KOHTpanenTuBu u A771726 (Bx. mo-a0Iy).

[IpoBenenu ca cnennute GapMakKOKMHETHYHU U (papMaKoAWMHAMUYHU IPOYYBaHUS 32
B3auMoJencTBusTa ¢ A771726 (TaBeH akTuBeH MeTabonuT Ha nedaynomun). Twit kKaTo Hog0OHN
B3aMMOJICHCTBHS JIEKAPCTBO-JIEKAPCTBO HE MOT'AT Jla ce N3KJII0YAT 3a Je(IyHOMU B
NPENOPBUYUTEIHUTE 03U, CICTHUTE PE3YATaTH OT U3MUTBAHUATA U IIPETIOPHKH TPAOBa a ce UMaT
OpeaBHU] NPH MALUEHTH, JICKYBaHHU C Je(QIyHOMUA:

Edext Bppxy penarmunua (cyocrpat nHa CYP2CS)

HabmionaBano e nosumaBane Ha cpeaHaTa Cmax 1 AUC Ha penarnunug (cboTBeTHO 1,7- 11 2,4-1bTH),
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnonara ue A771726 e uHXxubuTop Ha
CYP2CS in vivo. Eto 3a1mmo ce mpemnopbuBa MpocieasaBaHe Ha MaIueHTUTE IMPH ¢ THOBPEMEHHA
ymoTpeba Ha JIeKapCTBEHH MPOIYyKTH, KOUTO ce MeTaboimsupaT ot CYP2CS, kato Hanpumep
penarjiuHu, NaKIUTaKCcell, MUOTJIMTa30H WM PO3UTIINTA30H, ThH KaToO T€ MOraT Jja UMaT [0-BUCOKa
€KCITO3ULIMSL.

EdexT Bbpxy xodeunn (cyoctpatr Ha CYP1A2)

MHOrokpaTHOTO npuiokeHne Ha A771726 namainssa cpeaHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crotBeTHO ¢ 18% 1 55%, xoeto npenmomnara ye A771726 moxe 1a 0bae cnab WHAYKTOp Ha
CYP1A2 in vivo. Ilopamu ToBa IeKapCTBEHH MPOTYyKTH, KOUTO ce MeTaboimsupaT oT CYP1A2 (xkato
HaIpUMeEp yJIOKCETHH, aJIOCETPOH, TCOPUIINH ¥ TU3aHUIMH), TPSAOBA J]a Ce U3ITOJI3BAT C TIOBUIIICHO



BHHMAaHWE 10 BpeMe Ha JICICHUETO, Thid KaTo TOBa O MOTJIO J1a JOBEIE A0 HaMajsIBaHe Ha
e(hMKacHOCTTa Ha TE3U MPOITYKTH.

Edext Bbpxy cyOcTpaTu Ha oprannyHusi aHnoHeH Tpancnoprep 3 (OAT3)

Hab6monaBano e moBumasane Ha cpemHaTa Cmax 1 AUC Ha medakiop (ceotBeTHO 1,43- 11 1,54-116TH)
cJIe T MHOTOKpAaTHO Tpuitokenne Ha A771726, koero npexanoinara ue A771726 e nuaxudburop aHa OAT3
in vivo. Ilopaan ToBa € HEOOXOAMMO TIOBUIIIEHO BHIMaHKE, KOTaTO Ce MpHJIara eJHOBPEMEHHO ChC
cyocrpatu Ha OAT3, xaTo uedakiop, OEH3WIMEHUIMINH, TUIPO(IOKCALIMH, HHAOMETALMH,
kerorpodeH, pypoceMu, TUMETHINH, METOTPEKCAaT, 3UI0BYAHH.

Edext Bppxy BCRP (mpoTenH Ha pe3nCTEHTHOCT HA pak Ha I'bpAaTa) W/Wiu cyOCTpaTH Ha
OpTraHWYIHHS aHWUOHEH TpaHcmopTupant noaunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpeTHATE Cmax 1 AUC Ha po3yBacTaThH (CHOTBETHO 2,65-
2,51-mpTH) cllex MHOTOKpaTHO NpuiiokeHne Ha A771726. Bernpeku ToBa, He ce Ha0Mo1aBa BUANMO
BB3ACUCTBHIE HAa TOBA MIOBUILIABAHE HA IIa3MEHATa EKCIO3UIHS Ha PO3YBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrazata. AKO ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
HaaxBBpis 10 mg BemHBk THEBHO. 3a apyru cyocTpatd Ha BCRP (mamp. MeToTpekcar, TomoTekas,
cyndacanazus, qayHOpyOHIInH, ToKkcopyOutnH) u cemeiictBoro Ha OATP, ocobeno maXuOUTOPH Ha
HMG-CoA penykTazata (Hamp. CAMBAaCTaTHH, aTOPBACTATHH, ITPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU/I, PeTIarIMHN, prudaMIULKH) eIHOBPEMEHHOTO NPUIIOKEHHE TPsIOBa CHILO Aa ce
M3BBPIIBA C IOBUILICHO BHUMaHKe. [lanmentuTe TpssOBa a ce HaOI0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMITOMH Ha MMPEKOMEpHa €KCIO3ULIMS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBA Ja ce UMa MpeaBH I
HaMaJIIBaHEe Ha J103aTa Ha T€3H JIEKaPCTBEHU POAYKTH.

Edexr Bppxy nepopanau kontpanentusu (0,03 mg etnannectpaanon u 0,15 mg geBoHOprecTpen)
HaGmronaBaHo e nosuiaBane Ha cpefHaTa Cmax 1 AUCo.24 Ha eTuHHIECTpaauoia (cboTBeTHO 1,58- 1
1,54-1bTH) ¥ Cinax 1 AUCo24 Ha ieBoHOprecTpen (cboTBeTHO 1,33- 1 1,41-rbTH) cliel MHOTOKPAaTHO
npuioxenue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBUE J1a TIOBIIUSC
HeOaronpuaTHO ehUKACHOCTTA Ha TIEPOPATTHUTE KOHTPAIICTITUBH, TPsIOBa 1a ce 00bpHE BHUMAaHUE HA
BHJIa Ha JICYEHUETO C MIepOpajieH KOHTPALICTITHB.

EdexT Bppxy Bapdapus (cyoctpar Ha CYP2C9)

MHorokpatHoTo npuioxkeHre Ha A771726 He e uMano edekt BbpXy (papMakoKMHETUKATa Ha
S-Bapdapun, koeto nokassa, ue A771726 ne e unxudbutop uinu naaykTop Ha CYP2C9. Habmonasano
e obade HamaineHHe ¢ 25% Ha MaKCHMaTHOTO MEXIyHapoIHO HopManm3upaHo croTHomeHue (INR),
korato A771726 ce mpuara eTHOBPEMEHHO C BapdapHH, B CpaBHEHNE ChC CAMOCTOSTEITHO
npuioxkeHue Ha Bapdapus. ETo 3ammo, korato BapdaprH ce npuiara eIHOBPEMEHHO, CE IPEopbhUBa
CTpUKTHO npocnensBane Ha INR u Habmonenue.

4.6 @epTHaUTET, OPEMEHHOCT U KbPMEHe

BpemenHoct

AKTUBHHAT MeTA00IUT Ha JedmyHOMHI, A771726 Moxe fa MPUYHHU TEXKKU MandopMaluy Ha
HOBOPOJICHOTO, aKO ce IIpuilara o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKAa3aH 110 BpeMe Ha
OpemeHHOCT (BK. TouKa 4.3).

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

ITanmenTkaTa TpsiOBa 1a ObJE yBEIOMEHA, Y€ aKO UMa HIKAKBO 3a0aBsHE HA MEH3MCA WIN HIKAKBa
Jpyra IpUYrHAa Ja MoA03upa OPEeMEHHOCT, TS TPsOBa BeaHAra J1a IPeIyIpeId JeKaps 3a
M3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTETHH, JISKAPAT U MaIleHTKaTa TpaOBa /1a
00CHaAT pHcKa 3a OpeMeHHocTTa. BB3MOXKHO € upe3 Obp30 HamMallsiBaHE Ha HUBOTO HAa aKTUBHUS
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METa0OJMT B KPBBTA, Upe3 3all0uBaHe Ha MpoIieypara 3a eIMMUHUPaHe Ha JIEKapCTBOTO, OMKCaHa Mo-
JI0JTy, OIIle TIPH IIBPBOTO 3a0aBsiHE Ha MEH3KCA JIa Ce HaMaJlk PHCKa 3a IUI0/a OT JICITYHOMU.

IIpu MaIKo MPOCIEKTHBHO POyYBaHE IMPH xKeHH (n=64), 3a0peMeHeNr HEeTUIaHUPaHO, TOKATOo ca
npueMaiy JedIyHOMHU/ 32 He ITOBeY€e OT TPU CEJIMHUIIU CIIe] 3a4EBaHETO U C MOoCe/Balla Mporerypa
3a eIMMUHAPAHE Ha JIEKApCTBOTO, HE ca HabmomaBanu 3HaunMu pasiauku (p=0,13) B obmiata gectoTa
Ha 3HAYUMU CTPYKTYpHH nedektu (5,4%), B CpaBHEHHE C KOSITO | J]a € OT CPABHUTEITHUTE TPYIIN
(4,2% B rpynata cbe 3abossBane [n=108] u 4,2% npu 31paBu OpeMeHHU XeHU [n=78]).

ITpu >xeHu, kouTo MpreMaT Jie(h TyHOMHT M UCKAT J1a 3a0peMEHEsT, Ce PENophyuBa €HA OT CIICTHUTE
MIPOIIETyPH, 32 JIa CE KOHCTATHPA, Y€ TUIOABT HE € U3JIOKCH Ha TOKCHYHH KOHIIEHTparuu Ha A771726
(tapretHa koHuenTpanus mog 0,02 mg/l):

Ilepuoo na usuaxsane

Moske na ce ouakBa Tuia3MeHuTe HUBa Ha A771726 na 6baat Han 0,02 mg/l 3a npoxbKUTENCH
nepuoa. Moxe J1a ce o4akBa KoHIeHTpalusTa aa cnagae nox 0,02 mg/l okono 2 rogunau cien
CIIUpPAHE Ha JICUCHUETO C JIeITYHOMHU/I.

Crnen 2-rojuiieH Nepruo Ha U34aKkBaHe, IUIa3MeHaTa KoHLeHTpauus Ha A771726 ce n3mepsa 3a
mepBU T. Crien TOBa MIa3MeHaTa KOHIeHTpauusa Ha A771726 Tps0OBa aa ce onpeneiar OTHOBO CieN
HUHTEpBaJ OT MoHe 14 qHu. AKo IBeTe IIa3MeHn KoHIeHTpanuu ca moxa 0,02 mg/l, He ce ouakBa
TEpaTOreHEH PHCK.

3a 1onbIHUTENTHA HH(POPMAIH OTHOCHO M3CIIEIBAaHETO, MOJIs, CBBbpikeTe ce ¢ [Ipurexarens Ha
paspelIeHUeTo 3a ynoTpeda WK ¢ JIOKaTHUS My IpeAcTaBUTeN (BXK. ToUKa 7).

Ouucmeawa npoyedypa

Cren cipaHe Ha JISYEHHETO C JIeIyHOMU!

e  KOJIECTHpPaMUH 8 g ce mpuiara 3 mbTU JHEBHO 3a nepuoa oT 11 nHu,

e i 50 g akTHBEH BBIJIEH Ha Mpax ce mpuiara 4 IbTH AHEBHO 3a nepuoj oT 11 qHu.

U npu nBete npoueaypu odaue, ce N3UCKBa POBEPKa ¢ 2 OTAETHU TecTa IIpe3 WHTEPBaJl OT MOHE

14 nHM ¥ IepuoJ Ha M3YaKBaHE OT MECeI] U TI0JIOBHHA MEXy IIbpBaTa I0sBa Ha Mjia3MeHa
koHneHTparys moxa 0,02 mg/l n omnoxnaneTo.

JKenute ¢ gerepojicH MoTeHIMaN TpsioBa aa ObnaT HHOOPMUPaAHH, Y€ Ce Hajlara Nepruo.l Ha H34aKBaHe
OT 2 TOAMHHU cJe]] CIMpaHe Ha JICYEHHETO, IPEIN Te 1a MOXKe Ja 3a0peMeHsBaT. AKO MepuoIbT Ha
M39YaKBaHE OT NPUOIU3UTENHO 2 TOANHY, C U3II0JI3BAHE HA HAASKHA KOHTPALICTIIUS CE CUnTa 32
HETpPaKTHYCH, MOXKeE Ja ce Mpenopbya NpopuIakTHYHO Ha3HaYaBaHEe Ha OYHCTBAILA MPOLEIypa.

U xonectupaMuH, 1 aKTUBEH BBIJICH HA IIPax MOraT Aa MOBIMAAT a0COpOIMsITa Ha €CTPOI€HH U
IIPOrecTareHy TaKa, Y€ HaJeKAHA KOHTPALETLUs ¢ IepopalHi KOHTPALEITUBHY 1a HE MOXe Ja ObJe

OCHUTypEHa 10 BpeMe Ha OYHCTBAIAaTa MPOLeAypa ¢ KOJIECTUPAMUH MU AKTUBEH BBIVICH Ha Mpax.
[IpemopruBa ce u3MON3BaHEe HAa aNTEPHATHBHU KOHTPALENITHBHE METOTH.

Kspmene

[Ipoy4uBaHusTa IPH )KUBOTHH MOKA3BAT, Y€ JISHIYHOMH/] MIIH HETOBUTE METAa0OJIUTH MPEMUHABAT B
MIIIKOTO. 3aTOBa, KbpPMEIIUTE KECHU HE TPSAOBA Ja pUeMart JIehITyHOMHU.
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DepTunurer

Pesynratute 0T mpoy4BaHusiTa BPXY (hepTHINTETA IPH )KUBOTHH HE Ca TIOKA3aJH €PEKT BEPXY
MBKKHUS M KEHCKUSI QEPTHIINTET, HO IIPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO MIpUjlaraHe
ca Ha0J0AaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

B citydaun Ha HexenaHM peakuH KaTo 3aMasiHOCT, CIIOCOOHOCTTA Ha MAIMEHTHUTE 1a CE KOHIEHTPUPAT
U Jla pearupaT MpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryuan nanueHTure TpsiOBa 1a ce
BB3IBPKAT OT modupaHe u padoTa ¢ MaIIHHH.

4.8 HexesaHu JIeKapCTBeHN PeaKIuH

O0600611eHMEe Ha poduiia Ha OE30IIaCHOCT

Haii-gecTo choOIIaBaHNUTE HEXKEIIAHU PEaKIUU MPH JIehTYHOMH]T ca: JICKO ITOBUINIABAHE HA KPHBHOTO
HaJISTaHe, JICBKOTICHUS, ITAPECTE3Hsl, TJIaBOOOIHE, 3aMasiHOCT, TUapus, TaJcHe, TOBPbBIAHE,
HapyIIeHUs Ha YCTHATA JIUTaBHIIa (HaIp. aQTO3eH CTOMATHT, SI3BU B ycTaTa), KOpeMHA 00JIKa, 3aCHIICH
KOCOIaj, ek3eMa, OOpHB (BKIIFOUUTEIHO MaKyJIONAMyI03eH 00pUB), ChpOexk, CyXa KOxKa,
TEHOCHHOBHT, noumaBane Ha CPK, aHopekcus, 3aryba Ha Tersio (0OMKHOBEHO HE3HAUMMA), ACTCHHUS,
JIEKH aJIEpTUIHU PEaKIMK U MTOBUIIaBaHE HA YePHOAPOOHUTE TTOKA3aTeIH (TpaHcaMuHa3u (0COOEHO
AJIAT), no-psaxo rama-GT, ankanna ¢pocdarasza, OmIUpyOHH)).

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

MHoro gectu (=1/10); gectr (>1/100 mo <1/10); Heuectu (>1/1 000 mo <1/100); penxu (>1/10 000 mo
<1/1 000); muoro peaku (<1/10 000), c Heu3BeCcTHA YecTOTa (OT HAIMYHUTE JJAHHU HE MOXKe J1a Oblie
HalpaBeHa OLICHKA).

[Ipu Besiko rpymnupaHe B 3aBHCUMOCT OT YECTOTaTa, HEXKEIaHNUTE JIEKAPCTBEHU PEAKIINU ce N30posiBaT
B HU3XOZJSII pPeJl 10 OTHOILICHHUE Ha TSIXHATa CEPHO3HOCT.

Hngperxyuu u ungpecmayuu
Penkn: TEXKU UHPEKIUK, BKIIIOYUTEIHO CEIICHC, KOMUTO MOXe Ja Objae (haTajieH

KakTo apyru cpeacTBa ¢ MUMyHOCYIIPECUBEH TOTSHIIMAN, JSPIYHOMUI MOXKE Ja YBEIUYH
MOJIATJIMBOCTTA KbM UH(EKIIMH, BKIIOYUTEIHO OMIOPTIOHUCTUYHN MH(PEKITUY (BXK. CBIIO TOYKa 4.4).
CrnemoBaTenHO 001aTa YecTOTa Ha MHPEKIIUITE MOKE /1a C€ YBEIH4IN (0OCOOSHO Ha PUHHUT, OPOHXUT U
ITHEBMOHHS).

Heonnazmu — 0obpoxauecmeaenu, 310Kavecmeeru U HeOnpeoeieHy (6Ki. KUCmu U noaunu,)
PHCKBT OT 3710Ka4ecTBEHOCT, 0COOEHO TUM(OTPOTU(EepaTUBHI HAPYIICHHUS, € YBEIHUCH MTPH

ynorpebaTta Ha HIKOHM UMYHOCYTIPECOPH.

Hapywenus na kxpvéma u aumgnama cucmema

Yectu: JieBKkonieHust (JieBkoruty >2 g/l)

Heuecru: aHeMusl, Jieka TpoMmOonuToneHus (Tpomoonutu <100 g/1)

Penxu: MAHIUTOTICHHS (BEPOSTHO JbIDKAINA CE HA aHTUNIPOIU(EepPATHBEH MEXaHU3bM),
neBkonenus (JieBkouut <2 g/l), eoznnodumms

MHoro peaku: arpaHyJIonuTo3a

CkoportrHa, eTHOBPEMEHHA HITH TIOCiIe/[Balla yIoTpeda Ha MOTEHIIHAIHO MASIIOTOKCHYHH CPEICTBA
MOJe Ja ObJie CBbpP3aHa C IMO-BHCOK PHCK OT XEMaTOJIOTUYHY PEAKITUH.

12



Hapywenus na umynnama cucmema

Yectn: JIEKW AJIEPTUYIHH PEAKIHH

MHoro penku: TEXKHU aHa(DUIAKTUYHN/aHA(DUIAKTOUIHN PEaKIIUU, BACKYJIUT, BKIFOUUTEITHO
KOXXEH HEKPOTHU3UPAIL BACKYIUT

Hapywenus na memabonusma u xparernemo

YecTn: nosumiaBane Ha CPK

Heuectn: XUTIOKAITHEMHUS, XUTISPIIANUAeMUsI, XumodochareMus
Penku: nosuiiaBade Ha LDH

C HeusBecTHA

YeCcToTa: XUMOYPUKEMHUSI

Heuxuunu napywenus
Heuecrn: TPEBOKHOCT

Hapywenus na nepsnama cucmema
UYectu: napecTesus, I1aBodonue, 3amaiiBate, nepudepHa HEBPOIATHUS

Cvpoeunu Hapyuwienusl
Uectn: JIEKO TOBHUIIIaBaHe Ha KPBBHOTO HAJISITaHE

PGZ[KI/IZ 3HAYUTCIIHO IMIOBUIIIABAHC HA KPbBHOTO HAJIAATAHE

Pecnupamopnu, epvbonu u Mmeduacmunaniy HapyuieHus

Penku: WHTEepcTUIMaNHA OenoapoOHa 6oecT (BKIFOUNTEITHO HHTEPCTHITHATICH
THEBMOHHT), KOSITO MOKe Jia ObJie paTamHa

C HeusBecTHa OenopoOHa XUIIEPTOHUS, 0€I0POOSH HOTYII

4ecToTa:

Cmomawmno-upesnu HapyueHus

Yectn: KOJIUT, BKITFOYATEITHO MUKPOCKOTIHYEH KOJIUT, KaTO HAIpUMep TUMQPOIUTEH KOJIHT,
KOJIareHO3eH KOJHT, IHapHs, TaJleHe, MOBPBIIaHe, YBPEKJaHe Ha yCTHATA JIUTaBuIia (Hamp. ahTo3eH
CTOMATHUT, SI3BU B yCTaTa), KOPEMHA 0OJIKa

Heuectu: HapyIIeHHs BbB BKyca

MHoro penku: MaHKPEATUT

Xenamooburuapru Hapyuienus

Yectu: MTOBUIIIaBaHE Ha YepHOAPOOHUTE TTOKa3aTenu (TpancaMuHasn [ocoderno AJIAT],
mo-psiako rama-GT, ankamna docdaraza, OumnpyOnH)

Penxu: XETATHUT, XKBJITCHUIIA/X0JIecTa3a

MHoro peku: TEXKO YEPHOJPOOHO YBPEKIAHE KATO YePHOIPOOHA HETOCTATHYHOCT U OCTPa

YepHOPOOHA HEKPO3a, KOWUTO MOTaT Aa 0baat (aramrHu

Hapymeﬂuﬂ Ha Kodcama u noOKOJICHAMA MbKaAH

Yecru: 3aCHJICH KOCOTaJ, ek3eMa, OOpHB (BKIIOYUTEITHO MaKyJIOIAITyJIO3¢H 00pUB),
ChpOEK, Cyxa Koxa

Heuecru: ypTUKApUS

MHoro peku: TOKCHYHA eMHJepMaliHa HEKPOoJIn3a, CHHIPOM Ha Stevens-Johnson, epurema
Mystudhopme

C HeusBecTHa KOXCH JIYITyC €PUTEMATOIEC, ITyCTYI03CH TICOPUA3HUC WK BIOMIABAHE HA

4yecrora MICOPHA3NC, JISKAPCTBEHA PEAKIIHS C €CO3MHOPUINS U CUCTEMHH CUMIITOMHU

(DRESS), koxHa s13Ba

Hapymeﬂuﬂ Ha MyCKy]lHO—CKe]len’lHama cucmema u C'beauHumeﬂHama MbKAH
Yectu: TEHOCHUHOBUT
Heuecru: pynTypa Ha CyXOXKHIINE
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Hapywenus na 6wopeyume u nuxounume nomuuya
C HemsBecTHA O0BpOpevYHa HETOCTATHYHOCT
YyecTora:

Hapywenus na ev3npouszsooumennama cucmema u 2bpoama
C HensBecTHA rpaHuYHO (00PAaTHMO) TIOHMKABaHE HA KOJIMYESCTBOTO HA CIIEPMATO30HINTE,
YyecTora: oO1Ivst Opoi CrIepMaTo30HUIU U MOABIKHOCTTA UM

Obwu napyuienus u epekmu Ha MACMOMO HA NPULONHCEHUE
YecTtu: aHopekcusi, 3ary0a Ha Teryio (0OMKHOBEHO HE3HAYMMA), aCTCHUS

Cpo011aBane Ha NOJ03UPAHU HEXKEIAHU DEAKIIU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIE]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. ToBa IMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsAKa
0I03UPaHa He)KETaHa peakiiys Ype3 HaIl[HOHAIHA CHCTeMa 3a ChOoOIIaBaHe, MOCOUYCHA B

IIpunoxxenue V.

4.9 IIpeno3upane
CumnromMu

Nma cpoO1ieHus 3a ciiyyan Ha XpOHUYHO TIPEJI03UpaHe MPH MallueHTH, IpueManiy Arava B THCBHU
JIO3H IO TIET BT TO-TOJIEMHU OT MPEMOPBHUUTEIIHATA THEBHA /1032, M CIIyYad Ha OCTPO MPEI03UpaHe
NpY BB3PACTHU ¥ Jena. Hama choOIeHHs 3a HexellaH! ChOUTHS TIPH MTO-TOJIIMAaTa 4acT OT CITy4auTe
Ha npeao3upaHe. Hexxenanure cbOMTHS, ChBMECTHMH C TIPOQHIIa Ha 0€30MacHOCT Ha JIe)IyHOMHM/I ca:
KOpeMHa 00JiKa, TaJicHe, Tuapys, IOBUIIICHH YePHOPOOHH €H3UMU, aHEMUS, JIEBKOTICHHS, ChPOCIK U
o0puB.

OsnagsBaHe

B ciryqait Ha ipero3upaHe Wik TOKCHYHOCT, C€ TIPETOpPhUBa MPUEMAHETO Ha KOJICCTHPAMUH WTH
aKTUBCH BBIJICH, 32 YCKOPsIBaHE Ha eMMUHUpaHeTo. KonecTrupaMuH, MPUI0kKEH MEPOPAITHO B 71033 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOIIY € HAMAIWJ IIA3MEHUTE HUBA Ha
A771726 ¢ oxoino 40% 3a 24 yaca u ¢ 49% 10 65% 3a 48 4aca.

JlokazaHo e, 4ye MPUIIOKEHUETO Ha aKTHBEH BBIJICH (TIpaX, MPUTOTBEH KaTO CYCIIEH3Us ) Ipe3 ycTaTa
WJIN 9pe3 HazoracTpanHa conaa (50 g Ha Bcekn 6 gaca 3a 24 yaca), HaMaJsBa IIa3MEHUATE
KOHIICHTpAITN! Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

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

[poyusanus npu xemoauanuza 1 CAPD (xporndyna amOynaTopHa NepuTOHeallHa AUain3a) MoKa3Bar,
ye A771726, OCHOBHUSAT METa0OIHT Ha JISHIyHOMH HE MOXeE Jia Ce THaTTU3Upa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoauHAMUYHU CBOWCTBA

dapmMakoTepaneBTHYHA TPpyIa: celeKTUBHU nMmyHocynpecopu, ATC kox: L04AKO1

dapmakonorus npu xopa

Jlepmynomuy € 60oaecT-MOTUGUITUPAIIO AHTUPEBMATHYHO JICKAPCTBEHO CPEJICTBO C
aHTHUNPOTU(EepaTUBHU CBOHNCTBA.
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dapmakoJIOTHsl IPHU KUBOTHU

Jlepmynomuz e eekTUBEH MPU MOZJETH HA apTPUT U IPYTU aBTOMMYHHHU 3a00JIIBaHUS NIPY KUBOTHH,
a Taka ChUIO M MIPY TPAHCIUIAHTALIUS, TJIABHO aKo ce MPUJIOKHU BbB (hazaTa Ha ceHcuOunusupane. Toi
MMa MMYHOMOTYJIMPAIIN/MMYHOCYTIPECHBHY CBOWCTBA, IEHCTBA KAaTO aHTUIPOIN(EPATUBHO CPEACTBO
C IPOTHUBOBB3MAIUTEIHH CBOMCTBA. [IpH )KNBOTHHCKM MOJIETIH HA aBTOMMYHHH 3200 IsIBAaHHS
nedIyHOMU/ TOKa3Ba Hall-1o0bp MPOTEeKTUBEH e(eKT MpH MPUIOKEHUE B paHHAaTa ¢a3a Ha pa3BUTHE
Ha 3a00JIsIBaHETO.

In vivo TO¥ OBP30 M TIOUTH HAITBITHO ce MeTabonmu3upa 10 A771726, KOUTO € aKTHBEH in Vitro U ce
NpeArnoiara, 4e € OTTOBOPEH 3a TePareBTHYHHS €(eKT.

MexaHu3bsM Ha IEHCTBUE

A771726, akTHBHUAT METa0OJHT Ha JIehTYHOMU]T, TOATUCKA SH3UMA TUXHPOOPOTAT ACXUIPOTeHAa3a
(DHODH) nipu xopa u nposiBsiBa aHTUIIPOIH(EpaTUBHO ASHCTBUE.

Knnanuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

Eduxacnoctra Ha Arava npu JeueHne Ha PeBMaTOUIEH apTPHUT € JOKa3aHa MpH 4 KOHTPOJIUPaHU
m3nutBanus (1 BsB dasa Il u 3 BeB ¢aza I11). [Ipu ¢aza Il uznursaneto, npoyusane Y U203,

402 y9acTHHIIN C aKTUBEH PEBMATOUICH apTPUT Ca PAHIOMHU3UPAHHU Ha TUTare0o
(n=102),nednynomun 5 mg (n=95), 10 mg (n=101), nunu 25 mg/aueBno (n=104). Jleyenuneto e
MPOABIDKUIIO 6 Mecera.

Bceuuku naruenty BB ¢asa [l n3nursanusTa ca npueMany HavyaiHa o3a oT 100 mg 3a Tpu aHU.
IIpu npoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTHUBEH PEBMATOUACH apTPHUT Ca PAHIOMU3HPAHU Ha
nedaynomug 20 mg nqueBHo (n=133), cyndacanasun 2 g nueBHO (n=133) mnu mianedo (n=92).
JledenueTo e npoabIKWIO 6 Mecena.

[MpoyuBaneTro MN303 e akynraTHBHO CisIo 6 MECeUHO MPOIbIDKEHIE Ha mpoyuBane MN301 6e3
iane0o rpyma, mpu KOEeTo ce CpaBHABA €PEKTHT OT 12 MeceuHo npueMane Ha JISQIyHOMU 1
cyndacanasus.

ITpu mpoyuBanero MN302, 999 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPHUT Ca PaHAOMHU3HMPAHU Ha
nedynomun 20 mg/maesHo (n=501) uau meroTpekcar 7,5 mg/ceaMuyHo A0 15 mg/cenMuuHo
(n=498). obassiHeTo Ha (onueBa KucenuHa e Omio mo u3dop u e npuiarano camo npu 10% ot
nanueHTute. JleueHueTo e mpoapnKuiIo 12 Mecena.

ITpu mpoyuBane US301, 482 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMHU3HMPAHU Ha
nedryHomun 20 mg/maeBHO (n=182), MeToTpekcar 7,5 mg/cenmuyno 10 15 mg/ceqmuano (n=182),
i 1iane6o (n=118). Benuku manuenTy ca nonyyaBany 1o 1 mg ¢onveBa KucenvHa 1Ba MbTH
IHEeBHO. JleueHueTo e mpoapnKuio 12 Mecena.

Jlepmynomuz B aHeBHa no3a Hail-manko 10 mg (10 mo 25 mg B npoyuBane YU203, 20 mg B
npoyusanust MN301 u US301) e nmokasan cTaTUCTHYECKH 3HAYUMO TO-100bp edekT oT mianedo npu
HaMaJIABaHC Ha MPU3HALIUTE U CUMIITOMUTC Ha pCBMAaTOUAHUA apTPUT ITPU BCUUKH

3 mnane6o-KOHTpOoIMpaHy M3NuTBaHusA. CTereHTa Ha OTTOBOP Ha JICYSHUETO 10 KJIacCH(PHUKaLuATa Ha
ACR (AMepHKaHCKHUS KOJIEXK 110 peBMATOJIOTHst), B ipoyuBaneTo Y U203 e 27,7% npu nnanebo,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesHo. [Ipu daza Il uznursanusra,
creneHTa Ha oTroBop o ACR 3a nedayHomua 20 mg/nueBHO, cpsamo manebo e 54,6%, cripsmo
28,6% (mpoyuBane MN301) u 49,4%, ciipsimo 26,3% (mpoyusane US301). Cnen 12 mecena Ha
AKTUBHO JICYCHHUE, cTeneHTa Ha oTroBop o ACR npu manuenTure Ha neduyHomu € 52,3%
(mpoyuBanust MN301/303), 50,5% (npoyusane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% npu nauueHTute Ha cyndacanaszus (nmpoyusanust MN301/303), u merorpekcat - 64,8%
(npoyuBane MN302) u 43,9% (npoyusane US301). [Ipu npoyusane MN302 nedryHOMU ©
3HAYUTEIIHO MO-cNabo edekTHBeH oT MeToTpekcat. Obaye, npu npoyuBane US301 He ca ycraHOBEHH
3HAYMMHU PA3IUKU MEXAY Je(QIyHOMUI ¥ METOTPEKCaT, B IbPBUYHHUTE IapaMeTpu 3a eukacHocT. He
e HaOIroaBaHa pasinka Mexry aeduryHoMu u cyidacanasus (mpoyuBane MN301). EdextsT oT
JICYEHHETO C NeQIIyHOMH]] Ce € MPOsIBII ciiell 1 Mecen, cTabmim3upai ce e ciex 3 1o 6 Mecela 1 e
IIPOABIDKUII TI0 BpEME Ha LIeJIns KypC Ha JICUeHHE.

15



Panpomusupano, TBOWHO-CIIAIO, apajJeTHOTPYIOBO, HOHUH(EPHOPHO MPOYyYBaHE, CPABHSBA
OTHOCHUTENHATa e()UKACHOCT Ha JIBE Pa3IMYHU JHEBHU MOABPKAIIH 103U JeduryHomua 10 mg u

20 mg. OT pe3ynTaTure MOXKe JIa CE 3aKJII0YH, Ue Pe3yJITaTUTEe 3a ehUKACHOCT Ha MOIbpIKAIIATa 1032
ot 20 mg ca 1mo-01aronpUATHU, HO OT ApYyra CTpaHa, pe3y/ITaTuTe 3a 0€30I1aCHOCT ca B I10J13a Ha
moTbprkamara go3a ot 10 mg.

Ileouampuuna nonynayus

JlediyHoMuA € u3cienBaH B OTJCIIHO MYJITULEHTPOBO, PAHIOMU3UPAHO, ABOMHO-CIIANO0, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 nauuentu (47 B rpyna) ¢ NOJIMapTUKYJIAPEH TUI IOBEHUIIEH
peBMaToueH apTput. [lanmenture ca Ha Bb3pact 3-17 roAMHHU, C AKTUBEH NOJINAPTUKYJIAPEH THIL
IOPA, He3aBuCHMO OT HA4aJIOTO HA 3a00JISIBAHETO U HE ca JICKYBaHHU JI0Cera ¢ METOTPEKCaT WK
nedaynomua. B ToBa m3nuTBaHe, HaTOBapBalaTa 103a U NOAbprKAIIATa 103a Ha JeQIyHOMHU ca
OTIpeJIeJICHH B TPU KaTeropuu, B 3aBUCUMOCT oT Terioro: <20 kg, 20-40 kg u >40 kg. Cnexn

16 ceamuiy Ha JieueHHe, pa3IMKaTa B CTENIEHTa Ha OTTOBOP € CTATUCTUYECKU 3HAaUYUMa B I10J13a Ha
metotpekcart rpu FOPA Omnpenensiae Ha nogoopenueto (OIT) >30% (p=0,02). Ilpu pearupanure, To3u
OTrOBOp € MOJABbPXaH B MPOAbIDKeHHE Ha 48 ceaqmuiu (BX. Touka 4.2).

XapakTepbT Ha HeXeJJaHUTe ChbOUTHA Ha Je(IyHOMUA U METOTPEKcaT U3IIIEXK 1A CXOJEeH, HO 103aTa,
U3I0J13BaHa [P MALUEHTHU C O-HUCKO TEIJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3ULUS (BXK. TOUKA
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MmacHa MpenopbKa 3a J03UPOBKa.

lcopuamuuen apmpum

EduxacHoctTa Ha Arava rpu JiedeHHe Ha IICOPUATHIEH apTPUT € 0Ka3aHa NPy KOHTPOJIUPaHO,
PaHAOMU3UPAHO, 1BOMHO-cisAno nmpoyuBaHe 3L01 npu 188 nanueHnTu ¢ ncopuaTuyueH apTpuT,
nexkyBanu ¢ 20 mg/neH. [IpoaboKuTeTHOCTTa Ha JIeueHHe € 6 Mecena.

Jlepnmynomuz 20 mg/neH e 3HaYUTEIHO MO-J00Bp OT Miane0o 3a HaMaIsiBaHE HAa apTPUTHUTE
CUMTOMH HpH nanuenTty ¢ ncopuatuyer aptput: KOJIIIA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupainte ca 59% B rpynara Ha nedaynomun u 29,7% B rpynaTa Ha
wiane6o 1o 6 mecena (p<0,0001). EdexrsT Ha nedurynomMu BbpXy nogodpsiBane Ha QyHKIMATA U
HaMaJsiBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Tocmmapkemuneosu npoyueanus

Panpomusupano npoyyBaHe oLeHsIBa KIMHUYHO e(hrKacHaTa CTENEH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, kouro ca momyuasanu 20 mg unu 100 mg nepiynomun B
JIBE TIapajiesTH! TPYIIH, [0 BpEMe Ha Ha4aJIHHs TPUIHEBEH JIBOMHOCIAMN nepuoia. Havamaust nepuon e
HOCJIEeBaH OT TPUMECEUEH OTKPHUT MOAIbPrKAIL IIEPHOA, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
noiydvasaiu jgedayHoMun B 1o3a 20 mg nuesHo. He e HaOmogaBaHo HapacTBaHe Ha 00IIAaTa Moj3a B
u3cJeiBaHaTa IMOoMyJalys Mpy MPHI0KEHUEeTO Ha HaToBapBallla CXeMa Ha npuiarane. J[anHuTe 3a
0e30macHoOCT, MOJIyYeHH OT ABETE IPYyNHU Ha JIEYCHHUE, Ca B CHOTBETCTBUE C U3BECTHHS PO Ha
Oe3omacHOCT Ha J1e()IyHOMH, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHU HEKEJIaHU ChbOUTHA U Ha
TIOBUILIEHU Y€PHOAPOOHHU €H3UMH € TI0-BUCOKA MPH MallUeHTHUTE, MOTyvYaBally HaToBapBala /103a oT
100 mg neduryHOMUI.

5.2 ®apmakokMHETUYHH CBOWCTBA

Jlepmynomuz 6bp30 ce MeTabonm3upa 10 aKTUBHHASA CH MeTabonuT, A771726 upe3 “first pass”
MeTabonu3bM (Ype3 OTBapsiHE Ha MPHCTEHA) B YpeBHATA CTE€HA U yepHus apoO. [Ipu npoyuBane ¢
M30TONHO Genssan “C-neayHOMEI Ipy TpUMa 3paBH JOOPOBOJIH, HE € HAMEPEH HEMPOMEHEH
nedayHOMU/ B TUIa3MaTa, ypuHaTa win ¢exanuure. [lpu Apyru mpoydBanus, psiaKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(hIyHOMU B IJIa3Mara, B IUIa3MEHH HUBA OT MopsiabKa Ha ng/ml.
EnuHCTBEHUAT painoaKTHBEH META0OMUT B TuTazmata ¢ A771726. To3u MeTaboHT € OTTOBOPEH U 32
edexTuTe Ha Arava in vivo.
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AOGcopOrus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopbOupa. BpemeTo 3a jocTurane Ha MaKCMMajHaTa [U1a3MeHa KOHIeHTpanust Ha A771726 e MHOTO
pasnugHO: MeXay | u 24 gaca cien eqHOKpaTHO npueMane. JledryHoMua Moxe f1a ce mpueMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTENEeHTa Ha abcopOLus € CpaBHUMA Ha IJIaJIHO ChbCTOSHUE U ClIe
xpanene. [lopaan U3BbHPEIHO IBJITHA NOTYKUBOT Ha A771726 (0Kos0 2 ceAMULN), IPH KITMHUYHUTE
MPOYYBaHUS € U3ITOJI3BaHa HaToBapBama g03a oT 100 mg 3a 3 qHuU 3a M0-0BP30 MOCTHTaHE HA
crarmoHapHH HUBa Ha A771726. M3unciieHo e, ue 6€3 HaToBapBaIia /103a, 3a TOCTUTAHETO Ha
CTallMOHAPHU IJIa3MEHU KOHLEHTPALUH L€ ca HEOOXOIUMH MOYTH JIBa Mecela npuiioxenue. [Ipu
MIPOYYBAHUS C MHOTOKPATHO NMPHJIOKEHHUE, TP NMALMEHTH C PEBMAaTOUIEH apTPUT,
(hapMaKOKMHETUYHHTE TIapaMeTpu Ha A771726 ca TuHEHHM 3a 030BUs AMAIa3oH oT 5 10 25 mg. [pu
TE3U MPOYYBAHMS, KIIMHUYHUAT €eKT € IPSKO CBbP3aH ¢ Iula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JHEeBHaTa J03a Ha jedayHomua. [lpu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaIys
Ha A771726 B cTaumoHapHO cheTossHUE € npubam3utenHo 35 pg/ml. Ilpu cranmonapHo chCTOsTHHE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHU C T€3U IIPH SIUHUYHA 1034,

Pasnpenenenue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOoTeHHUTE (anmoymunaute). HecBbp3anaTa
yacT e okoJo 0,62%. Cepp3BaneTo Ha A771726 ¢ mma3MeHus andOyMuH € TUHEHHO B pAMKUTE Ha
TepaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOMIHO MPU HalUeHTH C
pEBMATOUICH apTPUT WM XpOHHYHA OBOpEeYHa HEAOCTATHYHOCT. EKCTEH3MBHOTO CBBbpP3BaHE Ha
AT71726 c mpoTenHUTE MOXE Ja TOBEAC 10 M3MECTBAaHE Ha APYTH EKCTCH3UBHO CBBhP3aHH JIEKapCTBA.
[IpoyuBanus in vitro 3a B3aMMOJAEHCTBHE Ha HUBO CBHP3BaHE C IUTa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH He TIOKa3BaT B3auMoieiicTus. [1o1o0HM mpoyuBanus ¢
nbynpoden u auknodeHak cpIIo He MoKa3BaT u3MecTBane Ha A771726 oT MACTOTO My Ha CBbp3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HUINYKE HA TOIOYTaMHI.
A771726 nzmectBa ubynpodes, quknodenax u Toa0yTaMuI, HO HeCBbp3aHaTa (QpaKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 1o 50%. Hsama nannu 3a KIIMHAYHO 3HAYCHHE HA TE3H
edextu. [lopaau 3HAaYUTEITHOTO CH CBBP3BaHE ¢ Ila3MeHuTe OenThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoiso 11 nutpa). He e yctanoBeHo npedepeHInaiHo moeMaHe 0T epUTPOLIUTHTE.

Buorpauchopmarus

Jlepmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Opyry BTOPOCTETICHHU
MeTabonuTH, BKIoUnTeTHO TFMA (4-TpudiryopomeTmianuint). MetabomuTHaTa
ounotpanchopmanus Ha nedayHoMua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30MaJIHATa, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppakuuu. IIpoyuBanus 3a B3auMOAEHCTBHE ¢ TMMETHIVH (HecTieln(pUUCH HHXUOUTOP Ha
nuroxpoM P450) u pudammunmn (HecienuduueH nuroxpom P450 uHAyKTOP) IOKA3BAaT, ye in vivo
CYP enzumuTe yyactBat B MeTaboIM3Ma Ha JIeIyHOMU CaMO B MaJIKa CTETIEH.

EnumMunupane

Enumunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHAIMOHHUAT HOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiiokeHue Ha OesnsizaHa ¢
M30TON 71032 JIe(hIyHOMH, PaANOAKTHBHOCTTA CE OT/IEINS €JHAKBO BBB (DEKATMUTE, BEPOSTHO UpE3
SIIMMUHHPAHE C XKIIbUKaTa, U B ypuHata. A771726 Moxe 1a ce OTKpUe B ypuHaTa U PEKAIUUTE 10
36 nHU cien eAHOKpATHO NMpHueMaHe. [ TaBHUTe MEeTaboINTH B ypHHATa ca TIIIOKYPOHHUIN Ha
nedmyroMu (raaBHO B mpodute oT 0 10 24 gaca) 1 OKCaHUIIOBO TTPon3BoIHO Ha A771726. BeB
(exanuute ce oTKpuBa rinaBHO A771726.

YcTaHOBEHO €, e IpH X0pa MPHUIIOKEHNETO Ha MepopaHa CyCIIeH3 s aKTHBEH BBIJIEH Ha TIPax Wiu
KOJIECTUPaMUH BOJH 10 OBP30 U 3HAUMTETHO YCKOpsIBaHE Ha eKCKpeuusaTa Ha A771726 n HamansiBaHe
Ha IJIa3MEHUTE KOHLIEHTpauu (BX. Touka 4.9). ToBa ce ABIKH HAa CTOMAIIHO-YPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITK Ha TIPEKbCBaHE HA CHTEPO-XEMaTaTHHS [IUKBJI.
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br0Opeuno yBpexaaHe

JledmyHOMU/I € IPUIIOKEH B IMHIYHA TepopaiHa j103a oT 100 mg npu 3 manueHTy Ha XeMoTualin3a
1 3 MaMeHTH Ha IPOIBJDKUTENHA repuToHeanta auannia (CAPD). dapMakokuHETHKATa HA
AT771726 ipn manmenTr Ha CAPD m3ritexxna cXomaHa ¢ Ta3u MpH 31paBu 100poBod. [10-06p30
enuMuHUpane Ha A771726 e HaOnMroAaBaHO MPU MANMECHTUTE HA XEMOIUAIN3a, KOSTO HE CE KU Ha
SKCTpaKI¥s Ha JICKAPCTBEHUS MTPOIYKT B AUAIIA3ATA.

YepHOapoOHO YBpEKIAHE

Hsma naHHU 3a JIeyeHHEe Ha MAalMEHTH ¢ YePHOIAPOOHO YBpEeKIaHe. AKTUBHUAT MeTaboauT A771726 ¢
CBBbP3aH B roJsiMa CTEIEH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cexpenus. Te3u npouecu Mosxe 1a ObAAT MOBIUSHH OT YEPHOIPOOHA TUCPYHKIIHA.

IlenuarpuyHa momyJamus

®dapmakokuHeTHKaTa Ha A771726 ciien mepopaliHO PUIIOKEeHHE Ha JIeQIyHOMI € U3ciieBaHa IpH
73 meauaTpUYHU MAITUEHTH C MMOJINAPTUKYJIAPEH THIT IOBEHIUICH peBMaTouaeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. PesynraTute oT momynanuoHeH (apMaKOKHHETHYCH aHAIU3 Ha TE3H
MPOYyYBaHUs MIOKA3BaT, Ye MEAUATPUIHUTE MAUEHTH ¢ TeslecHO Terio <40 kg nmart HamaneHa
crcreMHa excrio3unms (n3MepeHa upe3 Cgs) Ha A771726, mogo0HO HAa BE3PACTHUTE TAITUEHTH C
peBMAaTOHICH apTPUT (BX. TOUKa 4.2).

Crapyecka Bb3pacT

(DapMaKOKI/IHeTI/I‘-IHI/ITe JAaHHU IIpHA JTUlla B CTapUCCKa Bb3pacT (>65 FO,I[I/IHI/I) Ca OrpaHnu4cHH, HO
CbOTBCTCTBAT Ha (l)apMaKOKI/IHCTI/IKaTa IIpyu NO-MJIaAUTC Bb3PACTHU.

5.3 IlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JlepmyHoMua, IpUIIOKEH MEPOPATHO U MHTPANICPUTOHEATHO € U3CJICABAH B IIPOYUYBaHHS 32 OCTpa
TOKCHYHOCT IIPY MHUIIKH U IUTBXOBE. [Ipoy4BaHMs MPH MHOTOKPATHO TIEPOPAITHO MPUIOKEHHUE Ha
nedIyHOMUA IPU MUIIKY 3a TIEPHUOJ OT 3 Mecella, IUTbXOBE U KydeTa 710 6 Mecena u MaiiMyHH 10

1 Mecel mOKa3Bart, ye INIABHUTE TAPT€THU OPTraHH 32 TOKCUYHO YBPEXKIaHE ca KOCTHHUS MO3bK, KPBBTa,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTta, Jajiaka, TAMyca U TuMHHUTe Bb3IH. | TaBHUTE edeKxTH ca
aHeMusl, JICBKOTICHHS, HaMaJieH Opoii Ha TPOMOOIIMTHTE U MaHMHEJIONATHS ¥ 0TPa3siBaT OCHOBHUS
MEXaHH3bM Ha JCHCTBHE Ha BelecTBOTO (moaTuckane Ha cuaTe3ata Ha JJHK). Ilpu mibxoBe u kyueTa
ca Hamepenu Tenna Ha Heinz w/unu Howell-Jolly. pyrure edextn, ycTaHOBeHH BBPXY CHPILETO,
yepHUs Apo0, KOPHESATA U pECIMPATOPHHS TPAKT OMXa MOTJIH Ja ce O0SCHAT ¢ HH(EKIUH BCIIEICTBUE
Ha UMYHOcyTpecusTa. TOKCHYIHOCT MPH KUBOTHUTE € YCTAHOBEHA TP JIO3H, CKBHBAJICHTHH Ha
TEpaneBTUYHUTE JO3H NP XOpa.

Jlepmynomun He e myTareHeH. Bropoctenennust Metabonut TFMA (4-tpudryopoMeTHITaHUIINH )
MIPEIN3BHUKBA KIaCTOTEHHOCT U TOUKOBU MYTAlMH i Vitro, KaTo JUICBAT AOCTAaThYHO JaHHU JalH TOU
MOXe Jja IPEeIU3BHKa TO3H €EKT in vivo.

[Ipu npoyuBaHe 3a KAPLIMHOTCHHOCT MPH ILTBXOBE, Je()IYHOMUA HE € TIOKa3al KapLUHOTeHEH
noreHuyai. [Ipu mpoyyBane 3a KapIUHOT€HHOCT IPY MHUIIKH € Ha0JII0JaBaHa I0-BUCOKa YeCTOTa Ha
37I0KaueCcTBEH TUM(OM MPH MBKKUTE B TpylNara Ha Hal-BHCOKA /1032, HA-BEPOSITHO ABJDKAIIL CE HA
UMYHOCYTNpecuBHU eeKT Ha JeduryHoMu . [Ipu 5KeHCKH MUIIKH € HaOI0AaBaHO J0303aBHCHMO
yBeJIHYEHHE Ha YecToTaTa Ha OPOHXHMOJIO-aIBEOJIAPHHU aJeHOMH U KapLIMHOMH Ha Oenusi 1po0.
3HaYeHUETO Ha Te3H HAXOJKH MPH MUILKH 32 KIMHIUYHATA yHoTpeda Ha JedayHoMua He e
YCTaHOBEHO.

JlepmyHoMuza HIMa aHTUI'€HHH CBOMCTBA MPH KUBOTHHCKU MOJEIH.
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Jlepmynomuz € eMOPHOTOKCHYEH U TEPATOT€HEH IIPU TUTHXOBE U 3aiIM B paMKHUTE Ha
TEPaNeBTUIHNTE JO3U IIPU XOPa U MPUINHABA HEXXEJIaH! PEaKIUi BbPXY MBXKKUTE PENPOTYKTUBHU
OpraHH MPH MPOYYBAHUATA 32 TOKCUYHOCT ITPH MHOTOKPATHO MpHIIoKeHUE. DEPTUIIUTETHT HE €
HaMaJIeH.

6. DAPMAIEBTUYHHU JAHHU

6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA

Tabremno a0po:

apeBnuHo HuIIECTE

IoBumon (E1201)

Kpocnosugon (E1202)

CununmeB TUOKCH]I, KOJIOUCH 0€3BOICH

Maruesues creapar (E470b)

JlakTo3a MoHOXHIpAT

Qunmoso nokpumue:

Tank (E553b)

Xunpomenosza (E464)

Turanues auoxcuna (E171)

Maxkporon 8000

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHoCT

3 roauHU.

6.4 CuoeuuaJjHu ycJI0BHUSI HA CbXPAHEHUE

bimmcrep:  [la ce cbXxpaHsiBa B OpUTMHAIHATA OIIAKOBKA.
Byrunka:  CexpansBaiiTe OyTHIIKaTa IDTBTHO 3aTBOPEHA.

6.5 Buau chabp:xaHue HA OMAKOBKATA
bmucrep:  Amymunnit/amymunanes omuctep. OmakoBku: 30 u 100 dunMupanu TabIeTKy.

Byrunka: 100 ml HDPE 6yTtuika ¢ mmpoko I'epio, ¢ Karnayka Ha BUHT C BrpaJicH KOHTEHHep 3a
n3cymasane, chappxkama 30 mwiu 100 punvupann TabiaeTK.

He Bcuuku BHIOBE ONTAKOBKU MOTAT Aa ObJIAT IyCHATU B TPOJAXK0A.
6.6 CroenuajJHU NpeaNa3sHu MePKH MPH U3XBBPJIsIHE H padoTa

Hsama cnenuanay M3MCKBaHUS 3a HU3XBBPJIAHE.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,
I'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/001-004

9. JATA HA II'bPBO PA3ZPEINABAHE/IIOJJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBoO pazpemanane: 02 centemBpu 1999 r.
Jlata Ha nocimeauo nogHoBsaBane: 01 romm 2009 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[onpo6bna nHbopManys 3a TO3M JEKapCTBEH NMPOAYKT € MpeJocTaBeHa Ha yebcaiita Ha EBponelickaTa
areHIs 1o JekapcTBaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 20 mg ¢puiMupaHy TaOJIeTKH

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

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

3a IIBJIHUA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

JKbnrennkasa 1o oxpa, TpUbI'bIHA QUIMHpaHa TabneTka, ¢ orneyarano ZBO ot exHaTa cTpana.

4. KJIMHUYHU JAHHN
4.1 TepaneBTHYHHU MOKA3AHUS

.HC(i)J'IYHOMI/I,Z[ € IMOKa3aH 3a JICUCHHC Ha Bb3pACTHU MAIUCHTH C:

o AKTUBEH PEBMATOMICH apTPHUT KaTo “OosiecT-MOAN(UIIMPAIIO aHTUPEBMATUYHO JIEKAPCTBEHO
cpeactso” (BMAJIC)
o AKTUBEH NICOPUATHYEH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHUE C XeTMaTOTOKCHYHN MK XematoTokcnyan BMAJIC (Hamp.
METOTPEKCAT) MOXKE /1a IOBEJIE 10 YBEIMUEH PUCK OT CEPHO3HHU HEXEJaH! PeaKiiy; CICA0BaTEIHO,
Npeay 3aroYBaHe Ha JEYEHUETO ¢ JedayHoMua, TpsioBa ga Obae BHUMATEIHO MPELCHEHO
CHOTHOIIIEHUETO T0JI3a/PUCK.

Hemo noseye, cmsiHaTa ot nedayHomun Ha Apyro BMAJIC Ge3 cia3Bane Ha oyHMcTBaIaTa Mpouesypa
(BX. Touka 4.4), MOXe Jla YBEJIHYHU PUCKA OT CEPUO3HU HEXKEIaH! PeaKliy JOPU ABJITO BpEME Clie]
CMsHAaTAa.

4.2 Jlo3UpOBKA M HAYUH HA NPUJI0KEHHE

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

EnHoBpemenHO TpsiOBa Ja ce onpenensT ajanud aMmuHoTpaHncepaszara (AJIAT) uiu cepymHaTa
rirytamat-upyBat Tpancdepasza (CI'TIT) u mpiiHa KpBBHA KapTHHA, BKITFOUYUTEITHO TU(EPEHIINATHO
OpocHe Ha OenuTe KPhbBHH KJIETKU U OpOsi HA TPOMOOIIUTHTE, & TIOCIIE JIa Ce U3CNIEABAT ChC ChIIlaTa
YecToTa:

o Npe/Iy 3aM0YBAHETO Ha Je(IyHOMUI,
. BEJIHBXK HA JIBE CSJMHITH MPEe3 MbPBUTE 6 Mecena OT JICUSHUETO, |
. BEIIHBX Ha BCCKU 8 CEIMUIIN CIIe]T TOBa (BXK. Touka 4.4).
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gO?»H[}OBKa

o [Ipu peBMaTOnIeH apTpUT: TepanusiTa ¢ JieITyHOMII OOMKHOBEHO 3aI104Ba C HaTOBapBaIlia
nmo3a ot 100 mg enuH IbT THEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaliara
Jl03a MOXKE J]a HaMaJIi PUCKa OT HeXKEJIaH! ChOUTHs (BXK. Touka 5.1).
[Ipenopbuntenyara noaappxaiia go3a ¢ 10 mg g0 20 mg nedryHOMU €IUH BT THEBHO, B
3aBUCUMOCT OT TEXECTTa (aKTUBHOCTTA) Ha 3a00JIIBAHETO.

o [Ipu ncopuaTHyeH apTpUT: TepamnusTa ¢ JeQIyHOMHU 3all0yBa ¢ HaToBapsaiua 103a ot 100 mg
€IVH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

IpenopbunTenHata moaabpiKaiia 103a ¢ 20 mg aedIyHOMH] €IUH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT eeKT OOMKHOBEHO 3arouBa ciell 4 10 6 CeMUITU U MOXKE JOIBIHUTEIHO Ja Ce
noto0pu 3a nepuoj ot 4 10 6 Mecera.

He ce mpenopbuBa npomsiHa Ha 103aTa MPH MALMEHTH C Jieka 0b0peuHa HeJ0OCTaThYHOCT.

He ce u3nckBa npomsiHa Ha 103aTa MpHU MALUEHTH Hajd 65-TOAMIIHA Bb3pacT.

Ileouampuuna nonynayus

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

Oe3omacHocTTa NpHU 10BeHMWIEeH peBMaroneH apTput (FOPA) ne ca ycranoBenu (Bx. Touku 5.1 u 5.2).

Hauun Ha OPHUITOKCHHUC

Tabmetrkure Arava ca 3a mepopaiiHo nmpuioxeHue. TadneTknuTe TpsOBa 1a ce MOTIBIIAT MEeJH C
JIOCTaThYHO KOTHUYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha e IyHOMHU/] HE CE TOBJIHSIBA, aKO CE
mpreMa ¢ XpaHa.

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

enuaepMaliia HeKpon3a, epureMa MynTudopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHT TepU(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEIIECTBA, U30POCHH B

Touka 6.1.
. [anuenTu ¢ yBpeneHa 4epHOAPOOHa QYHKIIHSL.
. [TanmenTu ¢ Texxkn umyHoaepuuuTHN cheTognus, Harp. CITMH.
. [ManeHTH ChC 3HAYUTETTHO YBpEeeHa GYHKIUS HA KOCTHHS MO3BK WITH TEKKa aHEMUS,

JICBKOIICHHS, HEYTPOIICHHS MIIM TPOMOOIMTONICHHSI, HOPaa IPUIMHH, Pa3InYHU OT
PEBMATOUECH WIN IICOPUATUYEH APTPUT.

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

L4 HaLII/ICHTI/I C YMEpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3all0TO JIUIICBA JOCTATHYHO
KIIMHUYCH OITUT ITPU Ta3u rpyna rnamnueHTH.

. [MatmeHTH ¢ TEXKa XUIIONPOTSHHEMHS, HAIP. IPX HEYPOTHUCH CHHIPOM.
. BpeMeHHH KEeHU WIN KEHU C IeTEPOJeH NIOTEHINAJ, KOUTO HE U3I0JI3BAT MOAX0AA1A
KOHTpAaLENIHs 10 BpeMe Ha JICYEHHETO C JIeIyHOMH] U CJIEM TOBA IOKATO IJIa3MEHUTE HUBA

Ha akTUBHUS MeTaboiut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBane Ha JIEYEHUETO C
nedryHOMU TPSIOBA 12 ce U3KITIOYH OPEeMEHHOCT.
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. Koepmemu sxenu (Bk. Touka 4.6).
4.4 Chenuananu npeaynpeskaeHus! U NpeANa3sHil MePKH IPH ynoTpeda

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

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

4 cegmuny. Morart 1a Bb3HUKHAT CEPUO3HM HEKEJIAaHHU PEaKLUH (Harp. XemaTOTOKCHYHOCT,
XEMaTOTOKCHYHOCT, WJTH aJIeprUYHU PEeaKLnH, BXK. T0-I0J1y), JOPH aKO JIEYCHUETO C JIehITyHOMHT €
ouno cnpsHo. CrieoBaTeNnHo, KOraTo Bb3HUKHE 1M0100HA TOKCHYHOCT WIIM aKO 110 HAKaKBa Apyra
npuurHa A771726 tpsiOBa na Obzie OTCTpaHeH ObP30 OT OpraHu3Ma, TpsIOBa Ja ce cras3Ba
ouycTBaara npouexypa. Ilpouenaypara Moxe J1a ce IOBTOPH, aKO € KIMHUYHO HEO0XO0AUMO.

3a ouncTBaIiara nporeaypa u Jpyru MPenopbYUTETHA MEPKH B CITydail Ha KellaHa WK
HEenpeBUIeHa OPEMEHHOCT, BUXKTE ToukKa 4.6.

YepHoapoOHH peakInu

Penxu ciyvan Ha TeKKO YepHOAPOOHO YBpEkKAaHe, BKIFOUUTEIHO ¢ (haTalieH U3XoJ1 ca Ouin
ChOOIIaBaHU 110 BpeMe Ha JieueHHeTo ¢ Jeduynomu. [loBedeTo oT ciiydanTte ca Bb3HUKHAIH NIPe3
nspBUTE 6 Mecela Ha JieueHHueTo. YecTo € Halmule ChbIIbTCTRAILA TEPANUs ¢ JPYTH XEMaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTH. BaykHO € fa ce ciieABaT TOYHO MPETOPHKUTE 32 TPOCIIeIsIBaHe.

Tpsab6sa na ce onpenenu AJIAT (CI'TIT) npean 3anouBane Ha JieIyHOMHI, a TIOCIIE /1A CE U3CIIEABa
ChC ChLIATa YECTOTA KAaTO IIbJIHATa KPbBHA KapTHUHA (Ha BCEKH JBE CEAMUIN) NPE3 IIbPBHUTE ILIECT
Mecela OT JICUCHUETO, a CJIe]] TOBA BEIHBK Ha BCEKH § CEAMUIIM.

[Ipu yBenmuenne Ha AJIAT (CI'TIT) ot 2 o 3 mbTH Haj ropHaTa rpaHUlla Ha HOpMATa, MOXKE Jia ce
00chau HamaisiBaHe Ha mo3arta oT 20 mg Ha 10 mg, kaTo TpsiOBa 1a Oblie MPOBEICHO SKECEIMUIHO
Haomonenne. Axo yeennueHnero Ha AJIAT (CI'TIT) e 2 mbTu HaJ HOpMaTa U MEPCUCTHPA WIIH
YBEJIMYEHHUETO € MIOBeYE OT 3 MbTH HaJl HOpMaTa, IpUEMaHeTo Ha JiedryHOMH] TpsiOBa ce
MIPEyCTaHOBH M JIa ce IIpeMUHE KbM OYHCTBalIaTa mpoueaypa. Ilpenopbua ce mpoabkaBaHe Ha
MOHHUTOPHUPAHETO Ha YEPHOAPOOHUTE EH3UMH CJIE]] TPEyCTAaHOBSBAHE HA JICYUSHUETO C JIEPIYHOMHU] 10
HOpMaJIM3UpaHe Ha EH3UMHUTE HUBA.

[Mopaau Bb3MOKHOCTTA 32 JOMBJIHUTEIIHU XENAaTOTOKCHYHH e(PEeKTH, Ce MpenopbyBa yrnorpedara Ha
AJIKOXOJI J1a ce M304TrBa 10 BpeMe Ha JISYSHUETO C JIe(hTyHOMHU/T.

Tl KaTO aKTUBHUAT MeTa0ONUT Ha JedryHOoMUI, A771726, ce cBbp3Ba B ToJsiMa CTETICH C
MPOTEUHMUTE U CE SIIMMUHUPA Ype3 YCPHOAPOOCH MeTa0O0JIM3bM U JKITbYHA CEKPEIHsl, TIIa3MCHHUTE
HuBa Ha A771726 ce oyakBa 1a ObJaT MOBUIIICHHU MPH IMAIUEHTH C XUIIONPOTEHHEMUS. Arava e
MIPOTUBOIIOKA3aH MIPH MAIMEeHTH C TEXKa XUTIOMPOTEHHEMIISI WJIH YBpeieHa QYHKINS Ha YepHUS Apo0
(Bx. Touka 4.3).

XeMAaTOJIOTHYHHU PEAKITNHU

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

[Ipu manueHTH ¢ Mpe/IIecTBAIIa AaHEMHUS, JICBKOTICHUS U/WIIA TPOMOOIIUTONICHHS, a TaKa ChILO U MPH
MAIEHTH C yYBpeeHa GYHKITHS Ha KOCTHUS MO3BK WIJIH MPU TAKWBA C PUCK OT MOATHCKAHE HA KOCTHHSI
MO3bBK, pUCKBT OT XEMATOJIOTMYHU HAPYIICHHS € YBEINYeH. AKO Bh3HUKHAT TaKUBa €EeKTH, TpsiOBa
Jla ce B3eMe IPEelIBUJ] OYHCTBaHE (BXK. TI0-/I0JIy) 32 HAMAJIIBaHE Ha Iia3MeHUTe HuBa Ha A771726.
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B ciyvaii Ha TeKKH XeMaTOJIOTHYHH PEaKINH, BKIIOYUTEITHO MAHIUTONCHHS, Arava 1 BCsIKa
€IHOBpEMEHHA MUEJIOCYIPECHBHA Tepamnusl Tps0Ba 1a ce CIpe U Ja ce 3all0yHe OYKMCTBAlla IpoLeaypa
OT JIe(hTyHOMUI.

KomOuHanust ¢ Apyru JieueHust

Ymnorpebara Ha neIyHOMUA C aHTUMAJIAPUIHY TTPenapaTH, W3IIOJI3BAHH [TPH PEBMATHYHH
3a00saBaHys (HATp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO WM IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIFOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA He € JOCTAThYHO M3CJIeIBaHA B PaHAOMU3UPAHH
M3MHATBAHUS (C H3KITIOUEHUE HA METOTPEKCAT, BXK. TouKa 4.5). PUCKBT, CBBpP3aH ¢ KOMOMHHPAHOTO
JIeYeHUE, 0COOEHO OT MPOABDKUTEIIHOTO JICUCHHE, HEe € M3BECTeH. T'hil KaTO TaKOBA JICUCHHE MOXKE J1a
JIOBEJIC 10 HATPYIIBAIla Ce WU JIOPH J0 CHHEPrHYHAa TOKCUYHOCT (Harp. XenaTo-miu
XEMaTOTOKCHYHOCT), KoMOuHarusta ¢ 1pyro bBMAJIC (Hamp. MeToTpeKcar) He € MpernophUnTEITHA.

EnnoBpeMeHHOTO NpHIIoKeHHEe Ha TepUIIyHOMH/L ¢ JTehTyHOMUJI HE Ce MPErnophyBa, Thil KaTo
nedIyHOMU € U3XOIHOTO ChbeMHEHHE Ha TePUITyHOMHU.

IIpeMuHaBaHe KbM APYIO JEUCHUE

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

Ilo ChIIUA HAYMH, CKOPOUIHO JICYEHUEC C XECTTATOTOKCUYHU WM XEMATOTOKCUYHHU JICKAPCTBCHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE [1a JOBCC 10 YBCIMYCHU HCKCIIaHU PCAKIUHN, CIICAO0BATCIIHO,
npeau 3aro4YBaHe HaA JICUHCHUCTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

KoyxHu peakmu

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

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM ToKCHYHA enUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHouins u cuctemuu cumnToMmu (DRESS) ca cho0iaBanu npu
NalyeHTH, JIeKyBaHu ¢ jediayHomua. Koraro ce HaOmogaBaT KOXKHH W/UITH MyKO3HU POMEHH, KOUTO
MOPaK/IAT IOI03PEHHUE 32 TAKMBA TSIKKU PEakivu, Arava H BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparust
TpsiOBa Jja OBb/Ie IPEYCTAHOBEHA U 1A C€ 3aII0YHE He3a0aBHO OUMCTBAIATA MPOIIEaypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO ITBJIHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npuemMane Ha Je(IyHOMU/ € MPOTHUBOIOKa3aHo (BX. Touka 4.3).

Xemogpazoyumna rnumgoxucmuoyumosa (haemophagocytic lymphohistiocytosis, HLH)/Cundopom na
axmueupane Ha Mmaxkpogazume (macrophage activation syndrome, MAS):

XemoaronurHa muMpoxuctronntosa (HLH), BKmtounTenHO CHHIPOM Ha aKTUBUPaHE Ha
makpodarute (MAS), e cro0maBana Npy MAUCHTH, JIEKYBAaHH C JICQIyHOMHU.

Makap u psijiko, JekapcTBeHata peakius ¢ eosuHodmms u cucteMan cumnromu (DRESS), cBbp3ana
¢ nehmyHOMEIT, MOXe fa Obae ycnmoxkHeHa oT HLH wmm MAS. Cnyuan nta HLH/MAS ca cpo0maBanu

n He3zaBucumo ot DRESS.

HLH/MAS e ceprio3eH U MOTeHIUATICH KUBOTO3ACTPAIIaBaIl] XUTIEPBH3IMATUTEIICH CHHAPOM.
KnuHn4HNTE XapakTepUCTUKU MOTAT Jja BKIIIOYBAT IIEPCUCTHPAILA TPECKA, OOPUB, HEBPOJIOTHYHH
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CHUMIITOMH, XeIaTOCIUICHOMETANHS, TUM(AJCHOTIATHS, TUTOTICHUH, 3HAYUTEITHO TIOBUINIEH CEPYMEH
(hepuTHH, XUTIEPTPUTITHIICPUIEMUS H HAPYIICHUS Ha YePHOIPOOHATA (QYHKIIUS U KOaryJausTa.

[NanuenTure TpsOBa na 6bAaT MHGOPMHUPAHHU 32 IPU3HALUTE U CUMITOMUTE, cBbp3anu ¢ HLH/MAS,
U J1a ObJIaT IOCHBETBAHU J1a IOTHPCAT He3a0aBHO MEAULIMHCKA [IOMOIL], aKO TAKUBA CUMIITOMH C€
HOSBAT 110 BpEME Ha JICUeHHE C JICPIyHOMMUI.

Axo MaIMEHTUTE Pa3BUAT HAKOC OT TE3U CHCTOAHUSA, CIPETE JICHECHUCTO C He(i)HYHOMI/IJI 1 U3BHPIICTE
MpoIIeTypa 3a YCKOPEHO eIMMUHUPAHE Ha JIEKapCTBOTO (BK. Touka 4.4). PaHHOTO pa3mo3HaBaHe u
OBP30TO JICUCHHE Ca BaXKHU 3a MOA00psSIBaHE HAa U3X0/1a.

Vma choOIeHns 3a MyCTyJI03€H MICOpUa3kc U BIIOMIaBaHe Ha MICOPUA3KC Clie]] yIoTpeOa Ha
nedaynomu. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYEHUETO, KATO CE B3eMAaT MPEBHI
3a00JISIBAHETO HA MAIMEHTA U aHaMHe3aTa.

[Tpu nanyeHTH N0 BpeMe Ha Teparus ¢ JIe(IyHOMUI MOTaT Jia Ce MOSBAT KOXHHU SI3BU. AKO HMa
CBbMHEHHE 32 KOXHa 53Ba, CBbP3aHa C Je()IyHOMUA WIM aKO KOKHHUTE SI3BH MIEPCUCTUPAT BBHIIPEKH
MOJIXOIAIIATA TEpaTHsi, TPSOBa 1a ce 0OMHUCIH MTpeKpaTsBaHe Ha JICYEHUETO C JIEITYHOMH/] 1
npolleypa 3a ITBJIHO OYMCTBaHe. PerieHneTo 3a Bhb300HOBSBaHE Ha JICUSHUETO C JIEIIyHOMH]T CIe]
KO>KHHU SI3BH TPAOBa J1a c€ OCHOBaBa HA KIIMHUYHA MIPELICHKA 3a aJIeKBAaTHO 3a3/[paBsiBaHe Ha paHUTE.

[To BpeMe Ha eyeHnETO ¢ IeIyHOMUI NPY MALMEHTH MOKE J1a ce HaOmo1aBa TpyAHO 3a3/IpaBsBaHe
Ha paHH cief onepauusi. Bp3 ocHOBa Ha MHIMBHUIYalTHA OLIEHKA MOJXKE /12 c€ OOMHCIIN NPEKbCBAHE Ha
JICYCHHUETO C Je(GIyHOMUA B IEPUXUPYPIUUHKS IEPHOA U MPUIIAraHe Ha OUYMCTBALIA IPOLEaYpa,
KaKTO € OIMCaHO MO-/10Iy. B ciyyaif Ha mpekbCBaHe PELICHUETO 32 Bhb300OHOBSBaHE HA JICYEHHETO C
nedayHoMuU TpIOBa a ce OCHOBABa Ha KIMHUYHATA TIPEIICHKA 32 aJIeKBATHO 3a3/IpaBsBaHe Ha
paHaTa.

Undekumu

U3BecTHO e, 4e JeKapCTBEHUTE MPOAYKTU C IMYHOCYTIPECUBHHU CBOHCTBA - KaTO Je(IIyHOMUJT - MOTaT
Jla HAIIPABST MAITUCHTUTE IMO-IyBCTBUTEITHN KM MHOEKIIMH, BKIIIOYUTEITHO OMOPTIOHUCTHIHU
uHbpexuuu. MHdekuure Morat na 0baaT HO-TSKKH [0 €CTECTBO U CJICAOBATEIIHO J1a M3UCKBAT PAHHO
Y CHEPTHYHO JieueHue. B cirydaii, 4e Bh3HUKHE Te)KKAa HEKOHTPOJIUpyeMa MHPEKIIUS, MOXKE J1a €
HE0OXOAMMO Ja c€ MPEKHCHE JICUCHNUETO ¢ JehIyHOMU U JIa CE 3all0YHE OYHCTBAIIA ITPOIIeIypa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01aBanu ca pellku cilydad Ha mporpecuBHa MynTudokanHa neskoenuedanonarus (PML) npu
MAIUEHTH, IPUEMAIIHX JIeITyHOMH/T 32¢THO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIEHTH TPAOBa Ja ce M3cienBaT 3a aKTHBHA U HEaKTHBHA
(,y1aTenTHA”) TYOEpKYJI03a, CHIIACHO JTOKATHUTE MPENOPHKH. ToBa MOXKE Ja BKIIIOYBA MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH IMPEIIECTBAI] KOHTAKT C TyOepKy103a W/UITK TTOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpadus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIU HHTepEepOH-TaMa TECT,
KaKTo € puiioxkumo. Ha npennucpamniure nekapyu TpsOBa 1a ce HAIIOMHS 32 pUCKa OT (aiuBo
OTPHLIATESITHH PE3YJITATH OT TYOCSPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIMEHTH, KOUTO Ca TEKKO
0O0JTHHM WITM UMYHOKOMIpoMeTupaHH. [larmeHTuTe ¢ aHamHesa 3a TyOepKyno3a TpsiOBa Ja ce
IpOCIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 pEaKTHBHpaHe Ha MH(EKIHsTA.

PecnimparopHu peakiuu

Crpo01m1aBa ce 3a HHTepCTUITHANTHA 0enoapoOHa 60IecT, KakKTo U PeIKH CIIydan Ha OeroapooHa
XUTIEPTOHUSA U OSIOAPOOHH HOMYJIH TI0 BpeMe Ha JiedeHue ¢ JiepmyHomun (Bx. Touka 4.8). PUCKBT OT
HACTHIIBAHETO HA MHTEPCTHIIMAIHA OeT0/IpoOHa 0oJecT U OenopoOHa XUTIEPTOHHS MOXKeE Ja OblIe
TIOBHIIICH MU MAIMESHTH ¢ aHAMHEe3a 32 HHTepCTUIaIHA OenoapooHa 6onect. MHTEepcTHIIMaHATA
OenoapoOHa 6oJIecT € MOTEHITUAHO (aTaTHO HapYyIIEHHEe, KOSTO MOXKe Ja Bb3HUKHE OCTPO IO BpeMe
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Ha TepanusTa. [lyTMoHapHHUTE CHMITTOMHM, KaTo KallUTHAIA U 3a/IyX, MOTaT Ja ObJaT MpUYHHA 32
MIPEyCTAaHOBSBaHE Ha JICUEHUETO M MOAXOSIIO TIOCIEIBAIIO U3CIIEeIBAHE.

HCDI/I(bGDHa HCBpPOMNIAaTHA

IIpu maruenTH, MoTy4YaBamy Arava ca CbOOIICHH ciIydan Ha nepudepHa HeBpomatus. [loBedeTo
MAIMCHTH ca ce OIOOPIUTH Clie/l IpeKpaTsaBaHe Ha Arava. Habnronasa ce obaue mmpoka
BapUaOMIIHOCT TI0 OTHOIICHUE HA KpAaHHHUS U3XO/l, T.€. IPH HAKOU MAI[UCHTH HEBPOIIATHUSATA €
OT3BYyYala, a HIKOM MAIMEHTH ca UMAaIU MEPCUCTHPANX cUuMIToMU. Bb3pact Han 60 roauHuy,
CBHITBTCTBAIIM HEBPOTOKCHYHM JICKAPCTBA U IMA0ET MOTaT Jla TIOBUIIIAT PUCKA OT MepudepHa
HeBpomnaTus. AKO MalMeHT, KOWTO mpreMa Arava pa3Bue nepudepHa HeBpomaTHsi, TpsOBa Ja ce
00ChI MTpeKpaTsIBaHe Ha JICYEHUETO ¢ Arava U MPOBEXIaHe Ha NPOIIEAypa 3a eNMMUHIpaHe Ha
JIEKapCTBEHUS MPOAYKT (BXK. Touka 4.4).

Koaur
[Ipu manmenTHTE, IEKyBaHU C JIe(QIyHOMU, € CHOOIICHO 32 KOJUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
koiuT. [lanmenTruTe Ha JiedeHue ¢ JieIryHOMHII, TIPH KOUTO Bh3HWKBA HEOOSCHUMA XpOHUIHA THAPHS,

TpsiOBa Aa OBAAT MOIOKCHH Ha TTOAXO/ISIIN JUATHOCTHYHH MTPOIICITYPH.

KD’LBHO HaJIATraHe

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

Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

Mmkere manueHTy TpsiOoBa ja ObAaT HAsCHO 3a B3MOXKHA MEIMUPAHA OT MBKa (eTaTHa TOKCUIHOCT.
Tps6Ba na 6b1€ OCUTYpEHA CHIO MTOAXO/SIINA KOHTPAIICTIIIHS 10 BpeMe Ha JICUCHUETO € JICPITYHOMUI.

Hsima Tounu nanHu 3a prcka OT MeIUHpaHaTa OT Mbxka (peranna TokcudHoct. [IpoyuBanust npu
KMBOTHH 32 OIICHKA Ha TO3M CIIeIM(UUCH PUCK 0Oayde, He ca IIPOBEXKIaHU. 32 HAMAISIBAHE HA BCEKU
BB3MOXKEH PHCK, MBKETe JKeTaeny 1a Opaar Oamu, TpsiOBa 1a B3eMaT NMpeBH/ IPEyCTaHOBsIBaHE Ha
ynoTpebara Ha JeIyHOMU U /1a IpUeMaT KojecTupamMuH 8 g 3 mbTu 1HeBHO 3a 11 aum nim 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH THEBHO 32 11 qHU.

U B nBaTa citydas minasMeHaTa KOHIEHTpanus Ha A771726 torasa TpsiOBa a ce U3MEPH 32 NPHB IIBT.
Cren ToBa miia3MeHaTa KOHUEHTpauus Ha A771726 TpsOBa xa ce onpenenn OTHOBO Cle]] HHTEPBaJ OT
noHe 14 nau. AKo aBeTe MIa3MeHu KoHleHTpaluu ca oz 0,02 mg/l u cien nepuo Ha W34aKBaHe
Haif-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOT'O HUCBHK.

OuncTBalia nporeaypa

Konectupamun B no3a § g ce npuiiara 3 mbTH JHEBHO. ANTepHaTUBHO, 50 g aKTUBEH BBIJICH Ha Mpax
MOJKE J1a C€ TPHUIIOKH 4 THTH AHEBHO. [IpOABIDKUTETHOCTTA HA ISTIOCTHOTO OYMCTBAHE OOMKHOBEHO €
11 gau. [IpoabKUTEITHOCTTa MOXE JIa C€ TIPOMEHH B 3aBUCUMOCT OT KIIMHUYHHUTE WJIU JIA0OpaTOPHH
ITOKa3aTelIN.

JlakTo3a

Arava cpabpiKa Jlakto3a. [lanmeHTs ¢ peiky HacleACTBEH! POOIeMH Ha TaJaKTO3Ha HETOHOCHMOCT,
Lapp nakta3Ha HEMOCTATHYHOCT WJIH TITIOKO30-TAIAKTO3HA MalabCcopOITis He TpsIOBa Aa MprueMaT TO3H
JIEKapCTBEH MPOJYKT.

BinsiHue BEpXy ONpeeNnsiHeTo Ha HUBaTa Ha HOHU3WPAH KU
Bb3MOXKHO € M3MEpBaHETO HAa HMBAaTa HAa HOHU3UPAH KaJIIHUK Ja MOKake (ajIliBO MOHKEHU
CTOMHOCTH TIPH JICUCHHE C JEHIYHOMU W/ WA TEPUPITYHOMIT (AKTUBHHUAT METaOOJIUT Ha
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ne(IyHOMHU) B 3aBUCUMOCT OT BUA Ha U3II0JI3BAHUS aHAJIU3aTOp Ha HOHU3UPAH KaJlui (Hamp.
KPBBHO-Ta30B aHaiu3arop). [lopaau ToBa Mpu NanyeHTHTe, JeKyBaHH C JIHITyHOMU HITH
TepuIIyHOMUI, € HEOOXOIMMO J]a ce MMPOBEPH JOCTOBEPHOCTTA HA M3MEPEHHUTE IIOHMKEHN HUBA Ha
HoHU3UpaH Kanuid. B cioy4ail Ha CbBMHUTEIHM Pe3yNTaTH ce IperopbhyiBa Aa ce ONpeleNny oomara
KOHLIEHTpalys Ha aln0yMUH-KOPUTHPAH KLU B cepyMa.

4.5 B3aumopeiicTBHe ¢ APYTrd JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoelicTBUE
[Ipoy4uBaHus 3a B3anMOAEHCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

YBennuaBaHe Oposi HAa HEXKEIIAHUTE PEaKkIuu MOXKe Jla ce HabJo1aBa Mpy CKOPOIIIHA WK
eIHOBpPEMEHHA yIoTpeba Ha XEMaTOTOKCHYHH TN XeMaTOTOKCHYHH JIEKAPCTBEHN MPOAYKTH HIIH
KOTaTo JIEYEHNETO C JIe(hTyHOMHU]] C€ MOCTIEIBa OT MIPHEMaHeTO Ha TaKHBa JICKAPCTBEHH MPOITYKTH 0e3
MIePHOJ] Ha OTMUBAHE (BXK. CHIIO YITBTBAHETO OTHOCHO KOMOWHAIIMS C IPYTH JICYCHUs, TOUKa 4.4).
CrefoBaTEIHO ce MPENophuBa BHUMATEIHO MPOCIIC/IBAHE HA YSPHOIPOOHHUTE CH3UMHU U
XeMAaTOJIOTHYHHUTE TTOKa3aTeNl B HadanHaTa ¢a3a mpu CMsTHA Ha TeparusiTa.

MeroTpekcat

IIpu manko (n=30) mpoy4uBaHe ¢ €AHOBPEMEHHO MpuiiokeHue Ha aeduryHomua (10 mo 20 mg THEBHO)
¢ merotpekcart (10 1o 25 mg cenMuuHo), € HaOMOaBaHO 2- 10 3-KpaTHO YBEJIMUYCHHE Ha
qepHOAPOOHUTE eH3uMH TpH 5 oT 30 manueHT. Becnyky yBeIMYeHUS ca OT3BYJaIH, 2 ¢
NpOJIbIDKABaHE Ha JIBaTa JICKAPCTBEHHU MPOJYKTa U 3 Clie/] MPeyCcTaHOBsABaHE Ha Je(IyHOMUI.
YBennueHue, No-rojisiMo OT 3-IIbTH € HaOJII0JaBaHo MPY APYTH 5 nanueHTa. Bcuuku e chiio ca
OT3BYYaJH, 2 C MPOABIDKABAHE HA ABATa JIEKAPCTBEHU NPOAYKTa U 3 cie]] MPeyCTaHOBABaHE Ha
nedIIyHOMU.

[Ipu manmueHTH ¢ PEeBMATOUIEH apTPUT HE € YCTAHOBEHO (PApMaKOKWHETHYHO B3aMMOJICHCTBUE MEWKITY
nedmynomun (10 go 20 mg qHeBHO) ¥ MeToTpekcat (10 1o 25 mg ceAMUYHO).

Bakcunanmu

Hsmva xnuHAYHA TaHHY 32 e(bI/IKaCHOCTTa u O0e30macHOCTTa Ha BAaKCHMHaIMUTE 110 BPEMEC Ha JICYHCHUC C
J'Ie(l).]'[yHOMI/II[. BaKCI/IHI/IpaHeTO C JKUBU aTCHIOMPAHU BAKCUHHA 068.‘-16, HC CC IperopbYBa. I[’BJ'H‘I/IHT
IMMOJIYy>KUBOT Ha J'Ie(i)JIyHOMI/IZ[ TpSI6Ba Ja CC uMa NpeaABU/, KOraTo €€ IulanyBa NPHUIIOKCHUC HA JKUBa
AaTCHIOMpaHa BaKCHHA CJIC] CIIMPAaHE Ha Arava.

BaDdJaDI/IH " IPpYyTHU KYMApUHOBH aHTHKOAI'YJIaHTHU

Nma crolOmenns 3a ciyyan Ha yBeJTMUEHO IPOTPOMOMHOBO BpeMe, Korarto JedIyHOMUI U BappaprH
ce mpueMaT eAHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMHU4HO B3auMojeiicTBue ¢ Baphapun u A771726 (Bx. mo-gony). Ilopaau ToBa, npu
€HOBPEMEHHO IIPUIIOKEHNE Ha Bap(papuH Wwin Ipyr KyMapyuHOB aHTHKOAryJlaHT, Ce IPeropbiBa
BHUMATEJIHO IIPOCIIEIIBaHE HA MEXyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJIroIeHHE.

HCIIBC/KopTukocrepouau

AKO ManMeHTHT BeUe MpreMa HeCTEPOUTHU MpoTHBOBB3NManuTeau cpeactsa (HCIIBC) n/wmun
KOPTHUKOCTEPOUIH, T€ MOXKE Ja CE MPOABIDKAT CJIE/I 3all0YBAHE HA JICUYCHUETO C JIe(ITyHOMUJI.
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E(i)CKT Ha JPpYIH JICKAPCTBCHU MMPOAYKTH BHPXY J'Ied)J'IVHOMI/IZ[Z

XOﬂecmupafwuH Uau aKnmueeH 6vlleH

[IpenopbuBa ce marueHTHUTe, MPUEManIy JeIYHOMH]I, 1a HE CE JIEKYBAT C KOJIECTUPAMUH HITH
aKTUBEH BBIJICH Ha MpaX, ThH KaToO TOBA BOJU JI0 ObP30 M 3HAYMTEIIHO HAMAJISIBAHE HA TUIa3MeHAaTa
KoHIeHTpaIus Ha A771726 (aKTUBHUAT METa0OIUT Ha JIe)IYHOMHMI; BXK. ChIO Touka 5). Cuura ce,
4ye MEXaHU3MbT CE JIBDKU Ha MTPEKbCBAHE HA CHTEPOXCTIATAHHUS IIUKBJI W/UIIM HA CTOMAIITHO-
YpeBHOTO oTaensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MIPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aUMOJICHCTBHE C JIeQIyHOMU U HUMETHIMH (Hecrenududer cnad naxubutop Ha uutoxpom P450
(CYP)) mokasBa Jiurica Ha 3HAYMMO BIIUSHHUE BbPXY eKcro3umusiTa Ha A771726. Cien emHOBpeMEHHO
NPUIOKEHUE Ha eTHOKPATHA 71032 JIeTYHOMHUT TIPH MAIIMEHTH, IPUEMaI MHOTOKPATHH JI031
pudamnuum (HecnenuduyeH uuroxpom P-450 unnykrop), Makcumanaute HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUUTeIIHO. MeXaHU3MbT Ha TO3H
e(heKT ¢ HesICeH.

Edexr Ha nediyHOMUI BEPXY JAPYTH JIEKAPCTBEHN IPOAYKTH:

HepopaﬂHu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH € IPHUIaraH eJHOBPEMEHHO ¢ TpHU(pa3HH IEPOPATHH
KOHTpaLEeNTHBH, chabpxamy 30 |Lg eTHHWIECTPaAno, Ha 3IPaBU )KEHU TOOPOBOJIKH, HE €
Ha0J1r01aBaHO HaMaJIIBaHE HAa KOHTPALENITUBHATA AKTUBHOCT HA IIPOTUBO3a4aThyHOTO CPEICTBO, &
(apmakoxuHeTnkaTa Ha A771726 e B mpensmwkaanuTe rpanniy. HabnronaBano e papMakOKMHETHYHO
B3aUMOJICHCTBHUE C TIEPOPATHU KOHTpauenTuBu u A771726 (Bx. mo-goimy).

[IpoBenenu ca ciennure hapMakKOKMHETHYHU U (papMaKOJAMHAMUYHU IPOYUYBAHUS 3a
B3anMoeiicTBusATa ¢ A771726 (rnaBeH akTuBeH MeTabomuT Ha tedmyromun). Trit kaTo TOJO00HN
B3aMMOJICHCTBUS JICKAPCTBO-JIEKAPCTBO HE MOTaT Jia Ce U3KJII0YAT 32 JIe(IyHOMU B
MPETOPBUYUTEITHUTE 03U, CJICAHUTE PE3YNITATH OT U3NUTBAHUATA U MIPETIOPBKH TPsIOBa Ja ce UMar
TIPEIBU/I TIPH MTAIEHTH, JICKYBaHU C JIS(ITyHOMU]T;:

Edext Bppxy penarmunua (cyocrpat nHa CYP2CS)

HabmionaBano e nosumasane Ha cpeaHaTa Cmax 1 AUC Ha penarnunug (cboTBeTHO 1,7- 11 2,4-1bTH),
cJie T MHOTOKpAaTHO TpuiiokeHne Ha A771726, koero npeanosara ue A771726 e uHxubutop Ha
CYP2CS in vivo. Eto 3a1mo ce mpernopbuBa MpocieasaBaHe Ha MaIueHTUTE IMPH ¢ THOBPEMEHHA
yroTpeba Ha JIeKapCTBEHH MPOIyKTH, KOUTO ce MeTabomsupaT oT CYP2CS, kato Hanpumep
penarivHu, NaKJIUuTaKCell, TMOTJINTa30H WM PO3UTIIUTA30H, Thi KaTO T€ MOraT J1a MMaT M0-BUCOKa
EKCIIO3UIIHSL.

Edext Bppxy Kodeun (cydctpar Ha CYP1A2)

MHOrokpaTHOTO npuiokeHne Ha A771726 namainssa cpeaHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crotBeTHO ¢ 18% u 55%, xoero npenmomnara e A771726 moxe 1a 0bae cnab WHAYKTOp Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH NPOIYKTH, KOUTo ce Metadonmusupar oT CYP1A2 (karo
HanpuMep IyJIOKCETHH, aJIOCETPOH, TeO(MINH U TU3aHUIMH), TPAOBa Ja ce M3I0JI3BAT C IOBHUIICHO
BHUMaHHE 10 BpeMe Ha JICYEHUETO, Thil KaTO TOBa OM MOTJIO J1a IOBEJe O HaMalsABaHe Ha
e(hMKacHOCTTa HA TE3W MPOTYKTH.

Edexr Bppxy cyOcTpaTn Ha opranndaus annoneH Tpancrnoprep 3 (OAT3)

HabmonaBano e nosumasane Ha cpegHaTa Cmax 1 AUC Ha niedakiiop (cpotBetHO 1,43- 1 1,54-16TH)
cJie[l MHOTOKpaTHO npuiioxkeHne Ha A771726, xoero npeamnonara ue A771726 e uaxudbutop Ha OAT3
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in vivo. Ilopamy ToBa € HEOOXOAMMO MTOBUITICHO BHUMaHHE, KOTaTO C€ IpHiiara €IHOBPEMEHHO ChC
cyoctparu Ha OAT3, kaTo niedakiop, OCHIWIMEHUIWINH, TUTPOGIOKCAIIUH, UHAOMETAIIHH,
keronpodeH, GypoceMu], IMMETHINH, METOTPEKCAT, 3H IOBY/IUH.

Edext Bppxy BCRP (mpoTewn Ha pe3nCTEHTHOCT Ha pak Ha I'bpAaTa) U/Wiu cyOCTpaTy Ha
OpraHWYIHHS aHWUOHEH TpaHcmopTupant noaunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpeTHATE Cmax 1 AUC Ha po3yBacTaThH (CHOTBETHO 2,65-
2,51-mpTH) cllex MHOTOKpaTHO NpuiiokeHne Ha A771726. Berpeku ToBa, He ce HaOmMoJaBa BUANMO
BB3ACUCTBHIE HAa TOBA MIOBUILIABAHE HA IIa3MEHATa EKCIIO3UIHS Ha PO3YBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrazata. AKO ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
HaaxBBpis 10 mg BeqHBk MHEBHO. 3a npyru cyocTpatd Ha BCRP (mamp. MeToTpekcar, TomoTekas,
cyndacanazus, 1ayHOpyOHIINH, ToKkcopyOutnH) u cemeiictBoro Ha OATP, ocobeno maXxuOUTOPH HA
HMG-CoA penykTazata (Hamp. CAMBAaCTaTHH, aTOPBACTATHH, ITPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU/I, PeTIarMHN, pudaMIULKH) eIHOBPEMEHHOTO NPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPIIBA C IOBUILICHO BHUMaHKe. [lanmentuTe TpssOBa a ce HaOI0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMITOMH Ha NMMPEKOMEpHa €KCIO3ULIUS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBaA Aa ce UMa MpeaBH
HaMaJIABaHEe Ha J103aTa Ha T€3H JIEKaPCTBEHU MPOAYKTH.

Edexr Bppxy nepopanau kontpanentusu (0,03 mg etnannectpaanon u 0,15 mg geBoHOprecTpen)
HaGmrogaBaHo e nosuiaBae Ha cpefHaTa Cmax B AUCo.24 Ha eTuHHIECTpaanuoia (choTBeTHO 1,58- 1
1,54-1bTH) ¥ Cinax 1 AUCo-24 Ha ieBoHOprecTpen (cboTBeTHO 1,33- 1 1,41-rpTH) cliel MHOTOKPAaTHO
npuioxeHue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBHE J1a TIOBIIUSC
HeOaronpuaTHO ehUKACHOCTTA Ha MIEPOPATTHUTE KOHTPAIICTITUBH, TPsIOBa 1a ce 00bpHE BHUMAaHUE HA
BHJIa Ha JICUEHUETO C IIepOpajieH KOHTPALICTITHB.

EdexT Bbpxy Bapdapus (cyoctpar Ha CYP2C9)

MHorokpatHoTo npuioxkeHre Ha A771726 He e uMano edekt BbpXy (papMakoOKMHETHKATa Ha
S-Bapdapun, koeto nokassa, ue A771726 ne e unxudbutop uiau naaykTop Ha CYP2C9. Habmonasano
e ob0ade HamaneHue ¢ 25% Ha MaKCHMaTHOTO MEXIyHapoIHO HopManm3upaHo croTHomeHue (INR),
korato A771726 ce mpuiara eTHOBPEMEHHO C BapdapHH, B CpaBHEHNE ChC CAMOCTOSTEITHO
npuioxeHue Ha Bapdapus. ETo 3ammo, korato BapdaprH ce npuiara eIHOBPEMEHHO, C€ IPEopbhUBa
CTpUKTHO npocnensBane Ha INR u HaGmonenue.

4.6 dDepTHaUTET, O)PEMEHHOCT U KbpPMeHe

BpemenHoct

AKTUBHHAT META00IUT Ha JedyHOMHI, A771726 Moxe fa MPUYMHU TEXKU MandopMaluy Ha
HOBOPOJIEHOTO, aKO ce IIpuiiara o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKAa3aH 110 BpeMe Ha
OpemeHHOCT (BK. TOUKa 4.3).

Kenu ¢ nereponeH noteHmuan TpsAOBa qa M3MOI3BAT €PEKTUBHA KOHTPALICIIVS IT0 BpeMe Ha U JI0
2 roguHM cnef aedeHueTo (k. “ITlepron Ha n3uakBaHe” MO-A0Jy) WK 10 11 THA ciex JeYeHHEeTo
(Bx. ckbcenus “lleproa Ha ouncTBaHe” MO-AOIY).

ITanmenTkaTa TpsiOBa 1a ObJE yBEIOMEHA, Y€ aKO UMa HAKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
JpyTra IpUYrHa Ja MoA03upa OPEeMEHHOCT, TS TPsOBa BeqHAra J1a IpeIyIpeId JeKaps 3a
M3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTEHH, JISKAPAT U MaIleHTKaTa TpaOBa 1a
00CHAAT prcKa 3a OpeMeHHocTTa. BB3MOXKHO € upe3 Obp30 HaMalsiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaboJUT B KPBHBTA UpE3 3arl0YBaHEe Ha IpolleAypaTa 3a SIMMHUHUPAHE Ha JIKApCTBOTO, OITHCAHA TI0-
JIOITy, OIIe TIPY ITEPBOTO 3a0aBSHE HA MEH3KCA MOJKE JIa C€ HaMaJIk PHUCKa 3a MU0/ OT JIe(h TyHOMH/T.

[Tpu Manko NMpoCIeKTUBHO MPOY4BaHe MpH XKeHu (n=64), 3adbpeMeHeNH HeTUIaHUPAHO, JOKaTO ca

npueMany JedIyHOMUA 3a He 1oBede OT TPU CEAMUIIM CIIe]] 3a4eBaHETO U C MOCIeABalla Mporeaypa
3a eJIMMUHMPAHE Ha JIGKapCTBOTO, HE ca HaOM0AaBaHu 3HaunMu pa3inuku (p=0,13) B oOmaTa yectora
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Ha 3HAYMMU CTPYKTYpHH JedekTH (5,4%) B cpaBHEHHE C KOSITO U JIa € OT cpaBHUTEIHHUTE TpynH (4,2%
B rpynara cbe 3abonsaBane [n=108] u 4,2% npu 3apaBu OpeMeHHU keHH [n=78]).

[Ipu sxeHu, KOUTO pueMart J1eIYHOMUA U HCKAT J1a 3a0peMeHeAT, ce MPEenopbyBa eHa OT CICAHUTE
MIPOIIETyPH, 32 J]a CE KOHCTATHPa, Y€ TUIOAHT HE € U3JI0KCH Ha TOKCUYHH KOHIICHTpaIuu Ha A771726
(taprerna xonuentpauus nmox 0,02 mg/l):

Ilepuoo na usuaxeane

Moske na ce oyakBa Tia3MeHuTe HuBa Ha A771726 na 6baat Han 0,02 mg/l 3a npoxbmKUTENCH
nepuoa. Moxe Jia ce o4akBa KOHIeHTpalusTa Ja cragne noa 0,02 mg/l okoio 2 roauHu ciies
CIIUpaHe Ha JICUCHUETO C JIehITyHOMHU/.

Crnen 2-rouiieH nepuos Ha U34akBaHe, MIa3MeHaTa KoHueHTpanus Ha A771726 ce uzmepsa 3a
nspBU 06T, Clle]] TOBA MJIa3MeHaTa KOHIeHTpalusa Ha A771726 TpsOBa 1a ce ompeer OTHOBO CIe]
MHTEpBaJ OT noHe 14 quu. AKo ABeTe MmIa3MeHu KoHueHTpanuu ca nox 0,02 mg/l, He ce ouakBa
TEPATOTCHEH PUCK.

3a gombIHUTENHA HHPOPMAIUS OTHOCHO M3CJICIBAHETO, MOJIS, CBBpKeTe ce ¢ [Ipurexarens Ha
paspelIeHUeTo 3a ynoTpeda WK ¢ JIOKaJTHUA My IpeAcTaBUTEN (BX. ToUKa 7).

Ouucmesawa npoyeoypa

Cren cimpaHe Ha JICYEHHETO C JIeIyHOMHU!

e  KOJIECTHpPaMUH 8 g ce mpuiara 3 mbTU JHEBHO 3a nepuoA oT 11 nuu

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

U npu nBete npouenaypu odaue, ce M3UCKBa MPOBEPKa € 2 OTACTHH TecTa Ipe3 WHTEePBaJl OT MOHE

14 nHM ¥ IepuoJ Ha M3YaKBaHE OT MECell U TI0J0BHHA MEX/y ITbpBaTa I0sBa Ha Ijia3MeHa
koHneHTparus nox 0,02 mg/l u omnoxmanero.

Kenwnre ¢ gereponeH nmoTeHMaN TpaOBa fa ObJaT HHPOPMUPAHH, Ye CE Haara Nepruo] Ha H3UaKkBaHe
OT 2 TOIMHU CTIe/l CIUpaHe Ha JICYeHUETO, IIPeIr Te Ja MOXKe Ja 3a0peMeHsaBar. AKO MepHOAbT Ha
W34YaKBaHE OT MPUONHU3UTENHO 2 TOANHY, C U3II0JI3BaHE HA HAASKIHA KOHTPALICTIHUS CE CUUTA 32
HETPaKTHYCH, MOXKE J1a ce Mpenopbya NpopIaKTHYHO Ha3HAYaBaHEe HA OYHCTBAILA MTPOLEeTypa.

U xonectupaMuH, 1 aKTUBEH BBIJICH Ha [IPax MOTraT Ja NOBIHUAT a0COpOLUATAa HA €CTPOIeHU U
NPOrecTareHy Taka, ue HaJeKAHa KOHTPALENHs ¢ IepopaiHi KOHTPALENTHBY /1a HE MOXe Jia ObJe

OCHUT'ypeHa 10 BpeMe Ha OYHCTBAIIATA MPOLIEIypa ¢ KOJIECTUPAMUH WU AKTUBEH BBIVICH Ha Mpax.
[IpenioppuBa ce M3MON3BaHE HA AITEPHATUBHU KOHTPAIICTITUBHU METO/IH.

Kopmene

[Ipoy4BaHusTa IPH )KUBOTHH MOKA3BAT, Ye JISHITYHOMHU/] WIIH HETOBUTE METaOOIUTH IPEMUHABAT B
MIIIKOTO. 3aTOBa, KbPMEIIUTE KECHU HE TPSAOBA Ja pUeMar JIehIITyHOMHU.

DepTUnurer
Pesynratute oT npoyuBaHuaTa BHPXY (EPTHIUTETA TPH )KUBOTHH HE Ca IMOKa3anH e(heKT BbPXY

MBKKHUS M KEHCKUSI PEPTHIINTET, HO IIPU MPOYUYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO IIpUjlaraHe
ca Ha0JIoAaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHUBHU OpraHu (BX. Touka 5.3).
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4.7 EdexTH BHpPXYy CIOCOOHOCTTA 32 moupaHe U padoTa ¢ MAIIMHH

B cnyuaun Ha HexxenaHHM peakIMK KaTo 3aMastHOCT, CIIOCOOHOCTTA Ha MAIMEHTHUTE Ja ¢ KOHIICHTPHUpaT
U JIa pearupar IpaBUITHO MOXe Ja Obie HapyllIeHa. B TakuBa ciyuyan nmanueHTHTe TPSOBA J1a ce
BB3IBPKAT OT modupaHe u padoTa ¢ MaIIHHH.

4.8 Hexenanu JeKapCcTBEHH PeaKINU

0O0600menre Ha mpoduiia Ha 6E€30HaCHOCT

Haii-uecto cpo0ImaBaHnTe HEXKETAHHU PEAKIUHU MTPHU JIeIyHOMH ca: JIEKO IMOBUIIABaHE HA KPHBHOTO
HaJIsIraHe, JJEBKOIECHHS, TapecTe3us, TI1aBo00IHe, 3aMasHOCT, AUapysl, Ta/ieHe, TOBPBIIIAHE,
HapyILIeHHs Ha yCTHATa IMTraBuia (Hamp. aTo3eH CTOMATHUT, S3BH B YCTaTa), KOpeMHa O0JIKa, 3aCHIICH
Kocomnaj, ek3emMa, 00pHB (BKIIOUUTEITHO MaKyJIONAIyJI03eH 0OpHUB), CHPOEIK, cyXa KoXa,
TEHOCUHOBHT, moBummaBane Ha CPK, anopekcusi, 3ary6a Ha Teriio (0OMKHOBEHO HE3HAYMMA), aCTCHU,
JIEKH aleprUYHHU PeaklMy U MOBUIIaBaHE HA YEPHOIPOOHUTE NOKa3aTeNn (TpaHcaMuHa3u (0co0eHO
AJIAT), no-psako rama-GT, ankanna gocdarasa, Ounupyoun).

Kinacugukaiius Ha O4akBaHUTE YE€CTOTH:

Mtuoro yectu (>1/10); uectu (>1/100 no <1/10); mneuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muOTO peaxu (<1/10 000), c HeM3BeCTHA YecTOTa (OT HANMYHUTE JAHHU HE MOXe Ja Obie
HaIpaBeHa OLIEHKA).

[Ipu Besiko rpymnupaHe B 3aBUCHMOCT OT YECTOTaTa, HEXKEIAHNUTE JIEKAPCTBEHH PEAKIINH Ce N30pOosiBAT
B HU3XOJISII PEJI IO OTHOIICHHUE HA TAXHATA CEPUO3HOCT.

HUngpexyuu u unpecmayuu
Penku: TEXKU HHPEKIUH, BKIIOYATEITHO CETICUC, KOUTO MOXe J1a Ob/e (aTaneH

KakTo npyru cpeactBa ¢ IUMyHOCYIPECHBEH OTEHIIHA, Je()IyHOMUI MOXKE J1a yBETHIH
MOJATINBOCTTA KbM HH(EKINH, BKIFOYUTETHO OMOPTIOHUCTHYHN HHPEKINH (BX. CBILO TOUKa 4.4).
CrenmoBatenHo o0IaTa 4ecToTa Ha HHQEKIUUTE MOXKeE J1a ce yBeIHYHd (0c0OEHO Ha PUHUT, OPOHXUT H
MTHEBMOHHUA).

Heonnazmu-dobpokayecmeenu, 310Ka4ecmeeny u HeonpeoeieHu (K. KUCU U ROIUNU)
PucksT 0T 3710Ka4ecTBEHOCT, 0c00eHO MTUMponponrdepaTHBHI HAPYIICHHS € YBETUYEH MPH

ynoTtpebarta Ha HAIKOHM HMYHOCYTIPECOPH.

Hapywenus na kxpvema u aumgnama cucmema

Yectu: JieBKonieHust (JieBkoruty >2 g/l)

Heuecru: aHeMwsl, JeKa TpoMOonuToneHus (Tpombonutu <100 g/1)

Penxu: NaHIUTONECHHUS (BEPOSATHO IbJDKALIA CE HA aHTUNPOIH(EepaTHBEH MEXaHU3bM),
neskoreHus (ieBkouuTtH <2 g/1), eoznHounms

MHoro penku: arpa”yJIoLUTO3a

CKOpOHIHa, CAHOBPEMCHHA UJIKM MOCJICABaIla yHOTpe6a Ha NOTCHIIMAJTHO MUCJIOTOKCUYHUA CPEICTBA
MOXKE Ja 6'[),[[6 CBBp3aHa C MO-BHUCOK PUCK OT XEMATOJIOTHYHHN pCaKIIHHU.

Hapywenus na umynnama cucmema

Yectu: JICKU aJIEPTUYHU PEAKIIUU

MHoro penku: TeXKHW aHa(pUIaKTHIHN/aHA(DWITAKTONIHN PEAKINY, BACKYJIUT, BKIFOUUTEITHO
KOXXEH HEKPOTHU3HpPAI BaCKYJIUAT

Hapywenus na memabonusma u xpanenemo
Yectu: nosuriaBane Ha CPK

Heuectn: XUIOKAJIEMUS, XUIICPIIUTIUACMUA, XI/IHO(I)OC(baTeMI/ISI
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Penxu:
C HeusBecTHA
YeCTOTAa:

nosumasade Ha LDH

XHUIIOYPUKEMUS

IHcuxuunu napywenus

Heuectn:

TPEBOXKHOCT

Hapywenus na nepsnama cucmema

Yectu:

napecTesus, TI1aBo0oIue, 3aMaiiBaHe, epudepHa HEBPOTIATUS

Cvpoeunu HapyweHus

Yectu:
Penkn:

JICKO ITOBUIIIAaBAHC HAa KPBBHOTO HAJIATAHE
SHAYUTCIIHO IMOBUIIIABAHC HA KPbBHOTO HAJIATAHC

Pecnupamopnu, epvonu u meouacmunannu HapyuieHus

Penkun:

C HensBecTHA
4eCcToTa:

UHTepCcTUIHaTHA 0e10apoOHa O6oiecT (BKIFOUUTETHO HHTEPCTUIATICH
ITHEBMOHHT), KOATO MOXKe A3 ObJie paTamHa
OenoipoOHa XUIIEPTOHUS, 0EI0POOEH HOIY T

Cmomawno-upesHu napyuienus

Yectu:

Heuectu:
Mmuoro penku:

KOJIUT, BKIIFOUUTEITHO MUKPOCKOTIMYEH KOJIUT, KaTO HarpuMep JTUMPOLUTEH KOJUT,
KOJIar€HO3€H KOJIMT, Hapusl, TaJeHe, TOBPBIIaHe, yBPEXKIaHEe Ha yCTHATA
nuraBuIa (Harmp. adhTo3eH CTOMATHUT, 3B B yCTaTa), KOpeMHa 00oJKa

HapyIIeHHs BbB BKyca

MaHKpeaTHT

Xenamobunuapnu napywenus

Yectu:

Penxun:
Mmuoro penku:

MOBHIIIABAHE HA YSPHOPOOHUTE TIOKa3aTenu (TpaHncaMuHaszu [ocooeno AJIAT],
mo-psiako rama-GT, ankamaa docdaraza, OumnpyOnH)

XEIAaTHT, XKBJITCHHIA/X0JIecTasa

TEXKO YepHOIPOOHO YBpEKAaHE KAaTO YepHOAPOOHA HETOCTATHYHOCT U OCTpa
YepHOAPOOHa HEKPO3a, KOMUTO MOraT Aa ObAat (ataiHu

Hapymesz Ha Koxcama u nOOKONCHAMA MbKAH

Yectu:

Heuecru:
MHoro penku:

C HeusBecTHA
YeCcTOTa:

3aCUIJICH KOCOMa, eK3eMa, 00pUB (BKJIIOYUTEIHO MaKyJIONamnyino3eH oOpuB),
CBHpOEK, Cyxa Koxa

ypTHKapHs

TOKCHYHA eMuepMaliHa HEKpoJIn3a, CHHIPOM Ha Stevens-Johnson, epurema
MynTudopme

KOJKEH JIyITyC epUTEMATOEC, MyCTYJIO3EH IICOPHUA3NC WIIH BIOIIaBaHEe HA
MICOPHA3HC, JIEKAPCTBEHA PeaKysi ¢ €03MHO(MMINS K CUCTEMHH CUMIITOMHU
(DRESS), koxxHa si3Ba

Hapymeﬂuﬂ HA MYCKYJIHO-CKeiemuama cucmema u CHEOUHUMENHAMA MbKAH

Yectu:
Heuectn:

TCHOCHHOBHT
CKBCBAHC HAa CYXOXHUJINE

Hapymeﬂuﬂ Ha 6b6peuume U nNuUKoO4YHume nomuwia

C HensBecTHA
4ecToTa:

0BOpeYHa HETOCTATHYHOCT

Hapywenus na 6v3npouzeooumennama cucmema u 2bpoama

C HensBecTHA

rpaHuvHO (0OpaTHUMO) MOHIKAaBaHE HAa KOJIMYECTBOTO HA CIIEPMATO30MINTE,
YeCTOTA: 0o0mus 6poit CriepMaTO30UIN U MMOABUKHOCTTA UM

Obwu napyutenus u egpekmu Ha MACMOMO HA NPUTLOJICEHUE
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Yectu: aHOpEKCHS, 3ary0a Ha Teryio (OOMKHOBEHO HE3HAYNMA), aCTCHUS

Cpo0111aBale Ha HOJAO3UPAHU HEKEIAHU PEAKIIIHI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsAKa
MOJT03UPaHa HeXKEIaHA PeaKilys Ype3 HAI[MOHAIHA CUCTeMa 32 ChOOIaBaHe, TIOCOYCHA B

IIpunosxxenue V.

4.9 Ilpeno3upane
Cumnromu

NMa cpoO1eHus 3a ciiyyan Ha XpOHUYHO TIPEI03UpaHe MPY MalUeHTH, TpueMaIiy Arava B THCBHU
JIO3H JIO TIET ITBTH MO-TOJIEMH OT IPENOPHUYHTEIIHATA JJHEBHA /1034, ¥ CIIyYad Ha OCTPO MPEI03UpaHe
MIpH BB3PACTHHU U Jiena. HaMa choOIeHus 3a HeXKellaH!u ChbOUTHS ITPY MTO-ToJIsIMaTa 9acT OT CIIyYanuTe
Ha npeao3upaHe. Hexxenanure chOUTHS, ChBMECTHMH C TIPOQHIIa Ha 0€30MaCHOCT Ha JIe(hIyHOMH]T Ca:
KopeMHa 00JIKa, TajieHe, TUapus, TIOBUIIIEHN YepPHOAPOOHH SH3NMHU, aHEMUSL, JIEBKOTICHUS, ChpOeXK 1
0o0puB.

OsBnaasBaHe

B cnyuait Ha ipeno3upaHe UM TOKCHYHOCT, C€ MPENOPhYBa IPUEMAHETO Ha KOJIECTUPAMUH WIIH
aKTHUBCH BBIJICH, 32 YCKOPSIBaHE Ha elMMUHUpaHeTo. KonecTrupaMuH, MPUI0kKEH MEPOPAITHO B 71033 OT
8 g Tpu TBTH THEBHO 32 24 yaca Ha TpyUMa 37IpaBU JOOPOBOJIIH € HaMaJIII IITa3MCHUTE HUBA Ha
A771726 ¢ oxono 40% 3a 24 gaca u ¢ 49% no 65% 3a 48 vaca.

JlokazaHo €, 4e MPUIIOKEHUETO Ha aKTHBEH BhIVIEH (Mpax, MPUIOTBEH KaTO CYCIICH3Us ) MPe3 ycTaTa
WM 9pe3 HazoracTpanHa cona (50 g Ha Bcekn 6 gaca 3a 24 yaca), HaMaJsBa IJIa3MEHUATE
KOHIICHTpAIMK Ha aKTUBHUS MeTabomut A771726 ¢ 37% 3a 24 vaca u ¢ 48% 3a 48 yaca.

Te3u ouncTBaIIM NPOLEAYPU MOXKE A2 CE€ MOBTOPSAT MPU KIMHUYHA HEOOXOAUMOCT.

[IpoyuBanus npu xemoananuza 1 CAPD (xponnyna amOynaTopHa nepuToHeanHa AUain3a) MoKa3BaT,
ye A771726, OCHOBHUSAT METa0OIHT Ha JIEHIyHOMH HE MOXeE Jia ce THaTTU3Upa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMUYHM CBOMiCcTBA

PapMakoTepaneBTHYHA TpyIa: celeKTUBHU nMyHocynpecopu, ATC koa: LO4AKO1

q)aDMaKOJ'IOFI/IH IIpH XOopa

Jledbmyromun e 6oecT-MOAUMPHUITUPAIITO AHTHPEBMATUYHO JIEKAPCTBEHO CPEICTBO C
aHTUNpOIU(EePaTUBHU CBOKCTBRA.

dapmakoJIOTysl IPHU KUBOTHU

Jlepnmynomuz e eekTUBEH MPU MOJCTH HA apTPUT U IPYTU aBTOMMYHHH 3a00JIIBaHUS NIPY KUBOTHH,
a Taka ChIIO U IPH TPAHCIUIAHTANN, TJIABHO aKO Cce MPHUJIOKHU BB (pazaTa Ha ceHcuOmnm3upane. Toi
MMa MIMYHOMOTYJIMPAIlN/MMYHOCYIIPECHBHY CBONWCTBA, IEHCTBA KAaTO aHTUIPOIN(EPATUBHO CPEACTBO
C MPOTHUBOBB3NAIUTEIIHH CBOKUCTBA. [IpH )KUBOTHHCKH MOZAETHN HA aBTOUMYHHH 3200 IsIBAHUS
nedayHOMU/ MOKa3Ba Hall-qo0bp MPOTEKTHBEH e(eKT MpH MPUIOKEHUE B paHHAaTa ¢a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo Toii 6bP30 ¥ MOYTH HAITBJIHO ce MeTabomu3upa 10 A771726, KOWTO € aKTUBEH in Vitro U ce
NpeArnoiara, 4e € OTTOBOPEH 3a TePaNeBTHYHUS €(EKT.
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MexaHnu3bM Ha JIEUCTBUE

A771726, akTHBHUAT METaOONHUT Ha Je(pIyHOMUA, TOATUCKA €H3UMA TUXUAPOOPOTAT JEXUAPOreHasa
(DHODH) nipu xopa u nposiBsiBa aHTUIPOIH(EpaTUBHO ASHCTBUE.

Kinnununa edukacHocT 1 0€300aCHOCT

Pesmamouden apmpum

Eduxacnoctra Ha Arava npu JeuyeHHe Ha PeBMaTOUIEH apTPUT € JOKa3aHa MpH 4 KOHTPOJIUPaHU
m3nutBanus (1 BbB ¢asa Il u 3 BeB ¢aza I11). [Ipu ¢aza Il uznursaneto, npoyusane Y U203,

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

Bceuuku naruenty BB ¢asa [l n3nursanusTa ca npueMany HadaiHa o3a ot 100 mg 3a Tpu aHU.
IIpu npoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTUBEH PEBMATOUICH apTPHUT Ca PAHIOMU3UPAHU Ha
nedaynomug 20 mg queBHo (n=133), cyndacanasun 2 g nueBHo (n=133) mnu miaunedo (n=92).
JleueHneTO € MPOABIDKUIIO 6 Mecena.

[MpoyuBaneTro MN303 e dakynraTHBHO CisIIo 6 MECEUHO MPOIbIDKEHHE Ha poyuBane MN301 6e3
iane0o rpyma, pyu KOeTo ce CpaBHABA €PEKTHT OT 12 MeceuHo mpueMane Ha JIeQIyHOMU 1
cyndacanasus.

ITpu mpoyuBanero MN302, 999 yuacTHHIIM C aKTHBEH PEBMATOMACH apTPHUT Ca paHAOMHU3HMPAHU Ha
nedaynomun 20 mg/nueBno (n=501) mnu merorpekcat 7,5 mg/ceamuyno 1o 15 mg/ceamMuuno
(n=498). lob6aBsHeTO Ha oareBa KUCEIMHA € 0110 1o n300p U e npuiiarado camo mpu 10% ot
nanueHTute. JleueHnueTo e mpoapnKuiIo 12 Mecena.

ITpu mpoyusane US301, 482 yyacTHHIIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMHU3HMPAHU Ha
nedyromun 20 mg/maeBHO (n=182), MeToTpekcat 7,5 mg/cenmuyno a0 15 mg/ceqmuano (n=182),
wi iane6o (n=118). Benukyn manmenTy ca nomyyaBany no 1 mg donveBa KucenvHa 1Ba MbTH
IHeBHO. JleueHueTo e mpoappKuio 12 Mecena.

Jlepmynomuz B aHeBHa o3a Hail-manko 10 mg (10 mo 25 mg B npoyuBane YU203, 20 mg B
npoyusanust MN301 u US301) e mokasan cTaTUCTHYECKH 3HAYUMO TO-100Bp edekT oT mianedo npu
HaMaJIABaHC Ha NPU3HALIUTE U CUMIITOMUTC Ha PCBMAaTOUAHUA apPTPUT ITPU BCUUKH

3 iane0o-KOHTpONMKMpaHu u3nuTBaHus. CTeneHTa Ha OTTOBOP Ha JICYCHUETO 10 KiacuukanusITa Ha
ACR (AMepHKaHCKHUS KOJIEK 110 peBMaToJorust), B mpoyusaneto Y U203 e 27,7% npu mane6o,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesno. [Ipu daza 11l m3nuTBanusra,
creneHTa Ha oTroBop 1o ACR 3a nedaynomuz 20 mg/nHeBHo, cupsmo 1ianedo e 54,6%, cipsimo
28,6% (mpoyuBarne MN301) u 49,4%, cripsimo 26,3% (npoyusare US301). Cnen 12 mecena Ha
aKTHBHO JICYCHHUE, cTeneHTa Ha 0TroBop o ACR npu nanuenTure Ha neduryHomu e 52,3%
(mpoyuBanus MN301/303), 50,5% (npoyusane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% npu nanueHTute Ha cyndacanaszut (nmpoyusanust MN301/303), u merorpekcat - 64,8%
(mpoyuBane MN302) u 43,9% (npoyusane US301). [Ipu npoyusane MN302 nedayHomusn e
3HAYUTEITHO M0-c1ab0 eekTuBeH oT MeToTpekcar. Obaue, mpu nmpoyusane US301 He ca ycTaHOBeHH
3HAYMMH Pa3IMKU MEXAY JeQIyHOMUI U METOTPEKCaT, B IbPBUUHHUTE IapameTpH 3a eduxacHocT. He
e HaOJII0JaBaHa pa3inka Mexay JeduryHoMun u cyidacanazut (mpoyusane MN301). EQexTsT oT
JIeYeHUETO ¢ JeQIyHOMHU] ce € MPOsIBIII ciell 1 Mecel, cTabum3upain ce e ciea 3 10 6 Mecena u e
MPOABIDKUII 110 BpEME Ha LIeJIUs KyPC Ha JICUCHHE.

PangoMu3upano, TBOMHHO-CIIATIO, TAPATICIHOTPYIIOBO, HOHUH(EPHUOPHO MTPOyUYBaHE, CPaBHIBA
OTHOCHTETHATAa €(PUKACHOCT Ha JIBE PA3IUIHH JTHEBHU MOMIBPKAITHY 1031 Jedayrnomua 10 mg u

20 mg. Ot pe3ynTaTuTe MOXKE Jla C€ 3aKII0YH, e pe3yTaTUTe 3a eUKACHOCT Ha IMOTbpKaIara J03a
ot 20 mg ca 1mo-01aronpusATHA, HO OT ApPYyTa CTpaHa, pe3yaTaTuTe 3a 0€30MacHOCT ca B 10132 Ha
noAabpikaiara go3a ot 10 mg.
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Ileouampuuna nonynayus

JledpyHoMuz e u3cnenBaH B OTCIIHO MYJITULEHTPOBO, PAHIOMU3UPAHO, ABOMHO-CIIANO, AKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE MpH 94 mauuentu (47 B rpyna) ¢ NOIUapTUKYJIApeH TUI IOBCHUIICH
peBMaTtouaeH apTput. [lanmenture ca Ha Bp3pact 3-17 roANHH, C AKTUBEH NOINAPTUKYJIAPEH THIL
IOPA, He3aBucHUMO OT HA4aI0TO HA 3a00JIIBAHETO U HE ca JIEKYBaHU JI0OCEra C METOTpeKcaT Win
nedayHomun. B ToBa u3nuTBaHe, HaTOBapBalaTa 103a U NOAAbpIKaIIATa 103a Ha JeQIyHOMHU] ca
OTIpeJIeNIeHH B TPU KaTeropuu, B 3aBUCUMOCT oT Terioro: <20 kg, 20-40 kg u >40 kg. Cnen

16 cenmuin Ha JedeHUe, pa3IuKaTa B CTEIIEHTa Ha OTTOBOP € CTATUCTUYECKH 3Ha4YMMa B M0J13a Ha
MertoTpekcat nmpu FOPA Omnpenensae Ha mogoopenueto (OI1) >30% (p=0,02). IIpu pearupanute, T031
OTrOBOp € MOJABbPXaH B MPOAbIDKeHHE Ha 48 ceamuiy (BX. Touka 4.2).

XapakTepbT Ha HeXXeJIaHUTe ChOUTHA Ha JeIyHOMUA U METOTpPEKCcaT M3k A CXOJICH, HO 103aTa,
U3I0JI3BaHa [P MALMEHTHU C O-HUCKO TEIJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3UIUS (BXK. TOUKA
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MmacHa MpenopbKa 3a J03UPOBKa.

Icopuamuuen apmpum

EdukacHoctTa Ha Arava npu JeueHHe Ha ICOPUATHYECH apTPUT € J0Ka3aHa MpU KOHTPOIUPAHO,
PaHAOMU3UPAHO, [BOMHO-cisAno mpoyuBaHe 3L01 npu 188 nanuenTu ¢ ncopuaTuyueH apTpuT,
nexyBaHu ¢ 20 mg/neH. [IpoabDKUTEIHOCTTA HA JICUeHHE € 6 Meceria.

Jlepnmynomuz 20 mg/neH e 3HaYUTEIHO MO-J00Bp OT Miane0o 3a HaMaIsiBaHe HAa apTPUTHUTE
CUMTOMH pH nanuenTty ¢ ncopuatuyer aptput: KOJIITIA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupaiure ca 59% B rpynara Ha nedaynomun u 29,7% B rpynaTa Ha
wiane6o 1o 6 mecena (p<0,0001). EdexrsT Ha nedurynomMu BbpXy nogoOpsiBane Ha QyHKIMATA U
HaMaJsIBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Hocmmapkemuneosu npoyusanus

Panpomusupano npoyyBaHe olleHsIBa KIMHHYHO eUKacHaTa CTENeH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAUJIC nauuentu (n=121) ¢ panen PA, xouto ca nonydasanu 20 mg unu 100 mg nedpmayHomun B
JBE MapajiesHy TPYIH, 0 BpeMe Ha HayallHUs TPUAHEBEH JBOWHOCIN nepuoa. HavanHust nepuon e
MOCJIe/IBaH OT TPUMECEUEH OTKPUT MO IBPIKAIIl TIEPHOJL, TI0 BpeMe Ha KOWTO U JIBETE TPYIH ca
nojyvaBaiu jeayHoMua B 1o3a 20 mg nHeBHO. He e HaOojaBaHo HapacTBaHe Ha 00IIaTa 1oj3a B
n3ciIeaBaHaTa MoIyJalys Ipy IPUIOKEHUETO Ha HAaTOBapBallla cxeMa Ha npuiarase. JJanaure 3a
0e30MacHOCT, MOMYYeHH OT JIBETE Py Ha JICYCHHUE, Ca B CHOTBETCTBUE C M3BECTHHS MPOQIIT HA
Oe3omacHOCT Ha J1e()IyHOMUI, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHU HEKENIaHU ChOUTHS U Ha
MIOBULICHU YE€PHOIPOOHHU €H3UMH € TI0-BHCOKA IIPH NALMEHTUTE, NOTy4aBallyd HATOBapBalia 103a OT
100 mg nedryHOMU.

5.2 ®apmakokMHETUYHHU CBOHCTBA

Jlepynomuz 0bp30 ce MeTaboNMHM3Mpa 10 aKTUBHUS CU MeTaboauT, A771726 upes “first pass”
MeTa0oJIM3bM (Ype3 OTBapsIHE Ha MPHCTEHA) B YpEBHATA CTEHA U YepHUs apo0. [Ipu npoyuBane ¢
n30TonHO Oenszan “C-neyHoMu npyu TpUMa 31paBH J0OPOBOJILH, HE € HAMEPEH HEIPOMEHEH
nedIyHOMU/ B IJ1a3MaTa, ypuHata win Gexanuute. [Ipu Apyru npoydBaHus, pSAKO CE OTKPHBAT
KOJIMYECTBA HEITPOMEHEH JIe(IyHOMHU/ B Ila3MaTa, B IJIa3MEHU HUBA OT MOpsabka Ha ng/ml.
EnuHCTBEHUAT parioakTHBEH MeTa0OIuT B tuiazmara € A771726. To3u MeTaboNHT € OTTOBOPEH U 3a
edexrtute Ha Arava in vivo.

AOcopouus

JlaHHH 3a eKCKpenusaTa oT npoyusane ¢ *C mokassar, ue Haii-manko 82 10 95% ot nosata ce
abcopbupa. BpeMero 3a mocTurane Ha MakCHUMaJTHaTa TuTa3MeHa KoHIeHTpamnws Ha A771726 ¢ MHOTO
paznu4aHo: Mexay 1 u 24 yaca cien eTHOKpaTHO npueMane. JledayHomu Moxe a ce mpueMa
€HOBPEMEHHO C XpaHa, Thil KaTo CTereHTa Ha abCOpOIHs € CpaBHUMA Ha TJIaJHO CHCTOSHUE U CIE]
xpaneHe. [lopaan U3BBHPETHO IBITHS MOTYXKUBOT Ha A771726 (0KOJI0 2 CenMUIIN), IPH KIIMHAIHUTE
MPOyYBaHUs € U3IMOJI3BaHa HaToBapBaiia qo3a oT 100 mg 3a 3 nHU 32 M0-0BP30 JOCTUTAHE HA
crarrioHapHU HUBa Ha A771726. N3uucneHo e, ye 6e3 HaToBapBaIa /103a, 3a JOCTUTaHETO Ha
CTallMOHAPHU IUIa3MEHU KOHIIGHTPAIIMH I1Ie ca HEOOXOJUMH TOYTH JIBa Mecela npruiioxxenue. [Ipu
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MIPOYYBaHUS C MHOTOKPATHO MPHUIIOKEHNUE, IIPH MAIMEHTH C PEBMAaTOUIEH apTpPHT,
(hapMaKOKHHETUYHHTE TapaMeTpu Ha A771726 ca TuHEHHM 3a JO30BUs AMAIa30H OT 5 10 25 mg. [Ipu
TE3W MPOYYBAHMSA, KIMHUYHUAT €PEeKT € IPSKO CBBbP3aH ¢ Mula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JHEeBHATa 7032 Ha jedayHomua. [pu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaIHs
Ha A771726 B cTalMOHApHO ChCTOSIHUE € Mpubau3uTenHo 35 pg/ml. [Ipu cTanmoHapHO ChCTOSHUE
IJIa3MEHHATE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHH C TE3W IIPH SIUHUIHA 103,

PasnpeneneHue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOoTeHHUTE (anmoymunante). HecBbp3anaTa
yact e okoJ0 0,62%. Cbp3BaneTo Ha A771726 ¢ mina3mMenus anOyMuH € TMHEHHO B paMKUTE Ha
TEpaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOWIHO MPU HalUeHTH C
PEBMATOUICH apTPUT UM XPOHUYHA OBOpEeYHa HEOCTAThYHOCT. EKCTEH3MBHOTO CBBP3BAHE HA
AT71726 ¢ mpoTenHUTE MOXE Ja TOBEC 10 M3MECTBAaHE Ha APYTH €KCTCH3UBHO CBBhP3aHH JIGKapCTBA.
[IpoyuBanus in vitro 3a B3aMMOAEHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HAYMMH KOHIIEHTPAIIMH He TI0Ka3BaT B3anMoieiicTBus. [10100HM poy4BaHus ¢
nbynpoden u auknodeHax cpIIo He MoKa3BaT u3MecTBane Ha A771726 oT MACTOTO My Ha CBbpP3BaHe,
JOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HAIWYKE HA TOIOYTaMHI.
A771726 nzmectBa ubynpodes, quxnodenaxk u Toa0yTaMul, HO HECBbp3aHaTa (paKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 g0 50%. Hsma nannu 3a KIIMHAYHO 3HAYCHHE HA TE3H
e(extu. [lopaau 3HaUUTEITHOTO CH CBBP3BaHE ¢ IIa3MeHuTe 0enThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoso 11 nutpa). He e yctanoBeHo npedepeHInaiHo moeMaHe 0T epUTPOLIUTHTE.

Buorpauchopmarus

Jlepmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Opyry BTOPOCTETICHHU
MeTabonuTH, BKIoUnTeTHO TFMA (4-TpudiryopomeTmianuint). MeTtabomuTHaTa
ounotpanchopmanus Ha nedayHomua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30OMaJIHATA, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppaxuuu. [IpoyuBanus 3a B3auMOAEHCTBHE ¢ IMMETHIVH (HecTieln(pUUCH HHXUOUTOP Ha
uroxpoM P450) u pudammunun (HecienuduueH nuroxpom P450 uHAyKTOP) IOKA3BAaT, 4e in vivo
CYP enzumuTe yuactBat B MeTaboIM3Ma Ha JIeIyHOMHU CaMO B MaJIKa CTETICH.

EnumMunupane

Ennmunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHALMOHHUAT HOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiioskeHue Ha OesnsizaHa ¢
M30TOII 7032 JIEPITYyHOMH, PaJHOAKTHBHOCTTA CE OTAENSI €AHAKBO BbB (PEKAIMUTE, BEPOSTHO Upe3
SIIMMUHHPAHE C XKIIbUKaTa, U B ypuHata. A771726 moxe 1a ce OTKpUe B ypuHaTa v eKaIuuTe 10
36 nHU cieq eAHOKpATHO MpHueMaHe. [ TaBHUTe MEeTaboINTH B ypHHATa ca TIIIOKYPOHHUIN Ha
nedryHOMu/ (T1aBHO B rpobuTte oT 0 10 24 gaca) 1 OKCaHMIIOBO MPOU3BOAHO Ha A771726. BB
(exanuute ce oTKpuBa rinaBHo A771726.

YcTaHOBEHO €, e pH X0pa MPHUII0KEHNETO Ha MepopaiHa CyCIeH3HsI aKTHBEH BBIJIEH Ha IIPax WU
KOJIECTHPaMUH BOAM A0 OBbP30 U 3HAYUTETHO YCKOPSIBaHE HA eKCKpeuusaTa Ha A771726 u HamansiBaHe
Ha IJIa3MEHUTE KOHLEHTpauuu (Bx. Touka 4.9). ToBa ce AbKH Ha CTOMAIIHO-YPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITK Ha TIPEKbCBaHE HA CHTEPO-XEMaTaTHHS [IUKBJI.

bs 6De‘lH0 YBPCXKAAHC

JledbmyHOMHUT € IPUIIOKEH B AMHUYHA ITepopaiHa m1o3a oT 100 mg mpu 3 manueHTH Ha XeMOoAuain3a
¥ 3 MaluueHTy Ha NpoabJDKUTeNHa neputoneanta auannusa (CAPD). ®apmakokuHeTnkara Ha
A771726 npu narmentu Ha CAPD m3riexaa cxoHa ¢ Ta3u npu 31paBu gooposomim. [1o-0bp30
enuMuHUpane Ha A771726 e HaOar0AaBaHO MPH MALMEHTUTE HA XEMOIUAIN3a, KOSTO HE C€ IBJDKU Ha
EKCTpPAaKIIHs Ha JICKApCTBEHHS ITPOYKT B TUATN3ATA.
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YepuoapoOHO YBpEKIaHE

Hsma nannu 3a nedeHne Ha MAMEHTH C YepHOAPOOHO yBpeKaAaHe. AKTUBHHAT MeTabonuT A771726 e
CBBbp3aH B roJsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIM3bM H KIIbUHA
cekpenus. Te3n mporecu MOKe J1a ObIaT MOBJIUSHHA OT YEPHOIPOOHA AUCHYHKITHS.

Ilenuarpuyna nomnyJanus

®dapmakokuHeTHKaTa Ha A771726 ciien mepopaliHO PUJIoKEeHHE Ha JIEQIIyHOMI € U3ciieBaHa IpH
73 nenuaTpUYHY MAMEHTH C TIOJIUAPTHKYJIAPEH THUIT FoBeHUIICH peBMaTouzeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. PesynraTute oT nmomynanuoHeH (apMaKOKHHETHYCH aHAIU3 Ha TE3H
NPOYYBaHUS ITOKA3BaT, Y€ TeTUATPUYHHTE MAIUSHTH ¢ TellecHO Terino <40 kg nMaT HamalnieHa
cuctemHa excrio3utus (nu3mepena upe3 Cg) Ha A771726, mo100HO HA BH3PACTHUTE MAIUCHTH C
peBMaToOHICH apTPUT (BXK. TOUKa 4.2).

Crapyecka Bb3pacT

®apMaKOKHMHETHYHUTE JAHHH MIPH JIUIIA B CTap4YecKa Bb3pacT (>65 roguHm) ca orpaHHYeHH, HO
CHOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIIUTE BH3PACTHH.

5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JledmyHOMUA, IPUIOKEH NEPOPATHO ¥ MHTPANEPUTOHEATHO € M3CIIEABAH B IPOYYBAHUS 32 OCTpa
TOKCHYHOCT IIPY MHUIIKH U IUTBXOBE. [Ipoy4BaHMs IPH MHOTOKPATHO TIEPOPAITHO MPHUIOKEHHUE Ha
nedayHOMU/ IPH MUIIKY 3a IEPUOJ OT 3 Mecela, ITbX0BE U KydeTa 0 6 Mecela 1 MaiMyHH J10

1 Mecer] OKa3BaT, Y€ INIABHUTE TAPTETHU OPTaHM 3a TOKCHYHO YBPEXKIAaHE ca KOCTHHUS MO3bK, KPBBTA,
racTPOMHTECTUHAIHUS TPAKT, KoXKara, Jajnaka, TaMyca 1 tuMmduure Bp3nu. [aBaure edexru ca
aHeMus, JICBKOTICHHS, HaMasieH Opoil Ha TPOMOOLIMTUTE U TAHMHEJIONATUsI K 0TPa3siBaT OCHOBHUS
MEXaHU3bM Ha JCHCTBHE Ha BelecTBOTO (moaruckane Ha cuHre3ata Ha JJHK). Ilpu mrpxoBe u kyuerta
ca HamepeHu Tenna Ha Heinz w/umu Howell-Jolly. [Ipyrure edektn, ycTaHOBEHU BBPXY CHPIIETO,
yepHUs Apo0, KOPHESATA U pECIMPATOPHHS TPAKT OMXa MOTJIH Ja ce OOSCHAT ¢ HH(EKIIUH BCIIEJCTBUE
Ha UMYHOcynpecusTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA IPH 03U, CKBHUBAJICHTHH HA
TepaneBTHYHUTE JIO3H TIPH XOpa.

Jlepmynomun He e myTareHeH. Bropoctenennust metabonut TFMA (4-tpudnyopoMeTunanuInH)
NpEAU3BUKBA KIACTOTCHHOCT M TOYKOBH MYTAILMH iA Vitro, KaTo JIUIICBAT JOCTAaThYHO JAaHHU AU TOH
MOXe J]a IPEN3BUKA TO3H €EKT in Vivo.

Ipu npoy4BaHe 3a KAPIMHOT€HHOCT MPH TUTHXOBE, JIEGIYHOMHUT HE € TIOKa3all KapIInHOT€HEeH
noteHnuat. IIpu mpoydyBaHe 3a KapI[HHOTEHHOCT IIPH MHUIIIKK € Ha0JIfoJaBaHa Mmo-BUCOKa YeCTOTa Ha
3710Ka4eCTBEH TMM()OM MPU MBXXKHUTE B IpylaTa Ha Hal-BHCOKa /1034, Hal-BEPOSTHO JbIDKAI CE Ha
UMYyHOCYTIpecUBHUS eeKT Ha jtedryHOMuU 1. [IpH )KSHCKU MUIIKH € HaOJIF0IaBaHO J10303aBHCHMO
YBEJIMYCHHE HA YeCTOTaTa Ha OPOHXHOJIO-AIBEOIAPHH aJICHOMHU U KapLIMHOMHM Ha Oeyust 1po0.
3HaYeHHETO HA Te3H HAXOKHU MPH MUIIKH 3a KIIMHHYHATA yIoTpeda Ha JedayHoMua He e
YCTaHOBEHO.

JlepmyHoMua HIMa aHTHT'CHHH CBOMCTBA MPH KUBOTHHCKU MOJICIIH.

JlepmyHomuz € eMOPHUOTOKCHYEH M TEPATOI'€HEH NPH IUIBXOBE U 3aiiM B paMKHTE Ha
TEpaNeBTUIHNUTE JO3H IIPH XOPA U NPUIHMHABA HEXXEIIAaHU PEAaKIUU BbPXY MBXKKUTE PEIPONYKTUBHU
OpraHHy MpH MPOyUBAHUATA 3a TOKCUYHOCT IIPU MHOTOKPATHO MpuiiokeHue. GepTUINTETHT HE €
HaMaJleH.
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6. DAPMAIEBTUYHU JAHHU

6.1 Chnuchbk Ha IOMOILIHHUTE BellleCTBA
Tabremuo 520po:

IlapeBuuHO HUIIECTE

IToBumon (E1201)

Kpocnosugon (E1202)

Cunuuues JUOKCU, KOJIOUAEH 0e3BoeH
Marunesues creapar (E470b)

JlakTo3a MOHOXHIpPAT

Quimoso nokpumue:

Tank (ES53b)

Xumnpomenosa (E464)

Turanues auokcun (E171)

Makxkporon 8000

Kont xenesen okenn (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 rOaUHU.

6.4 Crnenuananm ycJa10BHs HA CbXpaHeHHe
bimucrep:  la ce cbXpaHsiBa B OpUTMHAJIHATA OIAKOBKA.
byrunka:  CexpansBaiiTe OyTHUIKaTa ITHTHO 3aTBOPEHA.
6.5 Buau chabp:KaHUe HA ONIAKOBKATA

Brucrep:  Anmymunmii/anymunaues oiuctep. OnakoBku: 30 u 100 punmupanu tabneTky.

Byrunka: 100 ml HDPE OyTtunka ¢ mmpoko T'epito, ¢ Kanadka Ha BUHT C BIPaJeH KOHTEHHEp 3a
u3cymasane, cpabpxany 30, 50 wiu 100 dunmupanu TabaeTkH.

He Bcuuky BHoBe OMaKOBKU MOTar j1a ObJaT IMyCHATH B IIPOJaxoa.
6.6 CrnenuajaHu Npeana3Hu MepKHU NMPH U3XBHPJIsiHE U padoTa

Hsma crienmmanan M3UCKBaHMS 32 H3XBBPJISHE.

7. IMPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,
I'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/005-008
EU/1/99/118/010

9. JATA HA II'bPBO PA3ZPEINABAHE/IIOJJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemanane: 02 centemBpu 1999 r.
Jlata Ha nocimeauo nogHoBsaBane: 01 romm 2009 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Tonpo6na mH(pOpMans 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHnus no Jexkapcraata http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Arava 100 mg ¢puamupaHu TaOJIETKH

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska Tabnerka ceappka 100 mg nedynomun (leflunomide).

TlomoliiHM BENIECTBA ¢ U3BECTHO JIEUCTBUE
Bcsika Tabnerka cpabpika 138,42 mg makTo3a MOHOXHIPAT.

3a IIBJIHUA CHOUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

Bsina no 6ene3nukaBa, Kpbria punMupaHa tabaeTka, c ornedatano ZBP ot eqnara crpana.

4. KJIMHUYHU JAHHN
4.1 TepaneBTHYHHU MOKA3AHUS

.HC(i)J'IYHOMI/I,Z[ € IMOKa3aH 3a JICUCHHC Ha Bb3pACTHU MAIUCHTH C:

o AKTUBEH PEBMATOMICH apTPHUT KaTo “OosiecT-MOAN(UIIMPAIIO aHTUPEBMATUYHO JIEKAPCTBEHO
cpeactso” (BMAJIC)
o AKTUBEH NICOPUATHYEH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHUE C XeTMaTOTOKCHYHN MK XematoTokcnyan BMAJIC (Hamp.
METOTPEKCAT) MOXKE /1a IOBEJIE 10 YBEIMUEH PUCK OT CEPHO3HHU HEXEJaH! PeaKiiy; CICA0BaTEIHO,
Npeay 3aroYBaHe Ha JEYEHUETO ¢ JedayHoMua, TpsioBa ga Obae BHUMATEIHO MPELCHEHO
CHOTHOIIIEHUETO T0JI3a/PUCK.

Hemo noseye, cmsiHaTa ot nedayHomun Ha Apyro BMAJIC Ge3 cia3Bane Ha oyHMcTBaIaTa Mpouesypa
(BX. Touka 4.4), MOXe Jla YBEJIHYHU PUCKA OT CEPUO3HU HEXKEIaH! PeaKliy JOPU ABJITO BpEME Clie]
CMsHAaTAa.

4.2 Jlo3UpOBKA M HAYUH HA NPUJI0KEHHE

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

EnHoBpemenHO TpsiOBa Ja ce onpenensT ajanud aMmuHoTpaHncepaszara (AJIAT) uiu cepymHaTa
rirytamat-upyBat Tpancdepasza (CI'TIT) u mpiiHa KpbBHA KapTHHA, BKITFOUYUTEITHO TU(EPEHIINATHO
OpocHe Ha OenuTe KPhbBHH KJIETKU U OpOsi Ha TPOMOOIIUTHTE, a TIOCIIE J1a Ce U3CNIEABAT ChC ChIIlaTa
YecToTa:

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

o [Ipu peBMaTOnIeH apTpUT: TepanusiTa ¢ JieITyHOMII OOMKHOBEHO 3aI104Ba C HaTOBapBaIlia
nmo3a ot 100 mg enuH IbT THEBHO B MPOIbJDKeHHE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaliara
Jl03a MOXKE J]a HaMaJlu PUCKa OT HeXKeJaH! ChOuTHs (BXK. Touka 5.1).
[Ipenopbuntenyara noaappxaiia go3a ¢ 10 mg g0 20 mg nedryHOMU €IUH BT THEBHO, B
3aBUCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIIBaHETO.

o [Ipu ncopuaTHyeH apTpUT: TepamnusTa ¢ JeQIyHOMHU 3all0yBa ¢ HaToBapsaiua 103a ot 100 mg
€IVH IIbT JTHEBHO B IPOABIKEHUE HA 3 THHU.

IpenopbunTenHata moaabpiKaiia 103a ¢ 20 mg aedIyHOMH] €IUH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT eeKT OOMKHOBEHO 3arouBa ciell 4 10 6 CeMUITU U MOXKE JOIBIHUTEIHO Ja Ce
noto0pu 3a nepuoj ot 4 10 6 Mecera.

He ce npenopwuBa npomsiHa Ha J103aTa MPHU MALMEHTH ¢ JiekKa ObOpedHa HeJI0CTaThYHOCT.

He ce n3uckBa nmpomMsiHa Ha J03aTa NpU MALKUEHTH HaA 65-TOIMIIHA Bh3PAcCT.

Ileouampuuna nonyrayus

Arava He ce IpernophYBa 3a ynotpeda npu manueHTy mox 18 roauHu, Thil KaTo ehUKaCHOCTTA H

Oe3omacHocTTa NpH 10BeHMWIeH peBMaroneH apTput (FOPA) e ca ycranoBenu (Bx. Touku 5.1 u 5.2).

Hauun Ha OPHUITOKCHHUC

Tabmetrkure Arava ca 3a mepopaiiHo nmpuioxeHue. TadneTknuTe TpsOBa 1a ce MOTIBIIAT MEeJH C
JIOCTaThYHO KOTHUYECTBO TeuHOCT. CTeneHTa Ha abcopOuus Ha e IyHOMHU/] HE CE TOBJIHSIBA, aKO CE
mpreMa ¢ XpaHa.

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

enuaepMaliia HeKpon3a, epureMa MynTudopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
AKTUBEH METa0OIHT TepU(IYHOMUJI WM KbM HSIKOE OT IIOMOIIHUTE BEIIECTBA, U30POCHH B

Touka 6.1.
. [TanuenTr ¢ yBpeaeHa 4epHOApOOHA (yHKITHSL.
. ITanmenTtn ¢ TexKH uMyHOaeUIUTHA cheTostHES, Harp. CITMH.
o [MareHTH ChC 3HAYUTETHO YBpEeHa (GYHKITUS HA KOCTHHS MO3BK WM TEXKKa aHEMUS,

JICBKOIICHUSA, HCYTPOIICHUA WA TpOM6OL[I/ITOHeHI/I$I, rnopaav mMpuirvHU, pa3jniHu OT
PEBMATOUJACH UJIK ICOPUATUYCH apPTPUT.

. [TanimeHTH CHC cepro3HU MHGEKITH (BXK. Touka 4.4).

° [TanimeHTH € yMepeHa 70 Texka ObOpeTHa HeIOCTATHYHOCT, 3aII0TO JINTICBA JOCTATHYHO
KJIMHUYCH OITUT TPU Ta3M rpyna MarueHTH.

. [NarueHTy ¢ TeKKa XUITOIPOTCUHEMUS, HATIP. TIPU HEPPOTHUEH CHHIIPOM.
° BpeMeHHM XeHHU WK KEHH C IeTepPOJIeH TMTOTCHIINAJ, KOWUTO HE M3ITOJI3BAT IOIXOIAIIa
KOHTpAIEIIIH 110 BpeMe Ha JICUEHUETO C JIeIyHOMUJ U CIIe]] TOBA, IOKATO TUIa3MEHNUTE HUBA

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

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

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

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

3a ouncTBamIaTa nporeaypa u ApyTrd MPENOPhYUTETHA MEPKH B CIIy4ail Ha )KeJlaHa WK
HenpenBuaeHa OpeMEeHHOCT, BIXKTE TOUKa 4.6.

YepHOIPOOHU peakInu

Penku cirydan Ha T€XKO 4epHOAPOOHO YBpEXKAaHE, BKIIFOUUTEITHO ¢ (haTaJieH U3X07 ca Ouiu
ChOOIIaBaHU 110 BpeMe Ha JieueHHueTo ¢ aeduynomua. [loBedeTo oT ciiydanTte ca Bb3HUKHAIH TIPe3
IBPBUTE 6 MeceIla Ha JIEYeHHeTo. YecTo e HaJuIle ChITbTCTBAIIA TEPAIUs C IPYTH XeTaTOTOKCUYHU
JIEKapCTBEHU MPOIYKTU. BaxHO € 1a ce cieABaT TOYHO MPEHOPBKUTE 3a MPOCIEAsIBAHE.

Tps6Ba na ce onpenenmu AJIAT (CI'TIT) mpenu 3anouBane Ha JiepIryHOMHI, a TIOCTIE 1a C€ U3CIeBa
ChC ChIIIaTa YECTOTAa KATO MbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEJMMIIN) TIPE3 IBPBUTE IIECT
Mecela OT JISYSHUETO, a CJIe]l TOBa BEAHBXK Ha BCEKH 8 CEAMHMIIN.

IIpu yBenmmuenne Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Haj ropHaTa rpaHUIla HA HOpMaTa, MOXKeE J1a Ce
o0chau HamansBaHe Ha fo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObAE MPOBEACHO €KECEIMUIHO
Haomonenne. Axo yennueHnero Ha AJIAT (CI'TIT) e 2 mbTu HaZ HOpMaTa U MEPCUCTHPA WIIH
YBEIMYEHHUETO € TIOBeYe OT 3 IIBTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/T TpsiOBa ce
MIPEYCTAaHOBH M JIa ce IPEMHUHE KbM OYMCTBalIaTa mpoueaypa. Ilpenoppusa ce npoabkaBaHe Ha
MOHHUTOPHUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJIEH [IPEyCTAaHOBSABAHE HA JICUCHUETO C JIEPIyHOMHU O
HOpMaJM3MpaHe Ha EH3UMHHUTE HUBA.

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

Tbit kKaTo aKTHBHHUAT MeTaboMuT Ha Nedmyromun, A771726, ce cBbp3Ba B rojsiMa CTEIEH C
NPOTEUHHUTE U C€ eTMMUHHIpPA Ype3 YePHOAPOOEeH MeTab0IN3bM U JKITBbYHA CEKpELrs, MIJIa3MCHUTE
HuBa Ha A771726 ce oyakBa 1a ObJaT MOBUIIICHH TPH IMAIIUCHTH ¢ XUIIONPOTCHHEMUS. Arava ¢
MPOTHUBOIIOKA3aH MIPH NAMEHTH C TEXKA XUIIOIIPOTEHHEMHUS WM YBpeaeHa (GYHKIMS Ha YepHUs Ipod
(Bk. TOuKa 4.3).

XeMaToJIOTHYHHU PEaKIIuU

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

[Ipu manueHTH ¢ Mpe/IIecTBaIla AaHEMHUS, JICBKOTICHUS W/WIIA TPOMOOIIUTONICHHS, a TaKa ChILO U MPH
MAIMEeHTH C YBpeIeHa (PYHKIIUSA Ha KOCTHUS MO3bK HJIM [P TAKUBA C PUCK OT MOJITUCKAHE HA KOCTHHS
MO3BK, PUCKBT OT XEMATOJIOTHYHH HAPYIICHHS € YBEJIM4eH. AKO Bhb3HUKHAT TaKMBa e(heKTH, TPsIOBa
Jla ce B3eMe MpeABU OUNCTBaHE (BXK. [T0-I0JIY) 3a HaMaIsIBaHE Ha IUIa3MeHUTe HuBa Ha A771726.

42



B ciyvaii Ha TeKKH XeMaTOJIOTHYHH PEaKINH, BKIIOYUTEITHO MAHIUTONCHHS, Arava 1 BCsIKa
€IHOBpEMEHHA MUEJIOCYIPECHBHA Teparusl Tps0Ba 1a ce CIpe U 1a ce 3all0yHe OYHCTBAlla IpoLeaypa
OT JIe(hTyHOMUI.

KOM6I/IHaI_II/I$[ C IPYI'H JCYCHUA

Ymnorpebara Ha neIyHOMUA C aHTUMAJIAPUIHY TTPenapaTH, W3IIOJI3BAHH [TPH PEBMATHYHH
3a00saBaHys (HATp. XJIOPOKBUH M XUAPOKUCXIOPOKBHH), HHTPAMYCKYIIHO WM IIEPOPAITHO 371aTo, D-
TICHUIIMJIAMUH, a3aTHOTIPUH U APYTH UMYHOCYIIPECUBHU CPEACTBA, BKIFOYHTEITHO HHXUOUTOPU Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA He € JOCTAThYHO M3CJIeIBaHA B PaHAOMU3UPAHH
M3MHATBAHUS (C H3KITIOUEHUE HA METOTPEKCAT, BXK. TouKa 4.5). PUCKBT, CBBpP3aH ¢ KOMOMHHPAHOTO
JIeYeHUE, 0COOEHO OT MPOABDKUTEIIHOTO JICUCHHE, HEe € M3BECTeH. T'hil KaTO TaKOBA JICUCHHE MOXKE J1a
JIOBEJIC 10 HATPYIIBAIla Ce WU JIOPH J0 CHHEPrHYHAa TOKCUYHOCT (Harp. XenaTo-miu
XEMaTOTOKCHYHOCT), KoMOuHarusta ¢ 1pyro bBMAJIC (Hamp. MeToTpeKcar) He € MpernophUnTEITHA.

EnnoBpeMeHHOTO NpHIIoKeHHEe Ha TepUIIyHOMH/L ¢ JTehTyHOMUJI HE Ce MPErnophyBa, Thil KaTo
nedIyHOMU € U3XOIHOTO ChbeMHEHHE Ha TePUITyHOMHU.

IIpeMuHaBaHe KbM APYIO JEUCHUE

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

Ilo ChIIUA HAYMH, CKOPOUIHO JICYEHUEC C XECTTATOTOKCUYHU WM XEMATOTOKCUYHHU JICKAPCTBCHU
IIPpOAYKTH (Hanp. MeTOTpeKC&T) MOXKE [1a JOBCC 10 YBCIMYCHU HCKCIIaHU PCAKIUHN, CIICAO0BATCIIHO,
npeau 3aro4YBaHe HaA JICUHCHUCTO C J'Ie(l)J'IYHOMI/I,Z[, TpSI6Ba Ja 6’1;)_'[6 BHUMATCIIHO MIPCIIEHCHO
ChOTHOIICHHUECTO Hon3a/p1/1c1< 1 CC IMPEIopbyBa CTPUKTHO MPOCIICAABAHEC B HAYaIHaTa (1)3321 CJIe
CMsAHaTa.

KoyxHu peakmu

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

MHoro pejiku ciiydau Ha CHHAPOM Ha Stevens-Johnson WM ToKCHYHA enUIepMaliHa HEKPOITH3a U
JICKapCTBEHA peakius ¢ eo3uHouins u cuctemuu cumnToMmu (DRESS) ca cho0iaBanu npu
NalyeHTH, JIeKyBaHu ¢ jediayHomua. Koraro ce HaOmogaBaT KOXKHH W/UITH MyKO3HU POMEHH, KOUTO
MOPaK/IAT MOI03PEHHUE 32 TAKMBA TSIKKU PEakivu, Arava H BCsKa JIpyra Bb3MOXKHO CBbp3aHa Teparust
TpsiOBa Jja Ob/Ie IPEYCTAHOBEHA U 1A C€ 3aIl0YHe He3a0aBHO OUMCTBAIATA MPOIIeaypa OT
nedaynomua. B TakuBa ciryyan e HeoOX0AMMO ITBJITHO OYHMCTBaHe. B TakuBa ciydan HOBTOPHOTO
npruemMane Ha Je(IyHOMU/ € MPOTHBONOKAa3aHo (BX. Touka 4.3).

Xemogpazoyumna numoxucmuoyumosa (haemophagocytic lymphohistiocytosis, HLH)/Cunopom na
axmueupane Ha makpogazume (macrophage activation syndrome, MAS):

XemoaronurHa muMpoxuctronnTosa (HLH), BtounTenHO CHHIPOM Ha aKTUBUPAHE Ha
makpodarute (MAS), e cro01aBaHa Npu MaLUEHTH, JEKYBaHH C JIeIyHOMH.

Makap u psijiKo, JeKapcTBeHaTa peakius ¢ eosuHodmmms u cucreMun cumnromu (DRESS), cBbp3ana
¢ nehmyHOMEIT, MOXe f1a Obae ycrmoxkHeHa oT HLH mimm MAS. Cnyuan sta HLH/MAS ca cpo0maBanu

u He3zaBucumo ot DRESS.

HLH/MAS e ceprio3eH U MOTeHIHATICH KHUBOTO3ACTPAIIABAIl XUTIEPBH3MATUTEIICH CHHAPOM.
KnuHn4HNTE XapakTepUCTUKU MOTAT Jja BKIIIOYBAT IIEPCUCTHPAILA TPECKA, OOPUB, HEBPOJIOTHYHH
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CHUMIITOMH, XeIaTOCIUICHOMETANHS, TUM(AJCHOTIATHS, TUTOTICHUH, 3HAYUTEITHO TIOBUINIEH CEPYMEH
(hepuTHH, XUTIEPTPUTITHIICPUIEMUS H HAPYIICHUS Ha YePHOIPOOHATA (QYHKIIUS U KOaryJausTa.

[NanuenTure TpsOBa na 6bAaT MHGOPMHUPAHHU 32 IPU3HALUTE U CUMITOMUTE, cBbp3anu ¢ HLH/MAS,
U J1a ObJIaT IOCHBETBAHU J1a IOTHPCAT He3a0aBHO MEAULIMHCKA [IOMOIL], aKO TAKUBA CUMIITOMH C€
HOSBAT 110 BpEME Ha JICUeHHE C JICPIyHOMMUI.

Axo MaIMEHTUTE Pa3BUAT HAKOC OT TE3U CHCTOAHUSA, CIPETE JICHECHUCTO C He(i)HYHOMI/IJI 1 U3BHPIICTE
MpoIIeTypa 3a YCKOPEHO eIMMUHUPAHE Ha JIEKapCTBOTO (BK. Touka 4.4). PaHHOTO pa3mo3HaBaHe u
OBP30TO JICUCHHE Ca BaXKHU 3a MOA00psSIBaHE HAa U3X0/1a.

Vma choOIeHns 3a MyCTyJI03€H MICOpUa3kc U BIIOMIaBaHe Ha MICOPUA3KC Clie]] yIoTpeOa Ha
nedaynomu. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYEHUETO, KATO CE B3eMAaT MPEBHI
3a00JISIBAHETO HA MAIMEHTA U aHaMHe3aTa.

[Tpu nanyeHTH N0 BpeMe Ha Teparus ¢ JIe(IyHOMUI MOTaT Jia Ce MOSBAT KOXHHU SI3BU. AKO HMa
CBbMHEHHE 32 KOXKHa 53Ba, CBbP3aHa C Je()IyHOMUA WIM aKO KOKHHUTE SI3BH MIEPCUCTUPAT BBHIIPEKH
MOJIXOJISIIIA Teparnusi, TpsiOBa Jla ce OOMHCIIH NPeKpaTsBaHe Ha JICUSHHETO C JIEQIyHOMU U
npolleypa 3a ITBJIHO O4YMCTBaHe. PernreHnero 3a Bhb300HOBSIBaHE Ha JICUSHHETO C JIEITyHOMH]T CIe]
KO>KHHU SI3BH TPAOBa J1a c€ OCHOBaBa HA KIIMHUYHA MIPELIECHKA 3a a€KBAaTHO 3a3/[paBsiBaHe Ha paHUTE.

[To Bpeme Ha JieueHUeTo ¢ e TyHOMUI TIPU MAIEHTH MOXKE Jla ce HaOIltojaBa TPYTHO 3a3/IpaBsiBaHe
Ha paHu ciies onepauus. Bp3 ocHOBa Ha MHIUBHIyaJIHA OLIEHKA MOJKE J1a c€ OOMHCIIM NPEKbCBAHE Ha
JICYCHHUETO C Je(GIyHOMU B IEPUXUPYPIUUHKS IEPHOA U MPHIIAraHe Ha OYMCTBALIA IPOLEaYpa,
KaKTO € OITMCaHO MO-/10JTy. B ciyyaif Ha mpekbCcBaHe PEHICHUETO 3a Bb300HOBSBaHE HA JICYEHUETO C
nedayHoMu TpIOBa Ja ce OCHOBAaBa Ha KIMHUYHATA TIPEIICHKA 32 aJIeKBATHO 3a3/IpaBsBaHe Ha
paHara.

Undekumu

H3BecTHO €, 4e JeKapCTBEHH MPOIYKTH C UMYHOCYITPECUBHU CBOWCTBA - KaTO JIeIYHOMH]T - MOTaT Ja
HAIPaBAT NAI[CHTUTE MMO-4yBCTBUTEIHH KbM HH(PEKIIUH, BKIIFOUUTESIIHO OIOPTIOHUCTUYHNA HHPEKIINH.
WHupekuunre Morar qa ObIaT MO-TEKKH 10 €CTECTBO U CCI0BATEIIHO Ja U3UCKBAT PAaHHO U
EHEPTUYHO JieueHue. B cinyyaii, ye BE3HUKHE TE)KKa HEKOHTPOJIHPYeMa HH(EKIUS, MOXKE /13 €
HE0OXOAMMO Ja c€ NMPEKHCHE JICUCHUETO ¢ JehIyHOMU U JIa CE 3all0YHE OYHCTBAIIA ITPOIIEIypa,
KaKTO € OIHCAHO TO-II0JTY.

Cpo01maBanu ca pellku ciiydad Ha mporpecuBHa MynTudokanHa neskoenuedanonarus (PML) npu
MAIUEHTH, PUEMAIIX JIeITyYHOMH/T 32¢THO C JPYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALIEHTH TPAOBa Ja ce M3cienBaT 3a aKTHBHA U HEaKTHBHA
(,y1aTenTHA”) TYOEpKYJI03a, CHIIACHO JTOKATHUTE MPENOPHKH. ToBa MOXKE Ja BKIIIOYBA MEIUITMHCKA
aHaMHe3a, Bb3MOXKEH IMPEIIECTBAI] KOHTAKT C TyOepKy103a W/UITK TTOAXOASI CKPHHUHT, KaTo
HanpuMep peHtrenorpadus Ha Oenure 1podoBe, TyOSpPKYIMHOB TECT W/UIU HHTepEepOH-TaMa TECT,
KaKTo € puiioxkumo. Ha npennucpamniure nekapyu TpsOBa 1a ce HAIIOMHS 32 pUCKa OT (aiuBo
OTPHLIATESITHH PE3YJITATH OT TYOCSPKYJIMHOBHS KOXKEH TECT, OCOOCHO MPH MAIMEHTH, KOUTO Ca TEKKO
0O0JTHHM WITM UMYHOKOMIpoMeTupaHH. [larmeHTuTe ¢ aHamHesa 3a TyOepKyno3a TpsiOBa Ja ce
IpOCIeAsBaT BHUMATEIHO NOPaJH Bb3MOXKHOCTTA 32 pEaKTHBHpaHe Ha MH(EKIHsTA.

PecnimparopHu peakiuu

Crpo01m1aBa ce 3a HHTepCTUITHANTHA 0enoapoOHa 60IecT, KakKTo U PeIKH CIIydan Ha OeroapooHa
XUTIEPTOHUSA U OSIOAPOOHH HOMYJIH TI0 BpeMe Ha JiedeHue ¢ JiepmyHomun (Bx. Touka 4.8). PUCKBT OT
HACTHIIBAHETO HA MHTEPCTHIIMAIHA OeTI0/IpoOHAa 0oJecT U 0enopoOHa XUTIEPTOHHS MOXKeE Ja Obie
TIOBHIIICH MU MAIMESHTH ¢ aHAMHEe3a 32 HHTepCTUIaIHA OenoapooHa 6onect. MHTEepCcTHIIMaHATA
OenoapoOHa 0oJIeCT € MOTeHIMAI0 (DaTaHO HAPYIICHHE, KOETO MOXKE Ja Bb3HHKHE OCTPO 10 BpeMe
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Ha TepanusTa. [lyTMoHapHHUTE CHMITTOMHM, KaTo KallUTHAIA U 3a/IyX, MOTaT Ja ObJaT MpUYHHA 32
MIPEyCTAaHOBSBaHE Ha JICUEHUETO M MOAXOSIIO TIOCIEIBAIIO U3CIIEeIBAHE.

HCDI/I(bGDHa HCBpPOMNIAaTHA

IIpu maruenTH, MoTy4YaBamy Arava ca CbOOIICHH ciIydan Ha nepudepHa HeBpomatus. [loBedeTo
MAIMCHTH ca ce OIOOPIUTH Clie/l IpeKpaTsaBaHe Ha Arava. Habnronasa ce obaue mmpoka
BapUaOMIIHOCT TI0 OTHOIICHUE HA KpAaHHUS U3XO/l, T.€. IPH HAKOU MAI[ICHTH HEBPOIIATHUSATA €
OT3BYy4alla, a HIKOM MAIMEHTH ca UMAaIU MEPCUCTHPANX cUMIITOMU. Bb3pact Han 60 roaunmy,
CHITBTCTBAIIM HEBPOTOKCHYHU JICKAPCTBA U IMAa0ET MOTaT Jla TIOBUIIIAT PUCKA OT MepudepHa
HeBponaTus. AKO MalMeHT, KOWTOo mpreMa Arava pa3Bue nepudepHa HeBpomaTHsi, TpsOBa Ja ce
00CBHIH MpeKpaTsIBaHe Ha JICYEHUETO ¢ Arava U MPOBEXaHe Ha NPOIIEAypa 3a eNMMUHIpaHe Ha
JIEKapCTBEHUS MPOAYKT (BXK. Touka 4.4).

Komur
[Ipu manmenTHTE, IEKyBaHU C JIe(QIyHOMU, € CHOOIICHO 32 KOJUT, BKIIFOUUTEITHO MUKPOCKOITUYCH
koiuT. [lanmenTruTe Ha JiedeHue ¢ JieIryHOMHII, TIPH KOUTO Bh3HWKBA HEOOSCHUMA XpOHUIHA THAPHS,

TpsiOBa Aa OBAAT MOIOKCHH Ha TTOAXO/ISIIN JUATHOCTHYHH MTPOIICITYPH.

KD’LBHO HaJIATraHe

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

Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

Mmkere manueHTy TpsiOoBa ja ObAaT HAsCHO 3a B3MOXKHA MEIMUPAHA OT MBKa (eTaTHa TOKCUIHOCT.
Tpsa6Ba na 6b1€¢ OCUTYpEHA CHITO MTOAXO/SIINA KOHTPAIICTIIIHS 10 BpeMe Ha JICUCHUETO € JICITYHOMUI.

Hsima Tounu nanHu 3a prcka OT MeIUHpaHaTa OT Mbxka (peranna TokcudHoct. [IpoyuBanust npu
KMBOTHH 32 OIICHKA Ha TO3M CIIeIM(UUCH PUCK 00ayde, He ca IIPOBEXKIaHU. 32 HAMAISIBAHE HA BCEKU
BB3MOXKEH PHCK, MBKETE, JKenaeny f1a Obaat O6amy, TpsiOBa a B3emMar MpeIBU/ MPEyCTaHOBSIBAHE Ha
ynoTpebara Ha JeIyHOMU U /1a IpUeMaT KojecTupamMuH 8 g 3 mbTu 1HeBHO 3a 11 auum nim 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH THEBHO 32 11 qHU.

U B nBaTa cirydas minasMeHaTa KOHIEHTpanus Ha A771726 torasa TpsiOBa a ce U3MEPH 32 NPHB IIBT.
Cren ToBa miia3MeHaTa KOHUEHTpauus Ha A771726 TpsOBa xa ce onpeneny OTHOBO Cle] HHTEPBaJ OT
noHe 14 nau. AKo JaBeTe MIa3MeHH KoHIeHTpaluu ca oz 0,02 mg/l u cien nepuo Ha W34aKBaHe
Haif-Masko oT 3 Mecelna, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOT'O HUCHK.

OuncTBalia nporeaypa

Konectupamun B no3a § g ce npuiiara 3 mbTH JHEBHO. ANTepHaTUBHO, 50 g aKTUBEH BBIJICH Ha Mpax
MOJKE J1a C€ TPHUIIOKH 4 THTH AHEBHO. [IpOABIDKUTETHOCTTA HA ISTIOCTHOTO OYMCTBAHE OOMKHOBEHO €
11 gau. [IpoabKUTEITHOCTTa MOXE JIa C€ TIPOMEHH B 3aBUCUMOCT OT KIIMHUYHHUTE WJIU JIA0OpaTOPHH
ITOKa3aTelIN.

JlakTo3a

Arava cpabpika Jiakto3a. [lanueHTs ¢ peky HacleACTBEH! IPOOIeMH Ha TaJaKTO3Ha HETOHOCUMOCT,
Lapp nakta3Ha HEMOCTATHYHOCT MJIU TITIOKO30-TAIAKTO3HA MalabCopOITus He TpsIOBa Aa MprueMaT TO3H
JIEKapCTBEH TPOJYKT.

BinsHue BEpXy ONpeeNnsiHeTo Ha HUBaTa Ha HOHU3WPAH KU
Bb3MOXKHO € M3MEpBaHETO HAa HMBAaTa HAa HOHU3UPAH KaJIIHUK Ja MOKake (ajIliBO MOHKEHU
CTOMHOCTH TIPH JICUCHHE C JEHIYHOMU W/ WA TEPUPITYHOMIT (AKTUBHHUAT METaOOJIUT Ha
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ne(IyHOMHU) B 3aBUCUMOCT OT BUA Ha U3II0JI3BAHUS aHAJIU3aTOp Ha HOHU3UPAH KaJlui (Hamp.
KPBBHO-Ta30B aHaiu3arop). [lopaau ToBa Mpu NanyeHTHTe, JeKyBaHH C JIHITyHOMU HITH
TepuIIyHOMUI, € HEOOXOIMMO J]a ce MMPOBEPH JOCTOBEPHOCTTA HA M3MEPEHHUTE IIOHMKEHN HUBA Ha
HoHU3UpaH Kanuid. B cioy4ail Ha CbBMHUTEIHM Pe3yNTaTH ce IperopbhyiBa Aa ce ONpeleNny oomara
KOHLIEHTpalys Ha aln0yMUH-KOPUTHPAH KLU B cepyMa.

4.5 B3aumopeiicTBHe ¢ APYTrd JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoelicTBUE
[Ipoy4uBaHus 3a B3anMOAEHCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

YBenuuaBaHe Opos HAa HEXKEIIAHUTE PEaKIMu MOXKeE Jla ce HaOJ0/1aBa Mpu CKOPOIITHA WITH
€IHOBpPEMEHHA yIoTpeda Ha XEMaTOTOKCHYHH TN XeMaTOTOKCHYHH JIEKAPCTBEHU MPOAYKTH HIIH
KOTaTo JIEYEHNETO C JIe(hTyHOMHU]] C€ MOCTIEIBa OT MIPHEMaHeTO Ha TaKHBa JICKAPCTBEHH MPOITYKTH 0e3
MIePHOJ] Ha OTMUBAHE (BXK. CHIIO YITBTBAHETO OTHOCHO KOMOWHAIIMS C IPYTH JICYCHUs, TOUKa 4.4).
CrefoBaTEIHO ce MPENophuBa BHUMATEIHO MPOCIIC/IBAHE HA YSPHOIPOOHHUTE CH3UMHU U
XeMAaTOJIOTHYHHUTE TTOKa3aTeNl B HadanHaTa ¢a3a mpu CMsTHA Ha TeparusiTa.

MeroTpekcat

IIpu manko (n=30) mpoy4uBaHe ¢ €AHOBPEMEHHO MpuiiokeHue Ha aeduryHomua (10 mo 20 mg THEBHO)
¢ merotpekcart (10 1o 25 mg cenMuuHo), € HaOMOaBaHO 2- 10 3-KpaTHO YBEJIMUYCHHE Ha
qepHOAPOOHUTE eH3uMU TIpH 5 oT 30 manueHTn. Becnuky yBeIMYeHUS ca OT3BYJaIH, 2 ¢
NpOJIbIDKABaHE Ha JIBaTa JICKAPCTBEHHU MPOJYKTa U 3 Clie/] MPeyCcTaHOBsABaHE Ha Je(IyHOMUI.
YBennueHue, No-rojisiMo OT 3-IIbTH € HaOJII0JaBaHo MPY APYTH 5 nanueHTa. Bcuuku e chiio ca
OT3BYYaJH, 2 C MPOABIDKABAHE HA ABATa JIEKAPCTBEHU NPOAYKTa U 3 cie]] MPEeyCTaHOBABaHE Ha
nedIIyHOMUT.

[Ipu manueHTH ¢ PEBMAaTOMIEH apTPUT HE € YCTAHOBEHO (PapMAaKOKWHETHYHO B3aMMO/ICHCTBUE MEKITY
nedmyromun (10 mo 20 mg nueBHO) U MeToTpekcar (10 mo 25 mg ceAMUIHO).

Bakcunanmm

Hsmva xnuHAYHA TaHHY 32 e(bI/IKaCHOCTTa u O0e30macHOCTTa Ha BAaKCHMHaIMUTE 110 BPEMEC Ha JICYHCHUC C
J'Ie(l).]'[yHOMI/II[. BaKCI/IHI/IpaHeTO C JKUBU aTCHIOMPAHU BAKCUHHA 068.‘-16, HC CC IperopbYBa. I[’BJ'H‘I/IHT
IMMOJIYy>KUBOT Ha J'Ie(i)JIyHOMI/IZ[ TpSI6Ba Ja CC uMa NpeaABU/, KOraTo €€ IulanyBa NPHUIIOKCHUC HA JKUBa
AaTCHIOMpaHa BaKCHHA CJIC] CIIMPAaHE Ha Arava.

BaDdJaDI/IH " IPpYyTHU KYMApUHOBH aHTHKOAI'YJIaHTHU

Nma crolOmenns 3a ciyyan Ha yBeJTMUEHO IPOTPOMOMHOBO BpeMe, Korarto JedIyHOMUI U BappaprH
ce mpueMaT eAHOBPEMEHHO. B KINMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakonnHaMHU4HO B3auMojeiicTBue ¢ Baphapun u A771726 (Bx. mo-gony). Ilopaau ToBa, npu
€HOBPEMEHHO IIPUIIOKEHNE Ha Bap(papuH Wwin Ipyr KyMapyuHOB aHTHKOAryJlaHT, Ce IPeropbiBa
BHUMATEJIHO IIPOCIIEIIBaHE HA MEXyHapOAHOTO HopManu3upaHo ckoTHomenue (INR) u
HaOJIroIeHHE.

HCIIBC/KopTukocrepouau

AKO ManMeHTHT BeUe MpreMa HeCTEPOUTHU MpoTHBOBB3NManuTeau cpeactsa (HCIIBC) n/wmun
KOPTHUKOCTEPOUIH, T€ MOXKE Ja CE MPOABIDKAT CJIE/I 3all0YBAHE HA JICUYCHUETO C JIe(ITyHOMUJI.
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E(i)CKT Ha JPpYIH JICKAPCTBCHU MMPOAYKTH BHPXY J'Ied)J'IVHOMI/IZ[Z

XOﬂecmupafwuH Uau aKnmueeH 6vlleH

[IpenopbuBa ce marueHTHUTe, MPUEManIy JeIYHOMH]I, 1a HE CE JIEKYBAT C KOJIECTUPAMUH HITH
aKTUBEH BBIJICH Ha MpaX, ThH KaToO TOBA BOJU JI0 ObP30 M 3HAYMTEIIHO HAMAJISIBAHE HA TUIa3MeHAaTa
KoHIeHTpaIus Ha A771726 (aKTUBHUAT METa0OIUT Ha JIe)IYHOMHMI; BXK. ChIO Touka 5). Cuura ce,
4ye MEXaHU3MbT CE JIBDKU Ha MTPEKbCBAHE HA CHTEPOXCTIATAHHUS IIUKBJI W/UIIM HA CTOMAIITHO-
YpeBHOTO oTaensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[poyuBanus in vitro 3a MHXUOUpPAHE MIPU YOBEIIKH YePHOAPOOHN MUKPO30MHU TIOKA3BaT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonu3ma Ha nedayHomun. [Ipoyusane in vivo 3a
B3aUMOJICHCTBHE C JIeQIyHOMU U HUMETHIMH (Hecrenududer cnad naxubutop Ha uutoxpom P450
(CYP)) mokasBa Jiurica Ha 3HAYMMO BIIUSHHUE BbPXY eKcro3umusiTa Ha A771726. Cien emHOBpeMEHHO
NPUIOKEHUE Ha eTHOKPATHA 71032 JIeTYHOMHUT TIPH MAIIMEHTH, IPUEMaI MHOTOKPATHH JI031
pudamnuum (HecnenuduyeH uuroxpom P-450 unnykrop), Makcumanaute HuBa Ha A771726 ce
yBenuuaBaT npuoausutesto ¢ 40%, nokato AUC He ce mpoMeHs 3HaUUTeIIHO. MeXaHU3MbT Ha TO3H
e(heKT ¢ HesICeH.

Edexr Ha nediyHOMUI BEPXY JAPYTH JIEKAPCTBEHN IPOAYKTH:

HepopaﬂHu KOHmpayenmueu

[Tpu nmpoyuBaHe, Ipu KOETO JIe(GIYHOMH € IPHUIaraH eJHOBPEMEHHO ¢ TpHU(pa3HH IEPOPATHH
KOHTpaLEeNTHBH, chabpxamy 30 |Lg eTHHWIECTPaAno, Ha 3IPaBU )KEHU TOOPOBOJIKH, HE €
Ha0J1r01aBaHO HaMaJIIBaHE HAa KOHTPALENITUBHATA AKTUBHOCT HA IIPOTUBO3a4aThyHOTO CPEICTBO, &
(apmakoxuHeTnkaTa Ha A771726 e B mpensmwkaanuTe rpanniy. HabnronaBano e papMakOKMHETHYHO
B3aUMOJICHCTBHUE C TIEPOPATHU KOHTpauenTuBu u A771726 (Bx. mo-goimy).

[IpoBenenu ca ciennure hapMakKOKMHETHYHU U (papMaKOJAMHAMUYHU IPOYUYBAHUS 3a
B3anMoeiicTBusATa ¢ A771726 (rnaBeH akTuBeH MeTabomuT Ha tedmyromun). Trit kaTo TOJO00HN
B3aMMOJICHCTBUS JICKAPCTBO-JIEKAPCTBO HE MOTaT Jia Ce U3KJII0YAT 32 JIe(IyHOMU B
MPETOPBUYUTEITHUTE 03U, CJICAHUTE PE3YNITATH OT U3NUTBAHUATA U MIPETIOPBKH TPsIOBa Ja ce UMar
TIPEIBU/I TIPH MTAIEHTH, JICKYBaHU C JIS(ITyHOMU]T;:

Edext Bppxy penarmunua (cyocrpat nHa CYP2CS)

HabmionaBano e nosumasane Ha cpeaHaTa Cmax 1 AUC Ha penarnunug (cboTBeTHO 1,7- 11 2,4-1bTH),
cJie T MHOTOKpAaTHO TpuiiokeHne Ha A771726, koero npeanosara ue A771726 e uHxubutop Ha
CYP2CS in vivo. Eto 3a1mo ce mpernopbuBa MpocieasaBaHe Ha MaIueHTUTE IMPH ¢ THOBPEMEHHA
yroTpeba Ha JIeKapCTBEHH MPOIyKTH, KOUTO ce MeTabomsupaT oT CYP2CS, kato Hanpumep
penarivHu, NaKJIUuTaKCell, TMOTJINTa30H WM PO3UTIIUTA30H, Thi KaTO T€ MOraT J1a MMaT M0-BUCOKa
EKCIIO3UIIHSL.

Edext Bppxy Kodeun (cydctpar Ha CYP1A2)

MHOrokpaTHOTO npuiokeHne Ha A771726 namainssa cpeaHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), crotBeTHO ¢ 18% u 55%, xoero npenmomnara e A771726 moxe 1a 0bae cnab WHAYKTOp Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH NPOIYKTH, KOUTo ce Metadonmusupar oT CYP1A2 (karo
HanpuMep IyJIOKCETHH, aJIOCETPOH, TeO(MINH U TU3aHUIMH), TPAOBa Ja ce M3I0JI3BAT C IOBHUIICHO
BHUMaHHE 10 BpeMe Ha JICYEHUETO, Thil KaTO TOBa OM MOTJIO J1a IOBEJe O HaMalsABaHe Ha
e(hMKacHOCTTa HA TE3W MPOTYKTH.

Edexr Bppxy cyOcTpaTn Ha opranndaus annoneH Tpancrnoprep 3 (OAT3)

HabmonaBano e nosumasane Ha cpegHaTa Cmax 1 AUC Ha niedakiiop (cpotBetHO 1,43- 1 1,54-16TH)
cJie[l MHOTOKpaTHO npuiioxkeHne Ha A771726, xoero npeamnonara ue A771726 e uaxudbutop Ha OAT3
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in vivo. Ilopamy ToBa € HEOOXOAMMO MTOBUITICHO BHUMaHHE, KOTaTO C€ IpHiiara €IHOBPEMEHHO ChC
cyoctparu Ha OAT3, kaTo niedakiop, OCHIWIMEHUIWINH, TUTPOGIOKCAIIUH, UHAOMETAIIHH,
keronpodeH, GypoceMu], IMMETHINH, METOTPEKCAT, 3H IOBY/IUH.

Edext Bppxy BCRP (mpoTewn Ha pe3nCTEHTHOCT Ha pak Ha I'bpAaTa) U/Wiu cyOCTpaTy Ha
OpraHWYIHHS aHWUOHEH TpaHcmopTupant noaunentua Bl u B3 (OATP1B1/B3)

Hab6monaBano e moBumaBane Ha cpeTHATE Cmax 1 AUC Ha po3yBacTaThH (CHOTBETHO 2,65-
2,51-mpTH) cllex MHOTOKpaTHO NpuiiokeHne Ha A771726. Berpeku ToBa, He ce HaOmMoJaBa BUANMO
BB3ACUCTBHIE HAa TOBA MIOBUILIABAHE HA IIa3MEHATa EKCIIO3UIHS Ha PO3YBacTaTHH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrazata. AKO ce M3M0JI3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a
HaaxBBpis 10 mg BeqHBk MHEBHO. 3a npyru cyocTpatd Ha BCRP (mamp. MeToTpekcar, TomoTekas,
cyndacanazus, 1ayHOpyOHIINH, ToKkcopyOutnH) u cemeiictBoro Ha OATP, ocobeno maXxuOUTOPH HA
HMG-CoA penykTazata (Hamp. CAMBAaCTaTHH, aTOPBACTATHH, ITPaBaCTaTHH, METOTPEKCAT,
HATETJIMHU/I, PeTIarMHN, pudaMIULKH) eIHOBPEMEHHOTO NPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPIIBA C IOBUILICHO BHUMaHKe. [lanmentuTe TpssOBa a ce HaOI0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMITOMH Ha NMMPEKOMEpHa €KCIO3ULIUS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBaA Aa ce UMa MpeaBH
HaMaJIABaHEe Ha J103aTa Ha T€3H JIEKaPCTBEHU MPOAYKTH.

Edexr Bppxy nepopanau kontpanentusu (0,03 mg etnannectpaanon u 0,15 mg geBoHOprecTpen)
HaGmrogaBaHo e nosuiaBae Ha cpefHaTa Cmax B AUCo.24 Ha eTuHHIECTpaanuoia (choTBeTHO 1,58- 1
1,54-1bTH) ¥ Cinax 1 AUCo-24 Ha ieBoHOprecTpen (cboTBeTHO 1,33- 1 1,41-rpTH) cliel MHOTOKPAaTHO
npuioxeHue Ha A771726. Brrpeku ye He ce 0uakBa TOBa B3aUMOJICUCTBHE J1a TIOBIIUSC
HeOaronpuaTHO ehUKACHOCTTA Ha MIEPOPATTHUTE KOHTPAIICTITUBH, TPsIOBa 1a ce 00bpHE BHUMAaHUE HA
BHJIa Ha JICUEHUETO C IIepOpajieH KOHTPALICTITHB.

EdexT Bbpxy Bapdapus (cyoctpar Ha CYP2C9)

MHorokpatHoTo npuioxkeHre Ha A771726 He e uMano edekt BbpXy (papMakoOKMHETHKATa Ha
S-Bapdapun, koeto nokassa, ue A771726 ne e unxudbutop uiau naaykTop Ha CYP2C9. Habmonasano
e ob0ade HamaneHue ¢ 25% Ha MaKCHMaTHOTO MEXIyHapoIHO HopManm3upaHo croTHomeHue (INR),
korato A771726 ce mpuiara eTHOBPEMEHHO C BapdapHH, B CpaBHEHNE ChC CAMOCTOSTEITHO
npuioxeHue Ha Bapdapus. ETo 3ammo, korato BapdaprH ce npuiara eIHOBPEMEHHO, C€ IPEopbhUBa
CTpUKTHO npocnensBane Ha INR u HaGmonenue.

4.6 dDepTHaUTET, O)PEMEHHOCT U KbpPMeHe

BpemenHoct

AKTUBHHAT META00IUT Ha JiedmyHOMHI, A771726 Moxe fa MPUYMHU TEXKU MandopMaluy Ha
HOBOPOJICHOTO, aKO ce IIpuilara o BpeMe Ha OpeMeHHOCT. Arava e IIpOTUBOIIOKA3aH 110 BpeMe Ha
OpemeHHOCT (BK. TOUKa 4.3).

JKenu ¢ nerepomna noteHmnuan TpsAOBa Ja U3MON3BAT ePEKTHBHA KOHTPAICHIIIHS [0 BpEME Ha U JI0 2
roauHHu cien aedeHuneto (Bxk. “Ileprnon Ha n3uakBaHe” 1mMo-101y) Win 10 11 1HA ciex JedeHneTo (BK.
ckbeenus “Ilepron Ha ourcTBaHe” MO-10MY).

ITanmenTkaTa TpsiOBa 1a ObJE yBEIOMEHA, Y€ aKO UMa HAKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
JpyTra IpUYrHa Ja MoA03upa OPEeMEHHOCT, TS TPsOBa BeqHAra J1a IPEIyIpeIn JeKaps 3a
W3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKHUTETHH, JISKAPAT U MaIleHTKaTa TpsaOBa 1a
00CHIAT pricKa 3a OpeMeHHocTTa. BBh3MOXKHO € upe3 Obp30 HaMalliBaHE Ha HUBOTO Ha aKTUBHUS
MeTaboJIUT B KPBHBTA, UPE3 3al0YBAHE HA MPOIleaypaTa 3a eTMMUHUAPAHE Ha JIEKApCTBOTO, OMKCAaHA 110~
JIOITy, OIIe TIpY TEPBOTO 3a0aBsSHE HAa MEH3KCA MOJKE JIa C€ HaMaJIi PHUCKa 3a MU0/ OT JIe(h TyHOMH/T.

[Tpu manko MpOCIeKTUBHO NMPOY4BaHe MpH XKeHu (n=64), 3a0peMeHeNH HeTUTaHUPaHO, JOKaTO ca

npueMany JedIyHOMHU 3a He ToBede OT TPU CEAMUIIM CIIe]] 3a4€BaHETO U C MOCIeABalla Mporeaypa
3a eJIMMUHMPAHE Ha JIGKapCTBOTO, HE ca HaOM0AaBaHu 3HaunMu pasnuku (p=0,13) B oOmaTa yectora
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Ha 3HAYMMU CTPYKTYpHH JaedextH (5,4%), B CpaBHEHHE C KOSTO H J]a € OT CPABHUTEIHATE TPYIIN
(4,2% B rpynata cbc 3abomsBane [n=108] u 4,2% npu 31paBu OpeMeHHU XeHU [n=78]).

[Ipu sxeHu, KoUTO MpueMat J1eQIYHOMUA U HCKAT J1a 3a0peMeHeT, ce MPEenopbyBa e1Ha OT CICAHUTE
MIPOIIETyPH, 32 J]a CE KOHCTATHPa, Y€ TUIOAHT HE € U3JI0KCH Ha TOKCUYHH KOHIICHTparuu Ha A771726
(tapretna xonuentpauus nmox 0,02 mg/1):

Ilepuoo na usuaxeane

Moske na ce oyakBa Tuia3MeHuTe HUBa Ha A771726 na 6baat Han 0,02 mg/l 3a npoxbmKUTENCH
nepuoa. Moxe Jia ce o4akBa KOHIEHTpalusTa fa cragne noa 0,02 mg/l okono 2 roauHu ciies
CIIUpaHe Ha JICUCHUETO C JIehITyHOMHU/.

Crnen 2-rouiineH Nepyuo Ha U34akBaHe, MIa3MeHaTa KoHueHTpanus Ha A771726 ce usmepna 3a
mppBU T. Crien TOBa MIa3MeHaTa KoHIeHTpauusa Ha A771726 TpsOBa aa ce ornpeenr OTHOBO CJeNT
WHTepBai oT moHe 14 mqHu. Ako nBere Ta3MeHu KoHmeHTpanuu ca mox 0,02 mg/l, He ce ouaksa
TEPATOTCHEH PUCK.

3a gombIHKUTENHA HHPOPMAIUS OTHOCHO M3CJICIBAHETO, MOJIS, CBBpKeTe ce ¢ [Ipurexarens Ha
paspelIeHUeTo 3a ynoTpeda WiH ¢ JIOKaTHHUS My IpeAcTaBUTeN (BX. ToUKa 7).

Ouucmesawa npoyedypa

Cren ciupaHe Ha JICYEHHETO C JIeIyHOMHU:

e KOJIECTHpPaMUH 8 g ce mpuiara 3 mbTU JHEBHO 3a nepuoA oT 11 nuu

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

U npu aBete npoueaypu obaye, ce N3UCKBa MPOBEPKa ¢ 2 OTACTHU TecTa IIpe3 WHTEePBaJl OT MOHE

14 nHM ¥ IepuoJ Ha M3YaKBaHE OT MECell U TI0JI0BHHA MEX/y ITbpBaTa I10sBa Ha Ija3MeHa
koHteHTparys moxa 0,02 mg/l u omnoxnaneTo.

Kenwnre ¢ gereponeH noreHMaN TpaOBa fa ObJaT HHPOPMUPAHH, Ye CE HAara Nepruo] Ha H3UaKkBaHe
OT 2 TOIMHU CTIe/l CIUpaHe Ha JIeYeHUETO, IIPeIn Te Ja MOXKe Ja 3a0peMeHsBaT. AKO IMepHOAbT Ha
W34YaKBaHE OT MPUONHU3UTENHO 2 TOANHY, C U3II0JI3BaHE HA HAASKIHA KOHTPALICTIIUS CE CUNTa 32
HETPaKTHYCH, MOXKE J1a Ce Mpenopbya NpopHIaKTHYHO Ha3HAYaBaHEe HA OYHCTBAILA MTPOLEeTypa.

U xonectupaMuH, 1 aKTUBEH BBIJICH Ha [IPax MOTaT Ja NOBIHSAT a0COpOLUATAa HA €CTPOIeHU U
NPOrecTareHy Taka, ue HaJeAHA KOHTPALCNIHUs ¢ IepopaTHi KOHTPALENTHBY /12 HE MOXe Jia ObJe

OCHUT'ypeHa 10 BpeMe Ha OYHCTBAIIATA MPOLIEIypa ¢ KOJIECTUPAMUH WU aKTUBEH BBIJICH Ha Mpax.
[IpenopbuBa ce M3MON3BaHE HA AIITEPHATUBHU KOHTPAIICTITUBHU METO/IH.

Kopmene

[Ipoy4uBaHusTa IPH )KUBOTHH MOKA3BAT, Y€ JISHIYHOMH/] MIIH HETOBUTE METaOOJIUTH IPEMUHABAT B
MIIIKOTO. 3aTOBa, KbPMEIIUTE KECHU HE TPSAOBA Ja pUeMart JIeITyHOMHU.

DepTUnuTer

Pesynrarute oT mpoy4BaHusATa BHPXY (EPTHIMTETA MIPU )KUBOTHHU HE Ca MOKa3alIH €eKT BbPXY
MBKKHUS M KEHCKUSI PEPTHIINTET, HO IIPU MPOYUYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO IIpUjlaraHe
ca Ha0JIoAaBaH! HeXXelaHU e(peKTH BbPXY MBKKUTE PEIIPOAYKTHUBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 oupaHe U padoTa ¢ MAIINHA

49



B cnyuyan Ha HeXXeJaHHM peaKIMH KaTo 3aMastHOCT, CIIOCOOHOCTTA Ha MallMeHTHTE Ja C€ KOHIIEHTPHUpaT
U J1a pearupat IpaBUIIHO MOXe 1a Obae HapylieHa. B TakuBa ciyyan nmanueHTHTe TpsAOBa /1a ce
BB3ABPKAT OT IoQupane U padoTa ¢ MaIIUHH.

4.8 Hexenanu jJeKapcTBEeHH peakuuu

O0600mmenre Ha npoduia Ha 6€30HaCHOCT

Haii-yecto cpobuiaBaHnTe HEKENAHU PEaKLUU MpH JIeIIyHOMU ca: JIEKO MOBHUILAaBaHE Ha KPHBHOTO
HaJIsITaHe, JICBKOTICHHUS, TapecTe3usl, TIaBo0oIIre, 3aMasiHOCT, JIUApHs, TajicHe, IOBPhIIaHe,
HapyIIeHUs Ha YCTHATA JIUTaBHIIa (HaIp. aQTO3eH CTOMATHT, SI3BU B yCTaTa), KOpeMHA 00JIKa, 3aCHIICH
KocomnaJ, ek3emMa, 00pHB (BKIIOUUTEIHO MaKyJIONAIyJI03eH 0OpHUB), CHPOEIK, cyXa Koxa,
TEHOCUHOBHT, oBummaBane Ha CPK, anopekcusi, 3ary6a Ha Teriio (0OMKHOBEHO HE3HAYMMA), aCTCHU,
JIEKH aJIEpTUIHU PEaKINy U MTOBUITIaBaHEe HA YePHOAPOOHUTE TTOKA3aTeIH (TpaHcaMuHa3H (0COOEHO
AJIAT), no-psiako rama-GT, ankanna ¢pocdatasza, Onnupyoun)).

Kinacugukaliius Ha 04akBaHUTE YE€CTOTH:

Mtuoro yectu (>1/10); uectu (>1/100 no <1/10); neuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muOTO peaxu (<1/10 000), c HeM3BeCTHA YecTOTa (OT HANMYHUTE JAaHHU HE MOXe Ja Ob/ie
HaIpaBeHa OLIEHKA).

HpI/I BCAKO I'pynipaHe B 3aBUCUMOCT OT YE€CTOTATa, HCIKCIAHUTC JICKAPCTBCHU PCAKIIUU CC I/I36pO$IBaT
B HU3XOJALI pe IO OTHOIIICHUE Ha TSAXHAaTa CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penku: TEKKH MHPEKIUH, BKIIOYATETHO CETICUC, KOUTO MOXe J1a Ob/ie (haTaneH

KakTo apyru cpeacTBa ¢ MMyHOCYIPECHUBEH TOTSHIIMAN, JSPIYHOMHUI MOXKE Ja YBEIUYH
MTOIATIIMBOCTTAa KbM WH(EKITUH, BKIIFOUNTEITHO OTIOPTIOHUCTUYHHA HHPEKIINH (BXK. ChII0 TouKa 4.4).
CrnemoBaTenHO 001IaTa YecToTa Ha MHPEKIIUITE MOXKE /1a C€ YBEIHIHN (0COOSHO Ha PUHHUT, OPOHXUT U
MTHEBMOHHUSA).

Heonnazmu-dobpokayecmeaenu, 310Ka4ecmeeny u HeonpeoeieHu (K. KUCMU U ROIUNU)
PuckbT 0T 3710Ka4ecTBEHOCT, 0c00eHO MUMponponrdepaTHBHI HApYIICHHS € YBETUYEH MPH

ynorpebaTta Ha HIKOU UMYHOCYTIPECOPH.

Hapywenus na kxpvema u aumgnama cucmema

Yectu: JieBKonieHust (JieBkouuty >2 g/1)

Heuecru: aHeMwsl, JeKka TpoMOonuTorneHus (Tpombonuty <100 g/1)

Penkn: MAHIUTONICHHS (BEPOSITHO JIbJDKAIA Ce HAa aHTUIPOIH(EPaTHBCH MEXaHU3bM),
neskorneHus (ieBkouuTtH <2 g/1), eoznHomms

MHoro penku: arpa”yJIoLUTO3a

CKOpOHIHa, CAHOBPCMCHHA UJIKN MOCJICABaIla yHOTpe6a Ha NOTCHIIMAJTHO MUCJIOTOKCUYHU CPEACTBA
MOXKE Ja 6T)Z[C CBBp3aHa C MO-BUCOK PUCK OT XEMATOJIOTUYHU PCAKIIHH.

Hapywenus na umynnama cucmema

Yectu: JICKU aJIEPTUYHU PEAKIIUU

MHoro penku: TEXKHU aHa()UIAKTHYHN/aHA(DUIAKTONIHN PEaKINH1, BACKYJIUT, BKIFOUNTEITHO
KOXXeH HEKPOTHU3HpPAII BaCKYJIUT

Hapywenus na memabonusma u xpaneremo

Yectu: noBumaBane Ha CPK
Heuectn: XUMOKAJIEMUS, XUIePIHITAACMHUS, Xurodocharemus
Penkn: nosumaBane Ha LDH

C HensBecTHA
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YeCcToTa! XHUIOYPUKEMUS

Hcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepsnama cucmema
Yecru: napecTesus, I1aBodonue, 3amaiiBate, nepugepHa HEBPOIATUS

Covpoeunu napyueHnus
Yecru: JIEKO TOBUIIIaBaHEe Ha KPBBHOTO HAJISTaHE

PG,Z[KI/IZ SHAYUTCIIHO IMOBUIIIABAHC HA KPbBHOTO HAJIATAHE

Pecnupamopru, epvOHU U MEOUACMUHATHU HAPYUEHUSL

Penku: MHTEPCTHIHATHA OenoapoOHa 00IecT (BKIIOYNTEITHO HHTEPCTUIIHATICH
THEBMOHHT), KOSITO MOKe Jia ObJie (paTanHa

C HeusBecTHa OenonpoOHa XUIIEPTOHUS, 0€0APOOEH HOTY I

4eCcToTa:

Cmomawno-upesnu HapyuieHus

Yectn: KOJIUT, BKJIFOYUTEITHO MUKPOCKOITMYEH KOJIHT, KaTO HAapUMep JIMM(OIUTEH KOJIUT,
KOJIar€HO3€H KOJIMT, IHapusl, TajeHe, TOBPbhIIaHe, yBPeXkKIaHEe Ha yCTHATa
nvraBuna (Hamp. aQTo3eH CTOMATHUT, A3BU B yCTaTa), KopeMHa O0Ika

Heuecrn: HapyIIeHHs BbB BKyca

MHoro peaku: MaHKPEaTHT

Xenamobunuapru Hapyuienus

Yecrtn: MTOBUINIaBaHE Ha YePHOAPOOHHUTE TIOKa3aTenu (TpancamMuHasu [ocooeno AJIAT],
mo-psiako rama-GT, ankamaa docdaraza, OumnpyOuH)

Penxu: XEMaTuT, )KbJITEHULA/X0IecTa3a

MHoro peaku: TEKKO YEPHOPOOHO yBpEXkIaHe KaTo YePHOIPOOHA HEJJOCTaTHYHOCT U OCTPA

4yepHOApOOHa HEKpOo3a, KOUTO MoraT Jia Obaat dhaTarHu

Hapymeﬂwz Ha Koxcama u nOOKOJNCHAMA MbKAH

Yectn: 3acHJIeH KOCOTa]l, ek3eMa, 0OpHUB (BKIIOUNTEITHO MaKyJIONAyJI03eH O0PHB),
CcbpOeXK, Cyxa Koxa

Heuectu: YpTUKapUs

MsHoro peaku: TOKCHYHA eTHAepMalIHa HEKPOJIN3a, CHHIPOM Ha Stevens-Johnson, epurema
MynTudopme

C HeusBecTHa KOXKEH JIyIyC epuTeMaToiec, IMyCTYJI03eH NICOPHA3NC WK BIIOIIaBaHE HA

94eCcToTa: MICOPHUA3HC, JIEKAPCTBEHA PEAKIUS C €0O3HHOMWINS U CUCTEMHU CUMIITOMH

(DRESS), koxHa s13Ba

Hapywenus na myckyino-ckeiemnama cucmema u CobeOUHUMeaHama mvKaH
Yectu: TEHOCUHOBHT
Heuectu: CKbCBAaHE Ha CYXOXHUINE

Hapywenus na ovopeyume u nukoynume nomuuya
C HensBecTHA ObOpeyHa HeAOCTaThYHOCT
YyecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama
C HeusBecTHa rpaHUYHO (0OpaTHMO) IMOHIKAaBaHE HAa KOJIMYECTBOTO HA CIIEPMATO30UJIHTE,

YecToTa: 001 Opoli criepMaTO30UIH U TIOABUKHOCTTA UM

Obwu napyutenus u egpekmu Ha MACMOMO HA NPULONCEHUE
Yectu: aHOpeKcusl, 3aryba Ha Teryio (0OMKHOBEHO HE3HAYMMA), aCTCHHS

51



Cpo0111aBaHe Ha MOA03UPAHN HEXETAHN PEAKITHH
Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIIMU CIIe] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS

MMPOAYKT € BaKHO. ToBa mo3BosnsiBa Ja IpOoabJIKA Ha6J’IIOI[eHI/IeTO Ha CbOTHOIICHUECTO non3a/p1/1c1< 3a
JICKApCTBCHUSA NPOAYKT. OT MEIUITUHCKUTE CIICHUaJINCTH CC U3HMCKBaA Ja C’BO6H_[aBaT BCsiKa
IIoJ03MpaHa HEXKEIaHa peaKrd 4Ype3 HallMOHAJIHA CUCTEMA 3a C’BO6H.IaBaHC, II0CO4YCHAa B

Ilpunoxenue V.

4.9 Ilpeno3upane
CumnromMu

Wma choOIeHu s 3a Cliydan Ha XpOHUYHO TPEeI03upaHe TPH MAIMeHTH, TIpHeMaii Arava B THCBHH
JIO3M JIO MET MMBTH MO-TOJIEMH OT TPENOPHUYUTEIIHATA JHEBHA /1034, ¥ CIIyYau Ha OCTPO MPEA03UPaHE
NpY BB3PACTHU | jJena. Hama choOIeH s 3a HeXeaH! ChbOUTHUS TPH MO-TOJIIMATa YacT OT CIIyYauTe
Ha npeo3upane. Hexenanure chOUTHS, ChBMECTUMH C Ipodriia Ha 6e30MacHOCT Ha J1eTyHOMUI Ca:
KOpeMHa 00JKa, rajieHe, TUapusl, TOBUIIICHH YSPHOAPOOHH SH3UMHU, AaHEMUSL, JICBKOTICHUS, ChpOCK U
00puB.

OBnansiBane

B cnyuaii Ha npeno3upane Wik TOKCUYHOCT, C€ IPETMOPbUBa MPUEMAHETO Ha KOJIECTUPAMUH WU
aKTHBEH BBIJICH, 32 yCKOPsIBaHE HA eMMMUHUpaHeTo. KonecTupamMuH, MPpUI0KEH MEPOPATTHO B 032 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOIIY € HAMAIWJ IIa3MECHUTE HUBA HA
AT71726 c oxono 40% 3a 24 yaca u ¢ 49% no 65% 3a 48 yaca.

JlokazaHo e, 4e PIIoKeHUETO Ha aKTUBEH BBIVICH (ITpax, MPUTOTBEH KaTO CYCIICH3HsI) IIPe3 ycTaTa
WK 4Ype3 HazoracTpainHa conna (50 g Ha Bceku 6 yaca 3a 24 vaca), HaMaJIsiBa IJIa3MEHHUTE
KOHIICHTpAITN! Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

Te3u ourCTBAIM MPOLIEIYPH MOXKE Jla C€ OBTOPST IIPY KJIMHHYHA HEOOXOIUMOCT.

[IpoyuBanus npu xemoananuza 1 CAPD (xponnyna amOynaTopHa nepuToHeanHa AUain3a) MoKa3BaT,
ye A771726, 0CHOBHUST METaOOIHT Ha JeIyHOMHU] HE MOKE J1a Ce THaJIU3Hpa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMWYHH CBONCTBA

®dapmMakoTepaneBTHYHA TpyTa: celeKTUBHU nMyHocynpecopu, ATC kox: L0O4AKO1

dapmakosorus npu xopa

Jlepmynomuy € 60aecT-MOTUBUITPAIIO AHTUPEBMATHYHO JICKAPCTBEHO CPEJICTBO C
aHTUNpOoNU(epaTUBHU CBOHNCTBA.

(DaDMaKOJ'IOI‘I/IH OpH ) XKMBOTHHU

Jlemynomun e eeKTUBEH IIPH MOJAETH HAa apTPHUT U APYTU aBTOMMYHHH 3a00JIIBaHUS TIPH )KUBOTHH,
a Taka ChLIO M IIPY TPAHCIUIAHTALIMS, TJIABHO aKo Ce MPUJIOKHU BbB (hazaTa Ha ceHcuOunu3upane. Toit
“Ma UMYHOMOTy TUpAIlK/UIMyHOCYTIPECUBHH CBOWCTBA, IEHCTBA KATO aHTUIPOIH(EPaTUBHO CPEACTBO
C IPOTUBOBB3MAIUTEIHA CBOMCTBA. [IpH )KUBOTHHCKY MOJIETH HA aBTOMMYHHH 3200 IsIBaHHS
nedIyHOMU OKa3Ba Hai-100Bp MPOTEKTHBEH e(EeKT NpH MPUIIOKEHUE B paHHATA (a3a Ha Pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo Toii 6bP30 ¥ MOYTH HAITBJIHO ce MeTabomu3upa 10 A771726, KOWTO € aKTUBEH in Vitro U ce
NpeIoiara, ue € OTTOBOPEH 3a TePareBTHYHUS e(EKT.

MexaHU3bM Ha IEWCTBUE
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AT71726, akTHBHHSIT METa0OJIUT Ha JIePIIyHOMII, TOATHCKA CH3UMA IUXUAPOOPOTAT NEXUAPOTCHA3a
(DHODH) npu xopa 1 nposiBsiBa aHTUIPOTIU(PEPATUBHO ACHCTBHE.

KinnnunyHa ebukacHOCT ¥ 6€30IacHOCT

Peemamouden apmpum

EdukacHoctra Ha Arava npu JieueHre Ha peBMaTOHM/ICH apTPHT € JA0Ka3aHa Mpu 4 KOHTPOJIUPAHU
m3rtBanus (1 BeB (aza Il u 3 BeB daza III). [Ipu daza Il m3nuTBanero, mpoyusane Y U203,

402 y4aCTHUIM C aKTHBEH PEBMATOUJICH apTPUT Cca paHIOMU3MPAHHU Ha T1ane0o
(n=102),1epnynomun 5 mg (n=95), 10 mg (n=101), nunu 25 mg/aueBno (n=104). Jleyenueto e
MPOABIDKHIIO 6 Meceria.

Benuku nanuenTu BB (asa Il n3nutBanusaTa ca npueManu HadanHa go3a ot 100 mg 3a Tpu qHH.
IIpu npoyusanero MN301, 358 ydacTHUIM ¢ aKTUBEH pEPMATOMJIEH APTPUT Ca PaHIOMHU3HPAHU HA
nedmyromun 20 mg aaesHo (n=133), cyndacanazun 2 g qaeBHo (n=133) wm miamne6o (n=92).
JledenueTo e mpoaBIKUIIO 6 Mecena.

[IpoyuBanero MN303 e daxynaTaTHBHO cIs110 6 MeCeUHO NPOab/DKEHHE Ha mpoyuBane MN301 6e3
riane0o rpymna, Mpu KOeTo ce cpaBHsABA €PEKTHT OT 12 MecedHo prueMaHe Ha JISQIYHOMHUT 1
cyngacaiasuH.

IIpu npoyusanero MN302, 999 ydacTHUIM ¢ aKTUBEH pEBMATOUAECH apTPHUT Ca paHAOMU3HPAHH Ha
nedaynomun 20 mg/naeBHo (n=501) min merorpekcat 7,5 mg/ceamuyno 1o 15 mg/ceamMuuno
(n=498). lobaBsiHeTO Ha (honmeBa KuceIrHa € OUJI0 1o U300p U € mpuiaaraHo camo mpu 10% ot
nanueHTure. JleueHueTo e npoaspkuio 12 Mecena.

ITpu mpoyusane US301, 482 y4acTHUIM ¢ aKTUBEH PEBMATOUACH apTPUT Ca PAaHAOMHU3HUPAHH Ha
nedaynomun 20 mg/naeBHo (n=182), Mmetorpekcar 7,5 mg/ceqmuyno 10 15 mg/ceqmuyno (n=182),
wi mnane6o (n=118). Benuku nanmenTy ca noiyvaBanu o 1 mg onuesa kucenvHa JBa MbTH
IHEBHO. JleueHueTo e mpoaspKuwio 12 Mecena.

Jlepnmynomun B aHeBHa N103a Haii-manko 10 mg (10 mo 25 mg B npoyusane YU203, 20 mg B
npoyuBanuss MN301 u US301) e moka3an cTaTHCTUYECKH 3HAYUMO TO-I00Bp eeKT OT manedo mpu
HaMaJIsIBaHE Ha MPH3HALMTE U CUMIITOMHUTE HA PEBMAaTOMIHUS aPTPUT MTPU BCUYKH

3 ane0o-KOHTpoNMpaHu u3nuTBaHus. CTereHTa Ha OTTOBOp Ha JICYEHUETO MO Kiacu(uKausTa Ha
ACR (AMepHKaHCKHUS KOJIEXK 110 peBMAToJorHst), B poyusaneTo Y U203 e 27,7% npu mnane6o,
31,9% npu 5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesno. [Ipu ¢asa III u3nuTBanusra,
crenienta Ha oTroBop 1o ACR 3a neduryromun 20 mg/nHeBHO, cripsamo tuiane6o e 54,6%, crpsamMo
28,6% (npoyuBane MN301) u 49,4%, cupsmo 26,3% (npoyuBane US301). Cnen 12 mecerna Ha
AKTUBHO JIeueHHe, cTeneHTa Ha orroBop no ACR npu nauuentute Ha nedurynomun e 52,3%
(mpoyuBanus MN301/303), 50,5% (npoyusane MN302) u 49,4% (npoyusane US301), B cpaBHEHHE C
53,8% mpu maruenTute Ha cyndacanasus (mpoyuBanust MN301/303), u meToTpekcar - 64,8%
(mpoyuBane MN302) u 43,9% (npoyusane US301). IIpu npoyuane MN302 nedaynomun e
3HAYUTEITHO Mo-ci1abo edekTrBeH oT MeToTpekcar. Obade, mpu nmpoyusane US301 He ca ycraHOBeHH
3HAYMMU Pa3NUKU MEXKAY JeQIyHOMUI U METOTPEKCaT, B IbPBUYHHUTE apameTpu 3a edukacHocT. He
e HaOJII0JaBaHa pa3inka Mexkay JeduryHomun u cyidacanasut (mpoyusane MN301). EQexTsT oT
JIEYeHUETO ¢ JIeTYHOMH]] C€ € TIPOSIBIII ciieft 1 Mecetr, cTaduimm3upant ce e cien 3 10 6 Mecera u e
MPOIBIDKHII TI0 BpEMe Ha LeNUs Kypc Ha JICUeHHE.

Panomusupano, ABOHHO-CIISIO, ApaTETHOTPYIOBO, HOHMH(EPHOPHO NPOYYBaHe, CpaBHIBA
OTHOCHTETHATa €(pUKACHOCT Ha JIBE PA3IMIHH JTHEBHU MOMIBPKAITHY 1031 Jedayrnomua 10 mg u

20 mg. Ot pe3yaTaTuTe MOXKE Jia C€ 3aKIII0YH, Ye Pe3yJTaTUTE 32 SPUKACHOCT Ha MOJIbpIKaIaTa J03a
ot 20 mg ca mo-0yaronpusATHH, HO OT IpyTra CTpaHa, pe3yJTaTUTe 3a 6e30IMacHOCT ca B 10JI13a Ha
moIbprkamara go3a ot 10 mg.
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Ileouampuuna nonynayus

JledpyHoMuz e u3cnenBaH B OTCIIHO MYJITULEHTPOBO, PAHIOMU3UPAHO, ABOMHO-CIIANO, AKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE MpH 94 mauuentu (47 B rpyna) ¢ NOIUapTUKYJIApeH TUI IOBCHUIICH
peBMaTtouaeH apTput. [lanmenture ca Ha Bp3pact 3-17 roANHH, C AKTUBEH NOINAPTUKYJIAPEH THIL
IOPA, He3aBucHUMO OT HA4aI0TO HA 3a00JIIBAHETO U HE ca JIEKYBaHU JI0OCEra C METOTpeKcaT Win
nedayHomun. B ToBa u3nuTBaHe, HaTOBapBalaTa 103a U NOAAbpIKaIIATa 103a Ha JeQIyHOMHU] ca
OTIpeJIeNIeHH B TPU KaTeropuu, B 3aBUCUMOCT oT Terioro: <20 kg, 20-40 kg u >40 kg. Cnen

16 cenmuin Ha JedeHUe, pa3IuKaTa B CTEIIEHTa Ha OTTOBOP € CTATUCTUYECKH 3Ha4YMMa B M0J13a Ha
MertoTpekcat nmpu FOPA Omnpenensae Ha mogoopenueto (OI1) >30% (p=0,02). IIpu pearupanute, T031
OTrOBOp € MOJABbPXaH B MPOAbIDKeHHE Ha 48 ceamuiy (BX. Touka 4.2).

XapakTepbT Ha HeXXeJIaHUTe ChOUTHA Ha JeIyHOMUA U METOTpPEKCcaT M3k A CXOJICH, HO 103aTa,
U3I0JI3BaHa [P MALMEHTHU C O-HUCKO TEIJI0, BOAU A0 OTHOCUTEIHO HUCKA EKCIIO3UIUS (BXK. TOUKA
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MmacHa MpenopbKa 3a J03UPOBKa.

Icopuamuuen apmpum

EdukacHoctTa Ha Arava npu JeueHHe Ha ICOPUATHYECH apTPUT € J0Ka3aHa MpU KOHTPOIUPAHO,
PaHAOMU3UPAHO, 1BOMHO-cisAno nmpoyuBaHe 3L01 npu 188 nanueHnTu ¢ ncopuaTuyueH apTpuT,
nexyBaHu ¢ 20 mg/neH. [IpoabDKUTEIHOCTTA HA JICUeHHE € 6 Meceria.

Jlepnmynomuz 20 mg/neH e 3HaYUTEIHO MO-J00Bp OT Miane0o 3a HaMaIsiBaHe HAa apTPUTHUTE
CUMTOMH pH nanuenTty ¢ ncopuatuyer aptput: KOJIITIA (Kputepun 3a 0TTOBOp KbM JICYEHUETO HA
MICOPUATHYCH apTPUT) pearupaiure ca 59% B rpynara Ha nedaynomun u 29,7% B rpynaTa Ha
wiane6o 1o 6 mecena (p<0,0001). EdexrsT Ha nedurynomMu BbpXy nogoOpsiBane Ha QyHKIMATA U
HaMaJsIBaHE Ha KOXKHUTE JIE3UU € YMEPEH.

Iocmmapkemuneosu npoyueanus

Panpomusupano npoyuyBaHe oLEHsIBa KIMHUYHO e(h)UKacHaTa CTENEeH Ha OTTOBOP MPH HEJIEKYBAaHU C
BMAUJIC naumentu (n=121) ¢ panen PA, xouto ca noiydasanu 20 mg wnu 100 mg nedayHomuz B
JIBE TIapajiesTH! TPYIIH, [0 BpeMe Ha Ha4aIHHs TPUIHEBEH JIBOMHOCIAMN nepuoa. Havanaust nepuon e
HOCJIEeBaH OT TPUMECEUEH OTKPHUT MOAIbPIKAIL IIEPHOA, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
noiy4vasaiu jgedayHoMun B 1o3a 20 mg nuesHo. He e HaOmogaBaHo HapacTBaHe Ha 00IIAaTa Moj3a B
u3cJeiBaHaTa IMOoMyJalys Mpy MPHIoKEHHUETO Ha HaToBapBallla cXxema Ha npuiarade. JlanHuTe 3a
0e30MacHOCT, MOJyYSHH OT JIBETE TPy Ha JICYCHHUE, Ca B CHOTBETCTBUE C M3BECTHHSI MPOQIIT HA
Oe3omacHOCT Ha 1e()IyHOMH, KATO YeCTOTaTa Ha CTOMAIIIHO-YPEBHU HEKEJIaHU ChbOUTHA U Ha
MOBHUIICHU YepHOPOOHHN EH3UMH € T0-BUCOKA NP MAlUEHTUTE, TTOTyYaBallld HaToBapBalia 7103a OT
100 mg nedryHOMUI,

5.2 ®apmakokMHETUYHH CBOWCTBA

Jlepmynomuz 0bp30 ce MeTaboNMM3Kpa 10 aKTUBHUS CU MeTaboauT, A771726 upes “first pass”
MeTa0oIM3bM (Ype3 OTBapsiHE Ha MPBCTECHA) B YpEeBHATA CTEHA U YepHUs apo0. [Ipu npoyuBane ¢
M30TONHO Oens3an *C-neayHoMu IpK TpUMa 3paBH JOOPOBOJIH, HE € HAMEPEH HEPOMEHEH
nedIyHOMU/ B IJ1a3MaTa, ypuHata win Gexanuute. [Ipu Apyru npoydBaHus, pSAKO CE OTKPHBAT
KOJIMYECTBA HEITPOMEHEH JIe(IyHOMHU/ B Ila3MaTa, B IJIa3MEHU HUBA OT MOpsabka Ha ng/ml.
EnuHCTBEHUAT parioakTHBEH MeTa0OIuT B tuiazmara € A771726. To3u MeTaboNHT € OTTOBOPEH U 3a
edexrtute Ha Arava in vivo.

AOcopouus

JlaHHH 3a eKCKpenusaTa oT npoyusane ¢ *C mokassar, ue Haii-manko 82 10 95% ot nosata ce
abcopbupa. BpeMero 3a mocTurane Ha MakCHUMaJTHaTa TuTa3MeHa KoHIeHTpamnws Ha A771726 ¢ MHOTO
paznu4aHo: Mexay 1 u 24 yaca cien eTHOKpaTHO npueMane. JledayHomu Moxe a ce mpueMa
€HOBPEMEHHO C XpaHa, Thil KaTo CTereHTa Ha abCOpOIHs € CpaBHUMA Ha TJIaJHO CHCTOSHUE U CIE]
xpaneHe. [lopaan U3BBHPETHO IBITHS MOTYXKUBOT Ha A771726 (0KOJI0 2 CenMUIIN), IPH KIIMHAIHUTE
MPOyYBaHUs € U3IMOJI3BaHa HaToBapBaiia qo3a oT 100 mg 3a 3 nHU 32 M0-0BP30 JOCTUTAHE HA
crarrioHapHU HUBa Ha A771726. N3uucneHo e, ye 6e3 HaToBapBaIa /103a, 3a JOCTUTaHETO Ha
CTallMOHAPHU IUIa3MEHU KOHIIGHTPAIIMH I1Ie ca HEOOXOJUMH TOYTH JIBa Mecela npruiioxxenue. [Ipu
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MIPOYYBaHUS C MHOTOKPATHO MPHUIIOKEHNUE, IIPH MAIMEHTH C PEBMAaTOUIEH apTpPHT,
(hapMaKOKHHETUYHHTE TapaMeTpu Ha A771726 ca TuHEHHM 3a JO30BUs AMAIa30H OT 5 10 25 mg. [Ipu
TE3W MPOYYBAHMSA, KIMHUYHUAT €PEeKT € IPSKO CBBbP3aH ¢ Mula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JHEeBHATa 7032 Ha jedayHomua. [pu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHIEHTpaIHs
Ha A771726 B cTalMOHApHO ChCTOSIHUE € Mpubau3uTenHo 35 pg/ml. [Ipu cTanmoHapHO ChCTOSHUE
IJIa3MEHHATE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHH C TE3W IIPH SIUHUYIHA 1034,

PasnpeneneHue

B goBemkara miazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpOoTeHHUTE (anmoymunante). HecBbp3anaTa
yact e okoJ0 0,62%. Cbp3BaneTo Ha A771726 c mina3mMenus ajnOyMyH € TMHEHHO B paMKUTE Ha
TepaneBTUYHUTE IUIa3MEHU KOHIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOMIHO MPU HAalUeHTH C
PEBMATOUICH apTPUT UM XPOHUYHA OBOpEeYHa HEOCTaThYHOCT. EKCTEH3MBHOTO CBBP3BAHE HA
AT71726 c mpoTenHUTE MOXKE Ja TOBEAC 10 M3MECTBAaHE Ha APYTH €KCTCH3UBHO CBBbP3aHH JIEKapCTBA.
[IpoyuBanus in vitro 3a B3aMMOJAEHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HAYMMH KOHIICHTPAIIMH He TI0Ka3BaT B3anMoieiicTus. [1o100HM poy4BaHus ¢
nbynpoden u auknodeHak cpIIo He MoKa3BaT u3MecTBane Ha A771726 OoT MACTOTO My Ha CBbpP3BaHe,
JOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTU IPU HAINYKE HA TOIOYTaMHI.
A771726 nzmectBa ubynpodes, quknodenak u Toa0yTaMuI, HO HECBbp3aHaTa (paKkiys Ha Te3U
JIEKapCTBEHU MPOIYKTH ce yBenudana camo ¢ 10 1o 50%. Hsma nannu 3a KIIMHAYHO 3HAUCHHE HA TE3H
edextu. [lopaau 3HAaUUTEITHOTO CH CBBP3BaHE ¢ Ila3MeHuTe 0enThiu A771726 uMa HUCHK 00eM Ha
pasnpenenenue (okoso 11 nutpa). He e yctanoBeHo npedepeHInaIHo MoeMaHe 0T epUTPOLIUTHTE.

Buorpauchopmarus

Jlepmynomuz ce metabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Opyry BTOPOCTETICHHU
MeTabonuTH, BKIoUnTeTHO TFMA (4-TpudiryopomeTmianuint). MeTtabomuTHaTa
ounotpanchopmanus Ha nedayHomua 10 A771726 u nocneaBamust MmetadonuzsM Ha A771726 e ce
KOHTpOJIMpa OT €AUHUHCTBEH €H3UM H CE€ U3BBPIIBA KAKTO B MUKPO30OMaJIHATA, TAKa U B [IUTO30JIHATA
Ki1eTbyHN (ppaxuuu. [IpoyuBanus 3a B3auMOAEHCTBHE ¢ IMMETHIVH (HecTieln(pUUCH HHXUOUTOP Ha
uroxpoM P450) u pudammunun (HecienuduueH nuroxpom P450 uHAyKTOP) IOKA3BAaT, 4e in vivo
CYP enzumuTe yuactBat B MeTaboIM3Ma Ha JIeIyHOMHU CaMO B MaJIKa CTETICH.

EnumMunupane

Ennmunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hpa ¢ KIUPBHC OT nopsabka Ha 31 ml/h.
EnuMUHALMOHHUAT HOMY>KUBOT € OT MopsiibKa Ha 2 ceqmuuu. Cien npuiioskeHue Ha OesnsizaHa ¢
M30TOII 7032 JIEPITYyHOMH, PaJHOAKTHBHOCTTA CE OTAENSI €AHAKBO BbB (PEKAIMUTE, BEPOSTHO Upe3
SIIMMUHHPAHE C XKIIbUKaTa, U B ypuHata. A771726 moxe 1a ce OTKpUe B ypuHaTa v eKaIuuTe 10
36 nHU cieq eAHOKpATHO MpHueMaHe. [ TaBHUTe MEeTaboINTH B ypHHATa ca TIIIOKYPOHHUIN Ha
nedryHOMu/ (T1aBHO B rpobuTte oT 0 10 24 gaca) 1 OKCaHMIIOBO MPOU3BOAHO Ha A771726. BB
(exanuute ce oTKpuBa rinaBHo A771726.

YcTaHOBEHO €, e pH X0pa MPHUII0KEHNETO Ha MepopaiHa CyCIeH3HsI aKTHBEH BBIJIEH Ha IIPax WU
KOJIECTHPaMUH BOAM A0 OBbP30 U 3HAYUTETHO YCKOPSIBaHE HA eKCKpeuusaTa Ha A771726 u HamansiBaHe
Ha IJIa3MEHUTE KOHLEHTpauuu (Bx. Touka 4.9). ToBa ce AbKH Ha CTOMAIIHO-YPEBEH MEXaHU3bM Ha
OTJICIISTHE W/WITK Ha TIPEKbCBaHE HA CHTEPO-XEMaTaTHHS [IUKBJI.

bs 6De‘lH0 YBPCXKAAHC

JledbmyHOMHUT € IPUIIOKEH B AMHUYHA ITepopaiHa m1o3a oT 100 mg mpu 3 manueHTH Ha XeMOoAuain3a
¥ 3 MaluueHTy Ha NpoabJDKUTeNHa neputoneanta auannusa (CAPD). ®apmakokuHeTnkara Ha
A771726 npu narmentu Ha CAPD m3riexaa cxoHa ¢ Ta3u npu 31paBu gooposomim. [1o-0bp30
enuMuHUpane Ha A771726 e HaOar0AaBaHO MPH MALMEHTUTE HA XEMOIUAIN3a, KOSTO HE C€ IBJDKU Ha
EKCTpPAaKIIHs Ha JICKApCTBEHHS ITPOYKT B TUATN3ATA.
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YepuoapoOHO YBpEKIaHE

Hsma nannu 3a nedeHne Ha MAMEHTH C YepHOAPOOHO yBpeKaAaHe. AKTUBHHAT MeTabonuT A771726 e
CBBbp3aH B roJsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIM3bM H KIIbUHA
cekpenus. Te3n mporecu MOKe J1a ObIaT MOBJIUSHHA OT YEPHOIPOOHA AUCHYHKITHS.

Ilenuarpuyna nomnyJanus

®dapmakokuHeTHKaTa Ha A771726 ciien mepopaliHO PUJIoKEeHHE Ha JIEQIIyHOMI € U3ciieBaHa IpH
73 nenuaTpUYHY MAMEHTH C TIOJIUAPTHKYJIAPEH THUIT FoBeHUIICH peBMaTouzeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. PesynraTute oT nmomynanuoHeH (apMaKOKHHETHYCH aHAIU3 Ha TE3H
NPOYYBaHUS ITOKA3BaT, Y€ TeTUATPUYHHTE MAIUSHTH ¢ TellecHO Terino <40 kg nMaT HamalnieHa
cuctemHa excrio3utus (nu3mepena upe3 Cg) Ha A771726, mo100HO HA BH3PACTHUTE MAIUCHTH C
peBMaToOHICH apTPUT (BXK. TOUKa 4.2).

Crapyecka Bb3pacT

®apMaKOKHMHETHYHUTE JAHHH MIPH JIUIIA B CTap4YecKa Bb3pacT (>65 roguHm) ca orpaHHYeHH, HO
CHOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIIUTE BH3PACTHH.

5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

JledmyHOMUA, IPUIOKEH NEPOPATHO ¥ MHTPANEPUTOHEATHO € M3CIIEABAH B IPOYYBAHUS 32 OCTpa
TOKCHYHOCT IIPY MHUIIKH U IUTBXOBE. [Ipoy4BaHMs IPH MHOTOKPATHO TIEPOPAITHO MPHUIOKEHHUE Ha
nedayHOMU/ IPH MUIIKY 3a IEPUOJ OT 3 Mecela, ITbX0BE U KydeTa 0 6 Mecela 1 MaiMyHH J10

1 Mecer] OKa3BaT, Y€ INIABHUTE TAPTETHU OPTaHM 3a TOKCHYHO YBPEXKIAaHE ca KOCTHHUS MO3bK, KPBBTA,
racTPOMHTECTUHAIHUS TPAKT, KoXKara, Jajnaka, TaMyca 1 tuMmduure Bp3nu. [aBaure edexru ca
aHeMus, JICBKOTICHHS, HaMasieH Opoil Ha TPOMOOLIMTUTE U TAHMHEJIONATUsI K 0TPa3siBaT OCHOBHUS
MEXaHU3bM Ha JCHCTBHE Ha BelecTBOTO (moaruckane Ha cuHre3ata Ha JJHK). Ilpu mrpxoBe u kyuerta
ca HamepeHu Tenna Ha Heinz w/umu Howell-Jolly. [Ipyrure edektn, ycTaHOBEHU BBPXY CHPIIETO,
yepHUs Apo0, KOPHESATA U pECIMPATOPHHS TPAKT OMXa MOTJIH Ja ce OOSCHAT ¢ HH(EKIIUH BCIIEJCTBUE
Ha UMYHOcynpecusTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA IPH 03U, CKBHUBAJICHTHH HA
TepaneBTHYHUTE JIO3H TIPH XOpa.

Jlepmynomun He e myTareHeH. Bropoctenennust metabonut TFMA (4-tpudnyopoMeTunanuInH)
NpEAU3BUKBA KIACTOTCHHOCT M TOYKOBH MYTAILMH iA Vitro, KaTo JIUIICBAT JOCTAaThYHO JAaHHU AU TOH
MOXe J]a IPEN3BUKA TO3H €EKT in Vivo.

Ipu npoy4BaHe 3a KAPIMHOT€HHOCT MPH TUTHXOBE, JIEGIYHOMHUT HE € TIOKa3all KapIInHOT€HEeH
noteHnuat. IIpu mpoydyBaHe 3a KapI[HHOTEHHOCT IIPH MHUIIIKK € Ha0JIfoJaBaHa Mmo-BUCOKa YeCTOTa Ha
3710Ka4eCTBEH TMM()OM MPU MBXXKHUTE B IpylaTa Ha Hal-BHCOKa /1034, Hal-BEPOSTHO JbIDKAI CE Ha
UMYyHOCYTIpecUBHUS eeKT Ha jtedryHOMuU 1. [IpH )KSHCKU MUIIKH € HaOJIF0IaBaHO J10303aBHCHMO
YBEJIMYCHHE HA YeCTOTaTa Ha OPOHXHOJIO-AIBEOIAPHH aJICHOMHU U KapLIMHOMHM Ha Oeyust 1po0.
3HaYeHHETO HA Te3H HAXOKHU MPH MUIIKH 3a KIIMHHYHATA yIoTpeda Ha JedayHoMua He e
YCTaHOBEHO.

JlepmyHoMua HIMa aHTHT'CHHH CBOMCTBA MPH KUBOTHHCKU MOJICIIH.

JlepmyHomuz € eMOPHUOTOKCHYEH M TEPATOI'€HEH NPH IUIBXOBE U 3aiiM B paMKHTE Ha
TEpaNeBTUIHNUTE JO3H IIPH XOPA U NPUIHMHABA HEXXEIIAaHU PEAaKIUU BbPXY MBXKKUTE PEIPONYKTUBHU
OpraHHy MpH MPOyUBAHUATA 3a TOKCUYHOCT IIPU MHOTOKPATHO MpuiiokeHue. GepTUINTETHT HE €
HaMaJleH.
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6. DAPMAIEBTUYHU JAHHU

6.1 Chnuchbk Ha IOMOILIHHUTE BellleCTBA
Tabremmo 50po:

IlapeBuuHO HUIIECTE

IToBumon (E1201)

Kpocnosugon (E1202)

Tank (E553b)

Cunuiues TUOKCHU, KOJOUAEH 0€3BOIeH
Marnesues creapat (E470b)

JlakTo3a MOHOXHIpPAT

Quimoso nokpumue:

Tank (E553b)

Xunpomenosza (E464)

Turtanues auokcua (E171)

Makxkporon 8000

6.2 HecbBmMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roaHOCT

3 roauHU.

6.4 CpoeunuajHu yCJI0BHS HA CbXpaHEHHeE
Ja ce cpxpaHsiBa B OpUTHHAIHATA OTIAKOBKA.
6.5 Buau chabp:KkaHUe HA ONIAKOBKATA
AnymuHuit/anymuaneB 6mucrep. OmakoBka: 3 GUIMHpPaHU TaOJIETKH.

6.6 CrnenuajaHu npeana3Hu MepPKHU MPH U3XBHPJIsiHe U padoTa

Hsma crienmuanHyu M3UCKBaHMS 32 H3XBBPJISIHE.

7. IIPUTEXATEJI HA PASPEHLIEHUETO 3A YIIOTPEGA

Sanofi-Aventis Deutschland GmbH,

D-65926 Frankfurt am Main,

TI'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/118/009

9. JATA HA ITBPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PABPEHHIEHUETO 3A

YIIOTPEBA

[ata Ha mepBO pazpemanane: 02 centemBpu 1999 r.
[Hata na nocnenno noanosssane: 01 romm 2009 r.
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10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

IToapo6Ha mHGOpPMAIHS 3a TO3U JEKapCTBEH MPOAYKT € IMpeAocTaBeHa Ha yebcalita Ha EBporefickara
areHIys 1o JekapcTBata http://www.ema.europa.eu/.
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NNPUJIOKEHMUE 11

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJ10BUA UK OT'PAHUYEHUA 3A JOCTABKA U
YIHOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA
PA3SPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U

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

Hme n aapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 3a OCB060)KI[3B3HC Ha NapTUAuTC

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

®paHuus

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

JlexapCTBEHUSAT MPOAYKT CE€ OTITyCKa [0 OTPaHUuEHO JIekapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS N N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. IleprnoguyHu aKTyaJM3MPAHH JOKJIAIH 3a 6€30MACHOCT

W3uckBanmsTa 32 1Mo1aBaHe HA TIEPUOANYHH aKTyaIN3UPaHU JOKIIAIH 32 0€30TaCHOCT 33 TO3H
JIEKapCTBEH MPOIYKT Ca IIOCOYCHH B CIHCHKA ¢ pedepeHTHHTe naTi Ha EBponeiickus cwio3 (EURD
CIUCHK), ipeBuieH B wi. 1078, an. 7 ot Jupextusa 2001/83/EO, 1 BbB BCUYKH CIIeABAIIU
aKTyaJau3anud, IIyOIuKyBaH! Ha eBPOITCHCKUS yeOIrmopTal 3a JIeKapCTBa.

I. YCJ0OBUA NJIK OTPAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

ITIPY 1psbBa ga W3BHLPIIBA U3UCKBAHKUTE JEHHOCTH U JCHCTBUS, CBBP3aHU C IPOCIICIIBAHE HA
JeKapcTBeHaTa 0e30MacHoOCT, mocoueHu B onoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha
paspelieHneTo 3a ynorpe0da, KakTo U IpH BCUUKH CIEBAIM ChIIaCyBaHU akTyanu3auuu Ha [TYP.

Axtyamusupan [TYP Tps6Ba na ce momana:
e 10 KickaHe Ha EBporeiickata areHIus 1o JIeKapcTBaTa;
® BHHArW, KOraTo ce M3MEHsI CUCTEMAaTa 3a YIpaBJIeHUE Ha pUCKa, 0OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH(OpMAITUs, KOITO MOXKE Ja IOBEJIe 10 3HAYUMHU IPOMEHH B
CHOTHOIIIEHUETO TI0JI3a/PUCK, WX CJIE]] TIOCTUTaHe Ha Ba)KEH eTarl (BbB BpBh3Ka C
npoclie/isBaHe Ha JIeKapCTBeHAaTa 0€30MaCHOCT WM CBEX/IaHEe Ha PUCKA O MUHAMYM).

o JlobJIHUTEJIHN MePKH 32 CBe:KIaHe HA PUCKA 10 MUHUMYM

[IpurexatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na npegoctaBu Ha BCHUYKH JIeKapH,
KOHTO C€ OYaKBa Ja MPEANUCBAT/U3M0A3BaT Arava, 00yUYUTEeIHH MaTepHalIN ChC CIEIHOTO
CBhABPIKAHUE:

e KparkaTa XapakTepHCTHKa Ha MPOIYKTA

e bpomrypa 3a nekaps

e UudopmarrioHeH JTUCT 3a MallUeHTa

Bpomryparta 3a nexaps TpsiOBa ga ChABpIKa CISTHUTE KIIOYOBU CHOOIIECHIS:
e Ue chIecTByBa PUCK OT TEPATOTEHHOCT U MOPaJH TOBa TPsAOBa Ja ce n30sATBa OPEMEHHOCT,
JIOKATO TUIa3MEHHTE HUBA Ha JIe(hIyHOMUJI HE ca HAa ChOTBETHOTO HUBO. Jlekapure u
MAIUEHTHTE TPSIOBA J1a ca HASICHO, Y€ € Ha Pa3MoJIoKEHHE CIIeI[HalIHA KOHCYJITaTUBHA CITYkK0a,
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3a peIoCTaBsHe Ha HH(opMaIHs 3a Ta00paTOPHO U3CIIeIBaHE Ha TIa3MEHOTO HUBO Ha
nedIIyHOMUT.

I/IH(I)OpMaIll/IOHHl/IHT JIMCT 32 MAalMEHTA ChAbP7Ka CJICAHUTE KII0OY0BH CHOOIIEeHHS

Arava MOKe J1a yBEeITUYH PUCKA OT CEPHO3HU BPOJACHU ACPEKTH IIPU OPEMEHHU JKEHU HITU
JKEHHU, KOUTO 3a0peMeHesT, T0KaTo IprueMart Arava.

Kenn ¢ JACTEPOJCH MMOTCHIHA M TEXHUTEC MMapTHOPH TpSI6Ba Jla B3€MaT BCUYKHU IIPEATIIa3HN
MEpKH, 3a Jla n30ernatr OpeMeHHOCT. ToBa BKJIIOUBA U JBaMaTa MapTHHOPH Ja U3I0JI3BAT
HaAC)KIHU IMTPOTUBO3aYaThbYHH, KAKTO € IIPETIOPBbUaHO OT JICKAaps, KOraTo nmpuemMar Arava,
KOTaTO Ca MOJUI0KEHH Ha OYUCTBAIIA TIPOIIeAypa UK CJIe] KaTo ca CIped premMa Ha Arava
MIPeIn TI0-MaJIKoO OT 2 TOAMHU 0€3 OYNCTBAHE.

JKenute He TpaOBa 1a ce onUTBAT Ja 3a0peMEHeAT, JIOKaTO He CrpaT nmpruemMa Ha Arava U He
TOTBBPAT, 4e Arava e J0CTaThbuHO OTCTPAHEHA OT TSUIOTO Upe3 MpoIleaypara 3a OUNCTBaHE
Ha JIKapCTBOTO, HJIM B PAMKHUTE Ha JIBE TOJIMHU Clie]l CIMpaHe Ha Arava, B CIy4ai 4e He €
MpOBEIcHA OYUCTBAIIA TPOIIEAYPA.

Kenure TpsiOBa He3a0aBHO J1a ce CBBPIKAT C JIEKaps CH, ak0 MEHCTPYyallusaTa UM ce 3a0aBU HITH
CMSITaT, Y& MOKe Jia ca OpeMeHHH.

IMpouenypa 3a ourictBaHe Ha Arava: [IpoABIDKUTETHOCTTA HA IISJIOCTHATA OYHCTBAIIA
nporeaypa oOMKHOBEHO € 11 JHu, pe3 KOUTO ce Mpuiiara XoJecTUPaMUH WM aKTHBEH
BBIJICH Ha Mpax. [IpoIbIKUTEITHOCTTa MOXKE J]a CE MPOMEHU B 3aBUCUMOCT OT KITHHUIHUTE
WK J1aOOpaTOPHU TIOKazaTenu. To3n Kypce e TIOC/IeIBaH OT 2 OT/ACTHH JIAO0paTOPHU KPBBHU
W3CIeBaHus Ipe3 moHe 14 mHM, 32 1a ce TapaHTHpa MHOT'O HICKO HHUBO Ha JISKAPCTBOTO B
opranusma. Axo HUBaTa Ha Arava Bce OIIle ca TBbPJIC BUCOKH, MOXE J]a C€ HATIOXKHU MOBTOPHA
npolleypa 3a OYMCTBAHE Ha JIEKAPCTBOTO. AKO MpolieaypaTa He ce clla3Ba, MOXKe J1a OTHEME
JI0 2 TOJUHH, 32 Ja c€ JOCTUTHE MHOTO HICKO HMBO HA JIEKApPCTBOTO B KpbBTa. KoraTo ce
MOTBBPIM, Y€ HUBATa HA Arava ca JOCTaThUHO HHUCKH, XXCHHUTE TPsIOBa Jla M34aKkaT MOHE OIIe
€IMH Mecel], Ipean Aa 3a0peMeHesIT.

He Moxe na ce M3KIII0YM MpeMUHaBaHETO Ha Arava B ciepmara. Mbxere TpsiOBa i1a
W3MOJI3BAT HA/ICXKTHA KOHTPAIICTIIVS 110 BpeMe Ha JieueHue ¢ Arava. AKO MBKETe KelasT Ja
cTaHaT Oary, JekapsaT Ou MOChBETBAN J]a CIIpaT MpreMa Ha Arava ¥ cjieJ] TOBa Jia IPEMHHAT
npe3 Ipolleypara 3a OYMCTBaHe Ha JiekapcTBoTo. Korato ce moTBbpau, ye Arava e
JIOCTAaTHYHO OTCTPAaHEHA OT OPraHu3Ma, MBKETe TPIOBa Jla M3Yakat MoHe 3 Mecella, peu 1a
cTaHat Oamry.

3a mombJIHATETHA HHGOPMAIIHS MTAlIHEHTHUTE TPIOBa 1a ce CBBPIKAT CHhC CBOSI JIEKap.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA

63



JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupany Ta0JIeTKH
nedayHoMuAa

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

Beska punmvupana Tabnetka cpabpxa 10 mg nedrynomm.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/JIAHE

[Ipenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpuinoxeHue

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

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

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

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

|9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.
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10.

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

11.

UME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

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

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIINSA HA BPAMJIOBA A3BYKA

Apasa 10 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH(DHUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JIAHHHU 3A YETEHE OT XOPA

PC:

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

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Arava 10 mg ¢puiMupanu TabaeTKH
eIy HOMHU/T

| 2. HUME HA ITIPUTEXXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JIPYIO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupany Ta0JIeTKH
nedayHoMuAa

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

Beska punmvupana Tabnetka cpabpxa 10 mg nedrynomm.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/JIAHE

[Ipenu ynotpeba npouerere aMCTOBKAaTa
[lepopanno mpuinoxeHue

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

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

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

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTETHO 3aTBOPCHA.

67



10.

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

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

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

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

Apasa 10 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKoJI ¢ BKIFOUEH YHUKAJICH HACHTH()HUKATOD.

| 18.

YHUKAJIEH WAEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC:

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

ETUKET/BYTUJIKA

|1

NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 10 mg ¢puiMupany Ta0JIeTKH
nedayHoMuAa

| 2.

OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcsika Tabnerka cpabpka 10 mg nedayHoMu.

| 3.

CIIUCBK HA IOMOIIHUTE BEINECTBA

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

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 ¢unmupanu TabIETKH
100 ¢pmnmupanu TabIeTKH

| 5.

HAYYH HA ITPUJIOKEHUE N TBT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npoyerere JIMCTOBKATA.
IlepopanHo npuiioxeHue

6.

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

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

2

JAPYI'M CHEIUAJIHUA HNPEAYHPEXIAEHUA, AKO E HEOBXOANMO

| 8.

JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CopxpansBaiiTe OyTHIKaTa IUTETHO 3aTBOPCHA.

10.

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

Sanofi-Aventis Deutschland GmbH

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

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

13. HAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapcTBEHHUSAT MPOILYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

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

BTOPUYHA OITAKOBKA/BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHy TaOJIeTKH
nedayHoOMuA

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

Beska punmvupana Tabnetka cpabpxa 20 mg ediryHoMu .

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

To3u JiekapcTBEH MPOAYKT ChABPXKA JaKT0o3a (BUIKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
100 puiamMupanu Ta0IETKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/JIAHE

[Ipenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpuinoxeHue

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

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

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

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.
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10.

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

11.

UME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13.

ITAPTUJIEH HOMEP

[Taptungen Ne

14.

HAYYH HA OTITYCKAHE

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

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Apasa 20 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH(DHUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JIAHHHU 3A YETEHE OT XOPA

PC:

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

| 1. HUME HA JIEKAPCTBEHUSA INPOAYKT

Arava 20 mg ¢unmupanu TabneTku
eIy HOMH/T

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

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

T'onen mo:

| 4. ITAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYrO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHy TaOJIeTKH
nedayHoOMuA

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

Beska punmvupana Tabnetka cpabpxa 20 mg ediryHoMu .

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

To3u JiekapcTBEH MPOAYKT ChABPXKA JaKT0o3a (BUIKTE JTUCTOBKATA 32 IOMBJIHUTEITHA UHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunmupanu TabJCTKH
50 ¢unMupanu TabICTKH
100 purmupanu TabIeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(UIIMA) HA BBBEXKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

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

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

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

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

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13.

NAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYYH HA OTITYCKAHE

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Apasa 20 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:

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

ETUKET/BYTUJIKA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 20 mg ¢puiMupaHy TaOJIeTKH
nedayHoOMuA

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

Bcsika Tabnerka cpabpika 20 mg nedIyHOMU.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChIbpika ChINO JaKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dhunmupanu TabJCTKH
50 ¢unMupanu TabICTKH
100 purmupanu TabIeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(UIIMA) HA BBBEXKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

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

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

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

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

11.

UME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi-Aventis Deutschland GmbH

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13.

NAPTUJIEH HOMEP

ITaptunen Ne

14.

HAYYH HA OTITYCKAHE

JlexkapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

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

BTOPUYHA OITAKOBKA/BJIMCTEP

|1

HUME HA JIEKAPCTBEHMUS ITPOAYKT

Arava 100 mg ¢puamupaHu TaOIeTKH
eIy HOMHU/T

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpabpka 100 mg nedayHOMEI.

| 3.

CIINCBK HA IOMOIIHUTE BEINECTBA

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

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

3 dhunMupanu TabIeTKH

| 5.

HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6.

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

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

| 7.

APYI'U CHEIIUAJIHU NTPEAYIIPEXJIAEHUA, AKO E HEOBXOANUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9.

CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA.

10.

CIIEIIMAJIHU ITPEAITIA3ZHU MEPKHU I1PU U3XBBPJIAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

78




11. HUME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/99/118/009 3 tabieTkn

13. NMAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

Apasa 100 mg

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH(DHUKATOD.

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

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

| 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Arava 100 mg ¢puamupaHu TaOIEeTKH
nedayHoMuza

| 2. HUME HA ITIPUTEXXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Sanofi-Aventis

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. ITAPTUJIEH HOMEP

[Taptunen Ne

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

Arava 10 mg ¢punvupann TadJeTKH
neduynomus (leflunomide)

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

ThH KaTo TS ChAbPKa BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKH J1a sl POYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTainTe Bammms nekap, papmaneBT uin
MEINIHAHCKA CECTPA.

- ToBa 1exapcTBO € MpeANUCcaHo eIMHCTBEHO M TU4HO Ha Bac. He ro npeoTcThnBaiite Ha npyru
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Y€ PU3HALNTE Ha TAXHOTO 3a00IsBaHe ca
chIIMTE KaTo Bammre.

- Axo IMOJIYYUTE HAKAKBH HCXKCJIAaHU JICKAPCTBEHU PCAKINHU, YBEIOMETC Bamns JICKap,
(hapManeBT WM MEOULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOKHH HEKEIaHU PEaKIny,
HEOITMCAHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kakso npexcrasisiBa Arava U 3a KaKBO C€ U3I10J13Ba

Kakso Tpsi0Ba na 3Haere, npenu na npuemere Arava

Kak na npuemate Arava

Bb3MOXkHM HEXENaHU peakuu

Kak na cexpansBare Arava

ChbabpKaHye Ha ONIAaKOBKATa M JOIBIHUTEIHA HHPOPMALIUS

Sk L=

1. Kakspo npencrapiisiBa Arava M 3a KaKBO ce H3I10JI3Ba

Arava pHHaJJIeKH KbM TpyIia JIEKapCTBa, HAPSUEHU aHTUPEBMATUYHH JIEKapCTBa. s ChIbpika
AKTUBHOTO BEIECTBO JIEPIYHOMUI.

Arava ce H3I10J13Ba 3a JICUCHHUE Ha BB3PACTHU MANUCHTU C aKTUBCH PCBMATOUZICH apTPUT WA
AKTHUBCH IICOPHUATUYCH aApTPUT.

CHMIITOMHTE Ha pEBMATOMACH apTPUT BKIIIOUBAT Bb3MAJICHUE HAa CTABUTE, TIOYBAHE, 3aTPYIHEHO
JBIDKEHHE U 0onKa. JIpyru CUMIITOMH, KOUTO 3acsrat ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YepBEHN KPbBHU KIICTKH).

CuMnToOMHTE Ha aKTHBEH NCOPHUATHYCH apTPUT BKIIOYBAT Bb3MAJICHUC HAa CTaBUTC, IIOAYBAHC,
3aTPYAHCHO ABUIXCHUC, Oonka u Y4aCThblM Ha 3a4CPBCHA, JIIOMICIIA CC KOXa (KO)KHI/I I/I3M6HGHI/I$I).

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

He npuemaiite Arava:

- aKo HSKOTa CTe UMAJIH aJepPru4Ha peakuyst KbM j1edryHOMu (0cOOCHO cepro3Ha KOXKHA
peaxys, 4ecTo NpUIpYyKeHa ¢ MOBUILIEHA TEMIIEPATypa, CTABHU OOJIKH, YEPBEHHU IIETHA I10
KOXKaTa WK MeXypH, Harp. CHHApoM Ha CTuBBHC J[PKOHCHH), WIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30POEHHU B TOUKA 0), MIIM aKO CTE aJISprHYHHA KbM
TepruITyHOMUIT (M3TI0JI3BaH 3a JICUSeHHE Ha MHOKECTBEHA CKIIEp03a),

- aKo MMaTe HAKAaKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH J0 TEKKH 0bOpedHH nmpoodiaemMu,

- aKO MMaTe CHJIHO TIOHIKEHHE Ha 0eJThbIUTe B KPBBTA (XUIIOMPOTEUHEMHS),

- aKo CTpajate OT HAKAaKbB MpoOIsieM, KOMTO 3acsira uMyHHaTa Bu cucrema (nanpumep CIINMH),

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

[IpexynpesxaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CeCTpa, Mpean Aa IpuemMere Arava

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

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

- aKo CTe Mb3K M HcKate J1a craHere Oama. Thil KaTo He MOXKe J]a ce M3KJIIOYHM BEPOsTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTta, TpsiOBa J1a ce W3M0J3Ba CUTYPHA KOHTpALETILHS [0 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, Jkenaeny 1a ObaaT oamy, TpsaoBa Aa ce 00bpHAT KbM CBOS
JeKap, KOWTO MOXe J1a TH ITOCHBETBA Ja CIIpaT IIPpHeMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIEKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 M B IOCTaThYHA CTEIEH OT opranu3Ma cu. Llle e
HeoOxonmMo a Bu ce HanpaBy u3cieBaHe Ha KPBBTA, 3a J]a Ce MOTBBP/IH, Y€ Arava e
OTCTpaHEH B I0CTaTh4YHA CTeTeH OT Bamms opraHu3sM u cief ToBa Bue TpsoOBa na n3uakate
Haif-MaJko olue 3 Mecela Mpean Aa ce OIMUTBaTe Aa Ch3/aBaTe Aela.

- TpsOBa na Bu ce HanpaBu onpesesieH BU U3CleABaHe HA KpbBTa (HUBO Ha Kaluii). Be3MoxkHO
€ U3MEPBAaHETO Ja ToKaxe (aIMBO HUCKY HUBA HA KAJILUH.

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

Arava Moe TIOHSIKOTa J]a IPUIUHU HIKOW IIPOo0JIeMH Ha KpBBTa, YepHUS Ipo0, Oenute IpoOdoBe, WiIn
HEPBUTE HA PBIETE WK KpakaTa. Moxe ChIIO Ja MPUYUHU CEPUO3HU AICPTUYHH PEaKIUH
(BKITIOUMTEITHO JICKAPCTBEHA peakiysi ¢ eo3uHopmins u cucteMuu cumnromu [DRESS]), wim na
YBEJIMYHM PUCKA OT TeKKA WHGEKIMs. 3a oBeye nH(OpMAaIus 3a TOBA, MOJIs, TPOYETETEe TOUKa 4
(BB3MOXKHU HEXEITAHU PEAKITHH ).

DRESS ce nosiBsiBa mspBOHAYATHO KaTO TPUITONIOIO0HH CHMITTOMH ¥ OOPHB TI0 JIUIIETO, CJICI TOBa
oOmIMpeH 00pYB ¢ BUCOKA TEMIIepaTypa, MOBUILICHU HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBAHE
Ha KPbBTa, OBUIIIABAaHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHMUEHH TUMGBHU
BB3JIH.

XemodarouutHa JuMpoxuctuounTosa (XJX)

Nma cpobmienns 3a psaKa, HO MHOTO CEpHUO3HA PEaKLUsl HAa UMyHHATa CUCTeMa IIPY MalueHTH,

npuemani ARAVA.

- Cebpikere ce He3a0aBHO ¢ Bamust 1ekap uiu papmaueBT, aKo MOTYYUTE HIKOH OT CICTHUTE
CUMIITOMH, TokaTo mpuemare ARAVA: Tpecka, 0OpuB, HEBPOJIOTUYHU CUMIITOMH (HATID.
TpeTepeHe Wil TPEeMOp, ChCTOSTHIE Ha 00bPKAHOCT, HAPYIICHUS Ha MO3bUHATA (PYHKIINSA).

BammsT nekap me u3BbpiiBa KPbBHH U3CJIeABAHUS PEIOBHO, IPENH U 110 BPEME Ha JIEYEHUETO C
Arava, 3a 1a ipocie/sBa KpbBHUTE By KieTku U yepHus ApoO. Bamwuar iexkap chIIo Taka mie
IIpoBepsiBa KpbBHOTO Bu Hansirane peioBHO, Thii KaTo Arava MOXe Jla IPUYMHY [IOBUIIIaBaHe Ha
KPBBHOTO HaJIsITaHE.

I'oBopere ¢ Bamms nekap, ako umaTe HeOoOsSCHIMA XpOHUYHA Iuapws. Bammst gexap Moxe ia
W3BBPIIM JOIIBIHUTEIHN U3CIeIBaHU 32 AU epeHHaiHa AUartosa.

VYBenomere Bammst jgekap, ako pa3BueTe KOXHa 53Ba 110 BpeMe Ha JieueHHne ¢ Arava (BHXKTE ChILO
TouKa 4).

Jeua u roHouu
Arava He ce nmpenopb4Ba 3a ynorpeda npu Jeua v I0HOIIU HA Bb3pacT noj 18 roqunu.
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Jpyru jekapcTrBa u Arava
Wudopmupaiite Barmist nexap win papmareBr, ako npremMare, HaCKOpo CTe IMpUeMallu, WK €
BB3MOXKHO JIa IpUEMETe JIPyTu JekapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKaHU 03 pelernTa.

ToBa e 0co0eHO Ba)KHO, aKO IIpUeMaTe:

- JpyTH JIEKapCcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Harp. XJIOPOXHH U
XUIPOKCUXJIOPOXUH), 3J1aTO, IPUIIOKEHO HHTPAMYCKYJIHO WU II€POPANIHO, Jl-TIeHUuIMIaMuH,
a3aTHONPHUH U IPYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCaT), Thil KATO Te3H
KOMOWHAINKU HE ca MPENOPbYHTEIHH,

- Bap(dapuH U Jpyryu MEepopatHu JIeKapCTBa, U3MOI3BaHM 3a pa3pexaaHe Ha KpbBTa, ThH Kato €
HEo0X0IUMO HaOJII0ZEHHUE, 32 1a CE HaMaJIk PUCKBT OT II0s1BA HAa HEXKEJIAHU PEaKLUU Ha TOBa
JIEKapCTBO

- TepuIIyHOMH] 32 MHOKECTBEHA CKIIEPO3a

- penarivHu, MUOTJINTa30H, HATETTIMHU 1M PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCce WK TONOTEKaH 3a paK

- IYJOKCETHH 32 Jenpecks, THKOHTUHEHIIMS Ha ypUHATa WK ObOpedHo 3a00sIBaHe IpH
TUa0eTHIN

- AJIOCETPOH 32 JICYCHUE Ha TEXKKa TUAPHS

- TEO(MIINH 32 acTMa

- TU3aHUUH, MYCKYJICH PEJaKCaHT

- OpaJIHU KOHTPALECNTHBH (ChABPKAIY €THHUICCTPAANOI 1 JIEBOHOPrecTpen)

- nedaxiiop, OeH3WINEHUIIINH (TeHUIWINH G), TUITPOQIIOKCAMH 38 HHPEKIHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

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

- 3unoByauH 3a HIV uadexms

- PO3yBaCTaTH, CUMBACTAaTUH, ATOPBACTATHUH, IIPAaBACTATUH 3a XUIICPXOJICCTCPOJICMUA (BI/ICOK
XO0JIECTEPO)

- cyJdacana3uH 3a B3NAIUTETHO 3a00JIIBaHE HA YepBaTa WM PEBMATOUJICH apTPHUT

- JIEKapCTBO, HAPEYEHO KOJIECTUPAMUH (M3I0JI3BaHO 32 HaMaJsiBaHE Ha BUCOKHS XOJIECTEPOIT) MU
AKTUBEH BBIJIEH, Thil KATO TE3H JIEKApCTBa MOI'aT /1a HAMAJIAT KOJIMYECTBOTO Arava, KOEeTo ce
roema OT OpraHu3Ma.

AKo Beue ImpueMaTe HecTepOUAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) n/unn
KOPTHKOCTEPOMIH, MOXKETE 13 IPOIBIDKUTE J1a TH B3EMaTe CIE]| 3alI04BaHE Ha JICUCHUETO ¢ Arava.

Bakcunanuu
Axo Tp516Ba na opaere BaKCUHUPAHH, TonuTaiiTe Bamms nekap 3a cpBeT. OnpenencHy BaKCUHALIUN HE
TpsOBa Ja ce mpujIaraT J0KaTo NpueMaTe Arava u U3BECTHO BpEeMe CJIe]] CIIUPaHe Ha JICYCHUETO.

Arava ¢ XxpaHa, HAIUTKH M aJ1K0X0JI

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

He ce npenopbuBa 1a ce KOHCyMHpa alKOXO0J 10 Bpeme Ha jgedyeHue ¢ Arava. Koncymanusita Ha
aJIKOXOJI IOKaTo mpueMare Arava MOXe J1a yBeJIMUH PUCKa OT YBPEXKIaHe Ha YepHUs apo0o.

BbpemMeHHOCT M KbpMeHe

He npuemaiite Arava, ako cTe WIN CMsITaTe, Y€ MOXKe Jja cTe OpeMeHHa. AKO CTe OpeMeHHa, WIH
3abpeMeHeeTe, JOKaTo nprueMaTe Arava, pUCKbT OT paxkIaHe Ha 6e0e CbC CeprO3HH BPOACHH Je(eKTH
e nosuieH. JKeHuTe ¢ 1eTepoaeH NoTeHInal He TpsOBa Aa mpuemMar Arava, OCBeH aKO HE M3I10JI3BaT
HaJleKTHU MEPKH 3a Ipelna3Bade oT 3a0peMeHsIBaHe.

HNudopmupaiite Bamms nekap, ako Bb3HamepsBarte ja 3adpeMeHeeTe ciie]l CIIMpaHe Ha JICYEHUETO C
Arava, T KaTO € HE0OXOIMMO J1a C€ YBEpUTE, Ye HE ca OCTaHAIIU cliefn OT Arava B opranusma Bu
npeay Aa NpaBUTe ONUTH 3a 3a0pemeHsBaHe. ToBa Moxe 1a oTHeMe 110 2 roanHu. ToBa u3uakBaHe
MOJKE J1a C€ ChKPATH [0 HAKOJIKO CEAMHIIN YpE3 IPUEMAHETO Ha JIEKApCTBa, KOUTO YCKOPSBAT
OTCTpaHsBaHETO Ha Arava oT Bamus oprannzsm.
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BB BcHukH cityyau TpsiOBa Ja Ob/Jie TOTBBPICHO Ype3 KPbBHH H3CIIE/IBaHuUs, Ye Arava € OTCTpaHeHa B
JOCTaTh4HA CTENeH OT Bamms opranu3bM, kato Bue TpsOBa 1a u3uakare Hail-MajKo OIle eMH MECell
npeau aa 3adpeMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TA00paTOPHOTO M3CIEaBaHE, MOJIS, OOBPHETE ce KbM Bamms
neKap.

AKo nMarte chMHEHUE, 4e CTe 3a0peMeHsUIa 10 BpeMe Ha JICUCHHETO ¢ Arava WIH Tpe3 2-Te TOIUHN
CJIe]l HETOBOTO CIIMPaHe, TPSOBa He3a0aBHO Ja ce CBBbpKETe ¢ Barmwst Jekap 3a TecT 3a
opemenHoct. [Ipu monoxkureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JIeUCHHE C OTIPEJICIICHU JICKapCTBa 3a OTCTpaHsBaHe Ha Arava ObP30 U B JIOCTATbYHA CTETICH OT
opranu3ma Bu, Thif KaTo TOBa MOKE J1a HAMaJIu prucka 3a BammeTo 6e6e.

He nmpuemaiite Arava 1o BpeMe Ha KbpM€eHe, Thil KaTo JeIyHOMU]] PEMIHABA B KbpMara.
Ilodupane u padoTa ¢ MAIIMHH

Arava Moxe 1a Bu Hakapa 11a ce mouyBCTBaTe 3aMasiHi, KOETO MOXE JIa HapyIy criocoOHocTTa Br 3a
KOHIICHTpAIl¥sl U pearupane. Ako ToBa Bu ce cimyun, He modupaiTe v He U3N0A3BaliTe MAITUHMY.
Arava cbIbpiKa JJAKT03a

Axo Bamust nekap Bu e kazai, ye uMate HEOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HETO TPeAr Ja IPUEeMeTe TOBa JIEKapCTBO.

3. Kak na npuemarte Arava

Bunaru aneMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bammsar JICKap ujin (bapMaIICBT. Axo He
CTC CUTYPHHU B HCLIO, nonurante Bamms JICKap njin (bapMaHCBT.

Oo6wnuaitHaTta HayaimHa 1032 Ha Arava e 100 mg nedryHOMUA equH BT THEBHO MIPE3 TEPBUTE TPH JHM.
Cren ToBa MOBEUYETO MAIMEHTH C€ HYXKIAAT OT J103a OT:

. 3a pesmatouzer aptput: 10 wim 20 mg Arava BeTHBXK JHEBHO, B 3aBHCHMOCT OT TEXECTTa Ha
3a00JIIBaHETO.
. 3a ncopuatudeH apTput: 20 mg Arava BeIHBXK JHEBHO.

HorasniaiiTe TadieTkara HAJa U C JOCTATHYHO BOJAA.

Tps6Ba ga MUHAT Hal-MaKO 4 CEIMUIM OT 3aII0YBAHETO HA TEPAIUITa, 32 Ja TOUyCTBYBaTE
noto0peHre BbB Barero chcTosiHue. Hsikon maruieHT Moxe JopH J1a oaydar Mo-rojasMo
notoOpenue cien 4 10 6 Mecera OT JICUSHUETO.

OO6ukHOBeHO Bue mie npuemare Arava 3a mpoJIbIDKUTEITHO BpEMeE.

AKO cTe npue/iM oBeye 0T HeoOXoaUMMAaTa 103a Arava

AKo ipreMeTe moBede 0T HeoOXoAnMara 103a Arava, o0bpHeTe ce KbM Barmms nexap uiv moTbpcere
APpYyr MCAUIIUHCKU CHBECT. AKO € Bb3MOXKHO B3eMETE ChC ceOe CU TaOJIETKUTE MIIU KyTuidTa, 3a 1a My T
HOKaXKeTe.

AKO cTe IPOIYCHAJIM 1A IpueMeTe Arava

Axko 3a0paBuTe ja B3eMeTe €1Ha /1034, B3EMETE 51 Be[lHara cjeJ KaTo CU CIIOMHUTE, OCBEH aKO TOBa HE
e OJIM3KO 10 BpEMETOo KoraTo TpsibBa Aa mpuemere cieasamara 103a. He B3emaiite qBoiiHa 103a, 3a 1a
KOMIIEHCHpAaTe IIpOoIlycHATaTa J103a.

AKO uMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bammus nexap, papManeBT WM MEIULIMHCKA CECTpa.
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4. Bb3M0OKHU HeKeJTaHU pP€aKuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a NPEAU3BUKA HCIKCIAaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH ' TIOJTy4aBa.

VYBenomere Bamus nekap He3a0aBHO U cripeTe Jia B3emarte Arava:

- aKo IMOJyYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mwiv uMare 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Jia ObJIaT MPU3HAIY HAa CEPUO3HA AJISPTUYHA PEaKIIus,

- aKO TOJY4YHTE KOKEH 00OPHUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla ca IIPOsiBa HA TEKKH,
MOHSIKOTA KUBOTO3aCTpalllaBally peakiuu (Hamp. cuaapoM Ha CTUBBHC-J[P)KOHCHH, TOKCUYHA
enuepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JeKapcTBeHa PeakIlus ¢ CO3MHOPUITHS 1
cucreMuan cumntomu [ DRESS]), BmkTte Touka 2.

YBenomere Bamus nekap He3adaBHO, aKO MOTYUHTE:

- 0Jie1a KOKa, yMOpa, WIIM CHHUHM, Thi KaTo T€ MOXKE J1a ca MPU3HAaK Ha HAPYLICHHUs HA KPHBTa,
NPUYMHEHH OT HapyLIeH OanaHC Ha pa3IMYHUTE BUJOBE KPBBHH KIETKH, KOUTO CHCTABSIT
KPBBTa,

- yMoOpa, KopeMHa 00JIKa WITH KBJTEHUNAa (KBJITO OIBETSIBaHE HA OYUTE WJIM KOXKAaTa), Thil KaTo
TE MOXE J1a ca IIPU3HAK HA CEPUO3HU CHCTOSHHS KaTO YePHOAPOOHA HEJJOCTHYHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBU CHMIITOMH Ha MH()EKIMS KATO MOBHIIEHA TEMIIEPATYPA, B3NAJEHO I'bPJI0 WU
KalLINNA, 3a10TO TOBa JIEKAPCTBO MOXKE /14 YBEIUYH PUCKA OT TEKKa WHPEKIHS, KOATO MOXKE
na Obe KUBOTO3aCTpaIIaBaIia,

- KaIJIMIA WIK 3aTPYAHEHO TUIIaHe, Thil KaTo TOBAa MOJKE Ja O3HaYaBa MpodsieMu ¢ Oenns
Ipob (mHTepcTHIMATHA OerropoOHa 0oecT Wil 6eToApoOHa XUTIEPTOHHUS, MIIH BB3EN B OeNus
1po0),

- HEOOWYAHO U3TPBIIBAHE, CJIA00CT WK OOJIKA B PHIIETE WU CThIIAJIATa, ThH KaTO TOBA MOXKE J1a
€ MpHU3HAaK Ha Mpo0byieMu ¢ HepBUTE (MeprudepHa HEBPOTIATHS).

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

- c1abo HamansiBaHe Ha Opos Ha OenTe KPbBHU KIETKH (JIEBKOTICHHUS),

- JIEKH allePTUYHU PEaKivy,

- 3ary0a Ha amneTHT, 3ary0a Ha Terjio (0OOMKHOBEHO HE3HAYMTEITHO),

- yMopa (acTeHus),

- ri1aBo0oJINE, 3aMaliBaHe,

- HEOOMYalHN KOXKHU YCEIIaHusl, KaTo U3TPhIIBaHe (IapecTesns),

- JIEKO NIOBUINIABAHE HA KPHBHOTO HAJISITAHE,

- KOJIUT,

- JAapus,

- rajieHe, IOBpbIIIaHe,

- BB3NAJICHUE HA yCTaTa WM S3BH B yCTaTa,

- KOpeMHa 00JIKa,

- yBEJTUYEHHE Ha HAKOM PE3YJITATH OT YEPHOIPOOHHU TECTOBE,

- YBEJIUYEH KOCOMaI,

- eK3eMa, cyxa Koxka, 0OpHUB, CbpOex,

- TeHIUHHT (00JIKa, MPUYMHEHA OT Bh3MaJeHne Ha MeMOpaHaTa, 0OBHBAIlIa CYyXOKUIUATA
OOMKHOBEHO Ha KpakaTa W pblLeTe),

- [IOBUIIABAHE HA ONIPEeNICH! €H3UMHU B KpbBTa (KpeaTuH ¢ochoKrHaza),

- po0JeMH C HEPBUTE Ha phLIETe WM Kpakarta (nepudepHa HeBponaTus).

HeuecTn He:kenanu peakuuu (Mo:xe na 3acernat 10 1 na 100 xymm)

- HaMaJIssBaHe Ha OpOs Ha YEPBEHUTE KPbBHU KJICTKH (aHEMHMs) U HaMaJIsiBaHE Ha Opost Ha
TPOMOOIIUTHTE (TPOMOOIIMTOTICHHUS),

- HaMallsiBaHe HAa HUBOTO Ha KAl B KPHBTA,

- TPEBOXKHOCT,

- BKYCOBH HapyIICHHUS,
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- ypTHKapHs (KOTPUBHA TPECKaA),

- CKBCBaHE Ha CyXOXKWIIHE,

- [MOBUIIIABAHE HA HUBOTO Ha JIMIHJIUTE B KPHBTA (XOJIECTEPOI U TPUTIIULICPHIIN),
- MOHIKaBaHe Ha HUBOTO HA (hocdaTh B KPHBTA.

Penxu Hexes1anu peakuuu (Moxke aa 3acersart a0 1 na 1 000 gymu)

- YBEITUYCHHE Ha OpOs Ha KPHBHUTE KJIIETKH, HapedeH! e03MHOMP N (€03UHODIITHS); IEKO
HaMaJIsIBaHEe Ha Opos Ha OeJIMTE KPHBHU KJIIETKH (JICBKOITICHUS ); HAMAaJIsiBaHE HAa OPOS HA BCUYKH
KPBBHU KJIETKH (MAHLIUTONICHNUS),

- 3HAYUTEITHO MTOBUINIABAHE HA KPHBHOTO HAJISTAHE,

- BB3NaJICHHUE Ha Oenwst po0 (MHTEepCTUITNATHO 3a0osiBaHe Ha Oemus Apoo),

- YBEIMYEHHE HA HAKOW PE3YATaTH OT YEPHOAPOOHH TECTOBE, KOUTO MOTAT J1a IOBEAAT 10
CEPHO3HU ChCTOSIHUAA KAaTO XETaTUT U KXBJITCHHUIIA,

- TEXXKH MH(EKINHU, HApEeYeHH CeTCHC, KOUTO Morar aa ObaaT QartaiHuy,

- MOBHIIABAHE HA ONPEEeNICHN €H3UMHU B KpBbBTa (JIAKTAT AEXHUIPOreHasa).

MHoro penku HexelaHu peakuuu (Moske na 3acernat A0 1 na 10 000 xyum)

- M3pa3eHO HaMaJIeHHe Ha HAKOW Oelu KPhBHU KIETKH (arpaHyJIouTo3a),

- TEXXKH U MOTEHIMAJIHO TEXXKH aJIePTUYHU PEaKINY,

- BB3MaJIEHNE HAa KPHbBOHOCHH CHJIOBE (BACKYIIUT, BKIIOUUTEITHO KOKEH HEKPOTH3HUPAL]
BaCKYJINT),

- BB3MAJICHNE Ha MaHKpeaca (MTaHKpeaTuT),

- TEXKO YEPHOIPOOHO YBPEKAAHE KAaTO YePHOAPOOHA HENOCTAThYHOCT WIIM HEKPO3a, KOUTO
Morar aa obaaT (aranam,

- TEXXKH, TIOHSKOI'a )UBOTO3acTpalllaBally peakiyuu (cuHIpoM Ha CTUBBHC-J[)KOHCHH, TOKCUYHA
enuaepMaliHa HEKpoIn3a, epureMa MyaTadopme).

Jpyru HexenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HaMalleHHe Ha HUBOTO Ha MUKOYHA
KHCETNHA B KPBBTa, 0e0IpoOHa XUIEPTOHUS, Oe3III0/1e IPH MBXe (KOeTo € 00paThMO clie KaTo
BE/IHBXK Ce CIpe JICYSHUETO C TOBA JICKAPCTBO), KOXKEH JIYITyC (XapaKTepu3Huparl ce ¢
o0OpuB/3aduepBsBaHe Ha KOXKHH yYaCTHIIH, KOUTO Ca N3JI0KEHH Ha CBETIMHA), TICOPHA3HC (HOBOTIOSIBILT
ce win Biomasail ce), DRESS u koxxHa si3Ba (kpbriia, oTBOpEHa paHa Ha KO)Karta, mpe3 KOsSTO MOorat
Jla ce BUJIAT MOJUICKALINTE ThKAaHH), ChIIIO MOTAT Aa CE MOSABAT C HEM3BECTHA YECTOTA.

Chol0niaBaHe HA HeXKeJIAHH pPeaKINu

AKO TOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEaKIiy, yBeaoMeTe Bamus nekap i GpapmarnenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peaknnu. MoXkeTe ChIIo Aa
CHOOIIUTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHA B
[Ipunoxxenne V. Kato cro0miaBare HeXXeTaHH PeaKIMy, MOXKETE Ja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(pOpManns OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBare Arava

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

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOIHOCT, OTOEIsA3aH BhPXY ONAKOBKATA.
CpOKBT Ha TOHOCT OTTOBApPS Ha MOCCTHUS JCH OT TIOCOUYSHHS MECEII.

Brmucrep:  /la ce cbxpaHsiBa B OpUTMHAIIHATA OMAKOBKA.
bytmnka:  CexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA.
He u3xBbpistiiTe nekapcTBaTa B KaHAIM3aLUUATa WK B KOHTEHHepa 3a JOMAIlHU OTIabIH.

[Tonuraiite Bamus q)apMaLICBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IIOJI3BATC. Te3n
MCPKHU 1II€ CIIOMOIrHAaT 3a OIla3BaHC HAa OKOJIHATa Cpeaa.

87


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

6. Chabp:kaHue Ha OIAKOBKATA M JOINBbJIHUTETHA HHpOpManus

KaksBo cbabp:xa Arava

- AKTHBHOTO BellecTBO € jJeduryHomu. Enna ¢punmupana tadbineTka chappxa 10 mg
nedIyHOMHU.

- Hpyrure cbecraBku ca: apeBUYHO Humiecte, moBuaoH (E1201), kpocnoBunon (E1202),
KOJIOH/JICH OE3BOJICH CHITMIIMEB THOKCH]I, MarHe3ues creapat (E470b), u 1akTo3a MOHOXUIpAT B
sIIPOTO Ha Tabierkara, kakro u Tank (E553b), xunpomenosa (E464), turanos auokcuz (E171)
u Makporon 8000 BB (GUIMOBOTO MOKPUTHE.

Kak m3rie:xxna Arava 1 KaKBO ChABbPKa OIIAKOBKATA
Arava 10 mg ¢unmupanu TabneTku ca 6enu 10 NoYTH OeNu U KPBIIIH.
C oTneuaTtaHo Ha egHarta ctpaHa: ZBN.

TaOneTkuTe ca OMakoBaHH B OJHCTEPU MU OYTHIIKH.
Hannynu ca omakoBku ot 30 u 100 Tabnerkw.

He Bcuuku BHIOBE ONTAKOBKU MOTaT fia ObJIAT MyCHATH B IPOAKOA.

IIpuTtexkaTes Ha pa3pellieHHETO 3a yNoTpeda
Sanofi-Aventis Deutschland GmbH

D-65926 Frankfurt am Main,

T'epmanus

IIpoussoauren

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

DpaHuus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsI CBBPIKETC CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTCIKATCIIA Ha Pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5236 91 40
Bbarapus Luxembourg/Luxemburg
Swixx Biopharma EOOD Sanofi Belgium

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

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

Sanofi A/S Sanofi S.r.l.

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

Sanofi-Aventis Deutschland GmbH Sanofi B.V.

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

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

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

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

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

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

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

Hrvatska Romania

Swixx Biopharma d.o.o. Sanofi Romania SRL
Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36
Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.
Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00
island Slovenska republika
Vistor ehf. Swixx Biopharma s.r.o.
Simi: +354 535 7000 Tel: +421 2 208 33 600
Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

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

C.A. Papaellinas Ltd. Sanofi AB

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

Swixx Biopharma SIA

Tel: +371 6 616 47 50

JlaTa Ha mocJieaHo mpepasriexaaHe Ha Jucropkata {MM /I'TTT}
JApyru n3rouyHuny Ha nHGopManus

[MonpoOHa nHpOpManus 3a TOBa JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
I0 JIeKapceTBara http://www.ema.europa.eu/.
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JlucroBka: undopmanus 3a norpeduTeNs

Arava 20 mg puamMupanu TadaeTKu
nedaynomun (leflunomide)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeM 12 3all0YHeTe 1A IpHeMaTe TOBa JeKapcTBo,

ThH KaTo T ChAbPKa BaxkHa 32 Bac nudgopmanus.

- 3amasere Ta3u JUCTOBKA. MoJke /1a ce HaJOXkHU J1a sl POYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, onuTaiTe Bamus sexap, papmaneBT uin
MEIUIMHCKA CECTpa.

- ToBa 1exapcTBO € MpeaNICcaHo eIMHCTBEHO M TU4HO Ha Bac. He ro npeoTcThnBaiite Ha npyru
xopa. To Morxe 1a UM HaBpenu, HE3aBUCHMO, Y€ IPU3HALNTE Ha TAXHOTO 3a00IsBaHe ca
CBINKTE KaTO Bammre.

- AKO NOITyuYnTe HAKAaKBU HEXEJIaHU JIEKAPCTBEHM PEAKIMH, yBeroMeTe Bamms nekap,
(hapManeBT WM MEJUIUMHCKA cecTpa. ToBa BKIIIOYBA U BCHYKH Bh3MOKHH HEKENaHU PEaKIINy,
HEOITMCAaHHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3M JIHCTOBKA

KaxBo npencraBisiBa Arava U 3a KaKBO C€ U3IOJI3BA

Kakso Tpsi0Ba na 3Haete, npeau na npuemete Arava

Kak na npuemate Arava

BB3MOXHU HEXeTaH! peakuu

Kaxk nma cexpansBate Arava

ChbabppkaHue Ha ONAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN

1. Kakso npencraBisiBa Arava M 3a KaKBO ce H3M0JI3Ba

Arava pHHaJJIe)KH KbM TpyTia JICKapCTBa, HAPSUEHU aHTUPEBMATHYHH JIEKapCTBa. s ChIbpika
AKTUBHOTO BEIECTBO JIe(PIYHOMUI.

Arava ce H3I10JI13Ba 3a JICUCHHUE Ha BB3PACTHU NMAOUCHTU C AKTUBCH PEBMATOUJACH apTPUT WA
AKTHUBCH IICOPUATUYCH apTPUT.

CHMIITOMHTE Ha pEBMATOMAEH apTPUT BKIIIOUBAT Bb3MAJICHUE HAa CTABUTE, TIOAYBAHE, 3aTPYIHEHO
JBIDKEHHE U 0omKa. JIpyru CUMIITOMH, KOUTO 3acsrart ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMus (JIUIca Ha YePBEHN KPbBHU KIICTKH).

CuMnTOMHTE Ha aKTHBEH NCOPHUATHYCH apTPUT BKIHOYBAT BbB3IAJICHUC HA CTaBUTC, IIOAYBAHE,
3aTPYAHCHO JABUXCHUC, Oomnka u y4aCTblM HaA 3a4CPBCHA, JIOMICIIA CC KOXa (KO)KHI/I I/I3MCHCHI/I$I).

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

He npuemaiite Arava:

- aKo HSKOTa CTe MMaJY aJlepruyHa peakius KbM JedayHoMua (0co0eHO cepro3Ha KOJKHA
peaxIys, 9ecTo MPUIpYyKeHa ¢ TIOBUIIIEHA TEMIIEPATypa, CTABHU OOJIKH, YEPBEHH TIETHA I10
KOXKaTa WM MeXypH, Harp. CHHApoM Ha CTuBbHC J[PKOHCHH), MIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKHM Ha TOBA JICKAPCTBO (M30pOCHHU B TOUKA 0), WIIM aKO CTE aJleprUYHH KbM
TepuITyHOMUI (M3M10I3BaH 3a JIeUeHNE Ha MHOXKECTBEHA CKIIEpO3a),

- aKo UMaTe HIKAKBY YePHOAPOOHH MPodieMH,

- aKo UMaTe YMEPEHH 70 TeKKH 0bLOpeYHH nmpodJaemMu,

- aKo UMaTe CHTHO ITOHIDKECHUE Ha 0eJThIHMTe B KPBBTA (XUIIONIPOTCHHEMHS ),

- aKo CTpajaTte OT HAKaKbB MPo0JieM, KOMTO 3acsira umyHHaTa Bu cucrema (nanpumep CIINH),

- aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHSI MO3BK I aKO UMaTe HUCHK Opoil uepBeHH wim Oenn
KPBBHH KJIETKU B KPHBTA WIIM HaMaJIeH Opoil TpOMOOLIUTH B KPBBTa,
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- aKo CTpajate OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMATaTe Ye MOXe Jia CTe OpEeMEHHA UITH KbPMHUTE.

[IpexynpesxaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CeCTpa, Mpean Aa IpuemMere Arava

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

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

- aKo CTe Mb3K M HcKate J1a craHere Oama. Thil KaTo He MOXKe J]a ce M3KJIIOYHM BEPOsTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTa, TpsiOBa J1a ce W3I0J3Ba CUTYPHA KOHTPALETILHS 110 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, JKelaeny 1a ObaaT Oamy, TpsaOBa Aa ce 0ObpHAT KbM CBOSI
JeKap, KOWTO MOXe J1a TH ITOCHBETBA Ja CIIPaT IPUEMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIeKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 H B IOCTaThYHA CTETEH OT oprann3ma cu. Llle e
HeoOxoanMo 1a Bu ce HanpaBu u3cieBaHe Ha KPBBTA, 32 J1a C€ MOTBBPAH, 4e Arava e
OTCTpaHEH B I0CTaTh4YHA CTETeH OT Bamms opranu3sM u cieq ToBa Bue Tpsa0OBa na u3uakate
Haif-MaJko ole 3 Mecena Mpeu Ja ce OMUTBaTe Ja Ch3AaBaTe Jena.

- Tps6Ba na Bu ce HanpaBu onpeseseH BU U3CleBaHe HA KPbBTa (HUBO Ha Kaluii). Be3MokHO
€ U3MEPBAHETO Ja TOKaxe (aINBO HUCKU HUBA HA KAJILUH.

- aKo By mpezicTon mim cTe npeThpHean CKOPOIIHA TeXKKa ONepanus WiIK ako BCe OIe UMaTe
He3apacHajla paHa cliesi onepamus. Arava Moxe Ja ObJie MpUYKMHA 32 TPYAHO 3a3paBsBaHe Ha
paHure.

Arava MoKe TIOHSKOTa J]a IPUIUHU HIKOW IPOo0JIeMH Ha KpBBTa, YepHUS Ip00, OenuTe IpoOoBe M
HEpBUTE Ha pblIeTe WK KpakaTta. Moxe ChIIO A2 IPUUMHH CEPUO3HU aJIEPIHYHH PEAKLIUH
(BKJIFOUUTEIHO JIEKApCTBEHA peakus ¢ €o3uHopmus u cucreMan cumntomu [DRESS]), nnm na
YBEJIUYM pUCKa OT TeKKa MH(pekuus. 3a moBeye HHPOPMAIH 32 TOBA, MOJISI, IpOYeTeTe TOUKa 4
(BB3MOXKHU HEKEITAaHT PEAKITHH ).

DRESS ce nosiBsiBa MspBOHAYATHO KaTO TPUITONIOIO0HH CHMITTOMH M OOPHB 110 JIUIIETO, CJICI TOBA
oOmIpeH 00pUB ¢ BUCOKA TEMIIepaTypa, MOBUILICHN HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBaHE
Ha KPBBTa, OBUIIIABAHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHUCHH TUMGBHU
BB3IIH.

XemodarouutHa JuMpoxucTuounTosa (XJX)

Hma cpobmienns 3a paaKa, HO MHOTO CEpHO3HA PEeaKLys HA UIMyHHATa CUCTEMa IIPH HalieHTH,

npuemani ARAVA.

- Cebpikere ce He3a0aBHO ¢ Bamust 1ekap uiu papmaueBT, aKo MOTYYUTE HIKOH OT CICTHUTE
CUMIITOMH, TokaTo mpuemare ARAVA: Tpecka, 0OpuB, HEBPOJIOTUYHU CUMITOMH (HATIP.
TperepeHe Wil TPEeMOp, ChCTOSTHIE HAa OOBPKAHOCT, HAPYIICHUS Ha MO3bUHATA (PYHKIIHSA).

BamusT nexap me u3BbpliBa KPbBHH U3CJIeABAHUS PEJOBHO, IPENH U 110 BPEME Ha JIEYEHUETO C
Arava, 3a 1a ipocie/sBa KpbBHUTE By KieTku U yepHHs ApoO. Bamwuar iexkap chlio Taka mie
IIpoBepsiBa KpbBHOTO Bu Hansirane peiloBHO, Thi KaTo Arava MOXe Jla IPUYMHY [IOBUIIIaBaHe Ha
KPBBHOTO HaJIsITaHE.

I'oBopere ¢ Bamms nekap, ako umaTe HeOOsSCHIMA XpOHUYHA Iuapws. Bammusrt gexap Moxe ia
W3BBPIIM JOIBIHUTEIHU U3CIeIBaHU 32 AU epeHHaiHa AUarto3a.

VYBenomere Bammst jekap, ako pa3BueTe KOXHa 53Ba 110 BpeMe Ha JieueHHne ¢ Arava (BHXKTE ChILO
TouKa 4).

Jeua u roHouu
Arava He ce npenopb4Ba 3a ynorpeda npu Jeua v I0HOUIU HA Bb3pacT noj 18 roqunu.
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Jpyru JekapcTrBa u Arava
Wudopmupaiite Barmist nexap win papmareBr, ako npremMare, HaCKOpo CTe IMpUeMallu, WK €
BB3MOXKHO JIa IpUEMETe JIPyTu JekapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKaHU 03 pelernTa.

ToBa e 0co0eHO Ba)KHO, aKO IIpUeMaTe:

- JpyTH JIEKapCcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Harp. XJIOPOXHH U
XUIPOKCUXJIOPOXUH), 3J1aTO, IPUIIOKEHO HHTPAMYCKYJIHO WU II€POPANIHO, Jl-TIeHUuIMIaMuH,
a3aTHONPHUH U IPYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCaT), Thil KATO Te3H
KOMOWHAINKU HE ca MPENOPbYHTEIHH,

- Bap(dapuH U Jpyryu MEepopatHu JIeKapCTBa, U3MOI3BaHM 3a pa3pexaaHe Ha KpbBTa, ThH Kato €
HEo0X0IUMO HaOJII0ZEHHUE, 32 1a CE HaMaJIk PUCKBT OT II0s1BA HAa HEXKEJIAHU PEaKLUU Ha TOBa
JIEKapCTBO

- TepuIIyHOMH] 32 MHOKECTBEHA CKIIEPO3a

- penarivHu, MUOTJINTa30H, HATETTIMHU 1M PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCce WK TONOTEKaH 3a paK

- IYJOKCETHH 32 Jenpecks, THKOHTUHEHIIMS Ha ypUHATa WK ObOpedHo 3a00sIBaHe IpH
TUa0eTHIN

- AJIOCETPOH 32 JICYCHUE Ha TEXKKa TUAPHS

- TEO(MIINH 32 acTMa

- TU3aHUUH, MYCKYJICH PEJaKCaHT

- OpaJIHU KOHTPALECNTHBH (ChABPKAIY €THHUICCTPAANOI 1 JIEBOHOPrecTpen)

- nedaxiiop, OeH3WINEHUIIINH (TeHUIWINH G), TUITPOQIIOKCAMH 38 HHPEKIHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

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

- 3unoByauH 3a HIV uadexms

- PO3yBaCTaTH, CUMBACTAaTUH, ATOPBACTATHUH, IIPAaBACTATUH 3a XUIICPXOJICCTCPOJICMUA (BI/ICOK
XO0JIECTEPO)

- cyJdacana3uH 3a B3NAIUTETHO 3a00JIIBaHE HA YepBaTa WM PEBMATOUJICH apTPHUT

- JIEKapCTBO, HAPEYEHO KOJIECTUPAMUH (M3I0JI3BaHO 32 HaMaJsiBaHE Ha BUCOKHS XOJIECTEPOIT) MU
AKTUBEH BBIJIEH, Thil KATO TE3H JIEKApCTBa MOI'aT /1a HAMAJIAT KOJIMYECTBOTO Arava, KOEeTo ce
roema OT OpraHu3Ma.

AKo Beue ImpueMaTe HecTepOUAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) n/unn
KOPTHKOCTEPOMIH, MOXKETE 13 IPOIBIDKUTE J1a TH B3EMaTe CIE]| 3alI04BaHE Ha JICUCHUETO ¢ Arava.

Bakcunanuu
Axo Tp516Ba na opaere BaKCHUHUPAHH, TonuTaiiTe Bamms nekap 3a cpBeT. OnpenencHl BaKCUHALIUN HE
TpsIOBa Ja ce mpujIaraT I0KaTo mpueMaTte Arava U U3BECTHO BPEMeE CJIe]] CIIUpPaHe Ha JICYCHUETO.

Arava ¢ XxpaHa, HAIUTKH M aJ1K0X0JI

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

He ce npenopbuBa 1a ce KOHCyMHpa alKOXOJ 10 Bpeme Ha jgedyeHue ¢ Arava. KoHcymanusita Ha
aJIKOXOJI IOKaTo mpueMare Arava MOXe J1a yBeJIMUH PUCKa OT YBPEXKIaHe Ha YepHUs apo0o.

BbpemMeHHOCT M KbpMeHe

He npuemaiite Arava, ako cTe WU CMsITaTe, 4e MOXe Jja cTe OpeMeHHa. AKO CTe OpeMeHHa, WIH
3abpeMeHeeTe, JOKaTo nprueMaTe Arava, pUCKbT OT paxkIaHe Ha 6e0e ChC CeprO3HH BPOACHU NeeKTH
e noBuieH. JKeHuTe ¢ 1eTepoieH NoTeHInal He TpsiOBa Aa mpruemMar Arava, OCBEH aKO HE M3I10JI3BaT
HaJleKTHU MEPKH 3a Ipelna3Bade oT 3a0peMeHsIBaHe.

HNudopmupaiite Bamms nekap, ako Bb3HamepsBarte ja 3adpeMeHeeTe ciie]l CIIMpaHe Ha JICYEHUETO C
Arava, T KaTO € HE0OXOIMMO J1a C€ YBEpUTE, Ye HE ca OCTaHAIIU cliefn OT Arava B opranusma Bu
npeay Aa NpaBUTe ONUTH 3a 3a0pemeHsBaHe. ToBa Moxe 1a oTHeMe 110 2 roanHu. ToBa u3uakBaHe
MOJKE J1a C€ ChKPATH [0 HAKOJIKO CEAMHIIN YpE3 IPUEMAHETO Ha JIEKApCTBa, KOUTO YCKOPSBAT
OTCTpaHsBaHETO Ha Arava oT Bamus oprannzsm.
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BB BcHukH cityyau TpsiOBa Ja Ob/Jie TOTBBPICHO Ype3 KPbBHH H3CIIE/IBaHuUs, Ye Arava € OTCTpaHeHa B
JOCTaTh4HA CTENeH OT Bamms opranu3bM, kato Bue TpsOBa 1a u3uakare Hail-MajKo OIle eMH MECell
npeau aa 3adpeMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TA00paTOPHOTO M3CIEaBaHE, MOJIS, OOBPHETE ce KbM Bamms
neKap.

AKo nMarte chMHEHUE, 4e CTe 3a0peMeHsUIa 10 BpeMe Ha JICUCHHETO ¢ Arava WIH Tpe3 2-Te TOIUHN
CJIe]l HETOBOTO CIIMPaHe, TPSOBa He3a0aBHO Ja ce CBBbpKETe ¢ Barmwst Jekap 3a TecT 3a
opemenHoct. [Ipu monoxkureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JIeUCHHE C OTIPEJICIICHU JICKapCTBa 3a OTCTpaHsBaHe Ha Arava ObP30 U B JIOCTATbYHA CTETICH OT
opranu3ma Bu, Thif KaTo TOBa MOKE J1a HAMaJIu prucka 3a BammeTo 6e6e.

He nmpuemaiite Arava 1o BpeMe Ha KbpM€eHe, Thil KaTo JeIyHOMU]] PEMIHABA B KbpMara.
Ilodupane u padoTa ¢ MAIIMHH

Arava Moxe 1a Bu Hakapa 11a ce mouyBCTBaTe 3aMasiHi, KOETO MOXE JIa HapyIy criocoOHocTTa Br 3a
KOHIICHTpAIl¥sl U pearupane. Ako ToBa Bu ce cimyun, He modupaiTe v He U3N0A3BaliTe MAITUHMY.
Arava cbIbpiKa JJAKT03a

Axo Bamust nekap Bu e kazai, ye uMaTe HEIOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HETO TPear Ja MPHUEeMeTe TOBa JIEKapCTBO.

3. Kak na npuemarte Arava

Bunaru HpHCMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bammusar JICKap ujin (bapMaHCBT. Axo He
CTC CUTYPHHU B HCLIO, nonurante Bamms JICKap Wi (bapMaHCBT.

Oo6wnuaitHaTta HayanHa 1032 Ha Arava e 100 mg nedryHOMUA euH BT THEBHO IPE3 TEPBUTE TPH JHM.
Cren ToBa MOBEUYETO MAIEHTH C€ HYXKIAsAT OT J103a OT:

. 3a pesmatouzer aptput: 10 wim 20 mg Arava BeTHBK JHEBHO, B 3aBHCHMOCT OT TEKECTTa Ha
3a00JIIBaHETO.
. 3a ncopuatuyieH apTput: 20 mg Arava BeIHBXK JHEBHO.

IMorabaiiTe TadieTKaTa HAJIA ¥ C JOCTATHYHO BOAA.

Tps6Ba ma MUHAT Hal-MaKO 4 CEIMUIM OT 3aII0YBAHETO HA TEPAIUATA, 32 J]a IOUyCTBYBaTe
notoOpeHre BsB Barero chcTosiHue. Hsikon nmaryieHT Moxe JTopH Jia ToaydaTr Mo-rojasMo
nooOpeHwue cien 4 10 6 Mecera OT JICUSHUETO.

OO6ukHOBEeHO Bue mie npuemare Arava 3a mpoIbIKUTEITHO BPEMeE.

AKO cTe nIpue/iM oBeyYe 0T HeoOXoauMMAaTa 103a Arava

AKo ipreMeTe 1moBeve 0T HeoOXoAnMara 103a Arava, OObpHETE ce 3a ChBET KbM Bammus nekap uiu
MOTHPCETE APYT MEIUIIMHCKH ChBET. AKO € Bb3MOXHO B3€METE ChC ce0e CU TaOJICTKUTE WU KYTHUSATA,
3a Jla My 'l TIOKaXKeTe.

AKO cTe IPOIYyCHAJIM 12 IpUeMeTe Arava

Axko 3a0paBuTe ja B3eMeTe €Ha /1034, B3EMETE 51 Be[lHara cje/ KaTo CH CIIOMHUTE, OCBEH aKO TOBa HE
e OJIM3KO 10 BpEMETO KOoraTo TpsibBa Aa mpuemere ciensamara 103a. He B3emaiite nBoiiHa 103a, 3a 1a
KOMIIEHCHpATe IpOIlyCcHATaTa 103a.

AKO UMaTe HSKAKBU JOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApPCTBO, MOMHUTANTE
Bammus nekap, ¢papmaneBT Wi MEAULUHCKA CECTPA.
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4. Bb3M0OKHU HeKeJTaHU pP€aKuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a NPEAU3BUKA HEIKCIAHU PECAKIIUH, BBIIPEKU Y€ HC
BCCKH ' TIOJTy4aBa.

VYBenomere Bamus nekap He3a0aBHO U cripeTe Jia B3emarte Arava:

- aKo IMOJyYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mwiv uMare 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Jia ObJIaT MPU3HAIY HAa CEPUO3HA AJISPTUYHA PEaKIIus,

- aKO TOJY4YHTE KOKEH 00OPHUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla ca IIPOsiBa HA TEKKH,
MOHSIKOTA KUBOTO3aCTpallaBally peakiuu (Hamp. cuaapoM Ha CTUBBHC J[)KOHCHH, TOKCHYHA
enuepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JeKapcTBeHa PeaKIlus ¢ €O3MHOPUITHS U
cucreMuan cumntomu [ DRESS]), BmkTte Touka 2.

YBenomere Bamus nekap He3adaBHO, aKO MOTYUHTE:

- 0Jie1a KOKa, yMOpa, WIIM CHHUHM, Thi KaTo T€ MOXKE J1a ca MPU3HAaK Ha HAPYLICHHUs HA KPHBTa,
NPUYMHEHH OT HapyLIeH OanaHC Ha pa3IMYHUTE BUJOBE KPBBHH KIETKH, KOUTO CHCTABSIT
KPBBTa,

- yMoOpa, KopeMHa 00JIKa WITH KBJTEHUNAa (KBJITO OIBETSIBaHE HA OYUTE WJIM KOXKAaTa), Thil KaTo
TE MOXE J1a ca IIPU3HAK HA CEPUO3HU CHCTOSHHS KaTO YePHOAPOOHA HEJJOCTHYHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBU CHMIITOMH Ha MH()EKIMS KATO MOBHIIEHA TEMIIEPATYPA, B3NAJEHO I'bPJI0 WU
KalLINNA, 3a10TO TOBa JIEKAPCTBO MOXKE /14 YBEIUYH PUCKA OT TEKKa WHPEKIHS, KOATO MOXKE
na Obe KUBOTO3aCTpaIIaBaIia,

- KaIJIMIA WIK 3aTPYAHEHO TUIIaHe, Thil KaTo TOBAa MOJKE Ja O3HaYaBa MpodsieMu ¢ Oenns
Ipob (mHTepcTHIMATHA OerropoOHa 0oecT Wil 6eToApoOHa XUTIEPTOHHUS, MIIH BB3EN B OeNus
1po0),

- HEOOWYAHO U3TPBIIBAHE, CJIA00CT WK OOJIKA B PHIIETE WK CThIIANATA, ThH KATO TOBA MOXKE J1a
€ MpHU3HaK Ha MpoOyieMu ¢ HepBHTE (TIepudepHa HEBPOTIATHS).

YecTH HexxeJIaHM peakumnu (Moxke aAa 3acerdart a0 1 Ha 10 xymu)

- c1abo HamaisiBaHe Ha Opos Ha OenuTe KPbBHU KIETKH (JIEBKOTICHHUS),

- JIeKH allepTUYHU PEaKIny,

- 3ary0a Ha aneTuT, 3ary0a Ha Terjio (OOMKHOBEHO He3HAYUTEITHO),

- yMopa (acTeHus),

- ri1aBo0oJIeE, 3aMaliBaHe,

- HeoOWYailHN KOXKHH yCeIIaHns, KaTo U3TPBIIBaHE (TIApECTE3Ns),

- JIeKO MMOBHUINIABaHE HA KPHBHOTO HAJIATAHE,

- KOJIUT,

- Juapus,

- rajieHe, IOBpBIIaHE,

- BB3MAJICHUE Ha yCTaTa WK S3BU B yCTaTa,

- KOpeMHa 00JIKa,

- yBEJIHYEHHE Ha HAKOHM PE3yJATaTH OT YePHOAPOOHH TECTOBE,

- yBEJIUYEH KOCOMaI,

- eK3eMa, cyxa Koxka, 0OpHUB, CbpOeX,

- TeHIUHHT (00JKa, MPUYMHEHA OT Bh3MaJeHUe Ha MeMOpaHaTa, 0OBHBAIla CYXOKUIIUATA
OOMKHOBEHO Ha KpakaTa WX pblLeTe),

- MOBUILIABaHE HA OTIPE/IETICHN €H3MMH B KPBBTA (KpeaThuH (pocOoKnHaza),

- npo0JieMH C HEpBUTE Ha PHLETE MM KpakaTa (nepudepHa HeBpOIaTHs).

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

- HaMaJisIBaHe Ha Opos HA YEPBEHHUTE KPBbBHU KJICTKHU (aHEMUS) U HaMalliBaHE Ha Opos Ha
TPOMOOIIUTHTE (TPOMOOIIUTOTICHNUS),

- HaMallsiBaHe HAa HUBOTO Ha KAl B KPHBTA,

- TPEBOXKHOCT,

- BKYCOBH HapyIICHHUS,
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- ypTHKapHs (KOTPUBHA TPECKaA),

- CKBCBaHE Ha CyXOXKWIIHE,

- [MOBUIIIABAHE HA HUBOTO Ha JIMIHJIUTE B KPHBTA (XOJIECTEPOI U TPUTIIULICPHIIN),
- MOHIKaBaHe Ha HUBOTO HA (hocdaTh B KPHBTA.

Penxu Hexes1anu peakuuu (Moxke aa 3acersart a0 1 na 1 000 gymu)

- YBEITUYCHHE Ha OpOs Ha KPHBHUTE KJIIETKH, HapedeH! e03MHOMP N (€03UHODIITHS); IEKO
HaMaJIsIBaHEe Ha Opos Ha OeJIMTE KPHBHU KJIIETKH (JICBKOITICHUS ); HAMAaJIsiBaHE HAa OPOS HA BCUYKH
KPBBHU KJIETKH (MAHLIUTONICHNUS),

- 3HAYUTEITHO MTOBUINIABAHE HA KPHBHOTO HAJISTAHE,

- BB3NaJICHHUE Ha Oenwst po0 (MHTEepCTUITNATHO 3a0osiBaHe Ha Oemus Apoo),

- YBEIMYEHHE HA HAKOW PE3YATaTH OT YEPHOAPOOHH TECTOBE, KOUTO MOTAT J1a IOBEAAT 10
CEPHO3HU ChCTOSIHUAA KAaTO XETaTUT U KXBJITCHHUIIA,

- TEXXKH MH(EKINHU, HApEeYeHH CeTCHC, KOUTO Morar aa ObaaT QartaiHuy,

- MOBHIIABAHE HA ONPEEeNICHN €H3UMHU B KpBbBTa (JIAKTAT AEXHUIPOreHasa).

MHoro penku HexelaHu peakuuu (Moske na 3acernat A0 1 na 10 000 xyum)

- M3pa3eHO HaMaJIeHre Ha HAKOW Oeu KPhBHU KIIETKH (arpaHyJouTo3a),

- TEXKH U MIOTEHIMAIHO TEXKH aJIepPrUYHU PEaKINY,

- BB3MaJIEHNE HA KPHBOHOCHH CHJIOBE (BACKYJIUT, BKIIOUUTEITHO KOKEH HEKPOTH3HUPAL]
BaCKYJINT),

- BB3MAJICHNE Ha MaHKpeaca (MTaHKpeaTuT),

- TEXKO YEPHOIPOOHO yBpPEKAAHE KAaTO YepPHOAPOOHA HENOCTAThYHOCT WIIM HEKPO3a, KOUTO
Morar ja obaaT (aranam,

- TEXXKH, TIOHSKOIa )KUBOTO3acTpallaBally peakiyuu (cuHapoM Ha CTUBBHC-J[)KOHCHH, TOKCUYHA
enuaepMaliHa HEeKpoIn3a, epureMa MynTadopme).

Jpyru HexenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HaMalleHHe Ha HUBOTO Ha MUKOYHA
KHCEINHA B KPBBTa, 0e0IpoOHa XUIIEPTOHUS, Oe3III0/1e IPH MBXKe (KOeTO € 00paTHMO Clie KaTo
BE/IHBXK C€ CIpe JICYSHUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKkTepu3Huparl ce ¢
o0OpuB/3adepBsBaHe Ha KOXXHH yYaCTHIIH, KOUTO Ca N3JI0KEHH Ha CBETIMHA), TICOPHA3HC (HOBOTOSIBILT
ce win Biomasail ce), DRESS u koxxHa si3Ba (Kkpbriia, oTBOpeHa paHa Ha KoKara, mpe3 KOsSTO Morat
Jla ce BUJIAT MOJIeKAIINTE ThKaHH), ChIIIO MOTAT Aa CE MOABAT C HEM3BECTHA YECTOTA.

Cho0uiaBaHe HA HeXKeJIAHH PeaKINu

AKO TOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEaKIiy, yBeaoMeTe Bamus nekap i GpapmarnenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peaknnu. MoXkeTe ChIIo Aa
CHOOIIUTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHA B
[Ipunoxxenne V. Kato cro0miaBare HeXXeTaHH PeaKIMy, MOXKETE Ja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(pOpManns OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBare Arava

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

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOHOCT, OTOEIsA3aH BhPXY ONAKOBKATA.
CpOKbT Ha TOJTHOCT OTTOBApS Ha MOCCTHUS JCH OT TIOCOYCHHS MECEII.

Brucrep:  /la ce cbxpaHsiBa B OpUTMHAIHATA OMAKOBKA
bytnnka:  CwxpansBaiiTe OyTHiKaTa IUTBTHO 3aTBOPEHA.
He u3xBbpistiiTe nekapcTBaTa B KaHAIM3aLUUATa WK B KOHTEHHepa 3a JOMAIIHU OTHabIH.

Ilonuraiite Bamms q)apMaLICBT KakK J1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC M3IOJI3BATC. Te3n
MCPKHU 1II€ CIIOMOIrHAaT 3a OIla3BaHC HAa OKOJIHATa Cpeaa.
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6. Chabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HHpOpManus

KaksBo cbabp:xa Arava

- AKTHBHOTO BellecTBO € jJeduryHomu. Enna ¢punMupana tadbieTka chappxa 20 mg
nedIyHOMHU.

- Hpyrute cbeTaBKy ca: IapeBudHO Humiecte, moBuaoH (E1201), kpocrosunon (E1202),
KOJIOH/JICH OE3BOJICH CHITMIIMEB THOKCH]I, MarHe3ues creapat (E470b), u 1akTo3a MOHOXUIpAT B
SIIPOTO Ha TabneTkaTa, KakTo u Taik (E553b), xunpomenoza (E464), turanos auokcun (E171),
makporoi 8000 u xxbaT xenezeH okcun (E172) BB (hMIMOBOTO IOKpUTHE.

Kak usruexna Arava u KakBoO CbIbpKa ONIAKOBKATA
Arava 20 mg ¢unMupaHu TaONETKH Ca )KBITEHUKABH J0 OXPa U TPUBI'BIIHU.
C otnevarano Ha eaHara ctpaHa: ZBO.

TaOneTkuTe ca OMakoBaHH B OJHCTEPU MU OYTHIIKH.
Hanuunwm ca onakoBku ot 30, 50 u 100 TabneTku.

He BcuukM BHIOBE OITAKOBKK MOTaT fia ObJIAT MyCHATH B IPOAKOA.

IIpurtexkaTres Ha pa3pellieHHETO 3a yNoTpeda
Sanofi-Aventis Deutschland GmbH

D-65926 Frankfurt am Main,

T'epmanus

IIpoussoauren

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

DpaHuus

3a JOIIBJIHUTCIIHA I/IH(I)OpMa]_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsI CBBPIKETC CC C JIOKAJTHU
MNPEACTABUTCII HA IPUTCIKATCIIA Ha Pa3pCICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5236 91 40
Bbarapus Luxembourg/Luxemburg
Swixx Biopharma EOOD Sanofi Belgium

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

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

Sanofi A/S Sanofi S.r.l.

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

Sanofi-Aventis Deutschland GmbH Sanofi B.V.

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

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

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

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

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

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

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

Hrvatska Romania

Swixx Biopharma d.o.o. Sanofi Romania SRL
Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36
Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.
Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00
island Slovenska republika
Vistor ehf. Swixx Biopharma s.r.o.
Simi: +354 535 7000 Tel: +421 2 208 33 600
Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

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

C.A. Papaellinas Ltd. Sanofi AB

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

Swixx Biopharma SIA

Tel: +371 6 616 47 50

JlaTa Ha mocJieaHo mpepasriexaaHe Ha gucropkata {MM /I'TTT}
JApyru n3touyHunu Ha nHGopmanus

IMonpoOHa nHpOpManUs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
10 JIeKapceTBara http://www.ema.europa.eu/.
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JlucroBka: undopmanus 3a norpeduTeNs

Arava 100 mg ¢punamupanu TadJaeTKH
neduynomus (leflunomide)

IIpoyeTeTe BHUMATEIHO LAJIATA JIMCTOBKA, IIPEAH 1A 3all04YHETe 1A IpUeMaTte TOBA JIEKapCcTBo,

ThH KaTo T ChbABbPKa BaxkHa 3a Bac nndopmanus.

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

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNuTainTe Bammms nekap, papmaneBT uin
MEINIHAHCKA CECTPA.

- ToBa 1exapcTBO € MpeANUCcaHo eINHCTBEHO U TU4HO Ha Bac. He ro npeoTcrhnBaiite Ha npyru
xopa. To Morxe 1a UM HaBpenu, HE3aBUCHMO, Y€ IPU3HALMTE Ha TAXHOTO 3a00IsBaHe ca
chIIMTE KaTo Bammre.

- Axo IMOJIYYUTE HAKAKBH HCXKCIIAaHU JICKAPCTBEHU PCAKINH, YBEIOMETC Bamns JICKap,
(hapManeBT WM MEJULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOKHH HEKEIaHU PEaKIny,
HEOITMCAaHU B Ta3M JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3M JJMCTOBKA

Kakso npexcrapisBa Arava U 3a KaKBO C€ U3I10J13Ba

Kakso Tpsi0Ba na 3Haere, npenu na npuemete Arava

Kaxk na npuemate Arava

Bb3MOXkHN HEeXENaHU peakuu

Kak na cexpansBare Arava

ChbabppKaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk L=

1. Kakso npencrabiisiBa Arava M 3a KaKBO ce H3I10JI3Ba

Arava pHHaJJIeKH KbM TpyTia JIEKapCTBa, HAPSUEHU aHTUPEBMATUYHH JIEKapCTBa. s ChIbpika
AKTUBHOTO BEIECTBO JIEPIYHOMUI.

Arava ce H3I10J13Ba 3a JICUCHHUE Ha BB3PACTHU MANUCHTU C AKTUBCH PECBMATOUJCH apTPUT WUIA
AKTHUBCH IICOPHUATUYCH aApTPUT.

CHMIITOMHTE Ha pEBMATOUACH apTPUT BKIIIOUBAT Bb3MAJICHUE HAa CTABUTE, TIOYBAaHE, 3aTPYIHEHO
JBIDKEHHE U 0oJKa. JIpyry CUMIITOMH, KOUTO 3acsrat ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha amneTurT,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMus (JIUIca Ha YePBEHU KPbBHU KIICTKH).

CuMnTOMHTE Ha aKTHBEH NCOPHUATHYCH apTPUT BKIHOYBAT BbB3MAJICHUC HA CTaBUTC, IIOAYBAHC,
3aTPYAHCHO ABUXCHUC, Oonka u Y4aCTblM Ha 3a4CPBCHA, JIIOMICIIA CC KOXa (KO)KHI/I I/I3M6HGHI/I$I).

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

He npuemaiite Arava:

- aKo HSKOTa CTe UMAJIH aJepPru4Ha peakiyst KbM j1edryHoMu (0coOCHO cepro3Ha KOXKHA
peaxys, 4ecTo NpUIpYyKeHa ¢ MOBUILEHA TEMIIEPATypa, CTABHU OOJIKH, YEPBEHHU IETHA I10
KOXKaTa WK MeXypH, Harp. CHHApoM Ha CTuBbHC J[PKOHCHH), WIIM KbM HIKOS OT OCTaHAINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30POEHU B TOUKA 0), MIIM aKO CTE aJIeprHYHHA KbM
TepruITyHOMUIT (M31I0JI3BaH 3a JICUSeHHE Ha MHOYKECTBEHA CKIIEp03a),

- aKo MMaTe HAKAKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bLOpedHH mpoodiaemMu,

- aKO MMaTe CHJIHO MOHIKEHHE Ha 0eJThbIUTe B KPBBTA (XUIIOMPOTEUHEMHS),

- aKo CTpajaTe OT HAKaKbB MPoOIieM, KOMTOo 3acsira uMyHHaTa Bu cucrema (nanpumep CIINMH),

- aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHS MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH win Oenn
KPBBHH KJIETKH B KPHBTA HJIM HAMaJICH OPOil TPOMOOIIUTH B KPBBTA,

98



- aKo CTpajate OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMATaTe Ye MOXe Jia CTe OpEeMEHHA UITH KbPMHUTE.

[IpexynpesxaeHns u npeanasHu MepKU

TloBopete ¢ Bamus nekap, papManeBT WM MEJUIUHCKA CeCTpa, Mpean Aa IpuemMere Arava

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

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

- aKo CTe Mb3K M HcKate J1a craHere Oama. Thil KaTo He MOXKe J]a ce M3KJIIOYHM BEPOsTHOCTTA 3a
npeMUHaBaHe Ha Arava B cliepMaTa, TpsiOBa J1a ce W3I0J3Ba CUTYPHA KOHTPALETILHS 110 BpeMe
Ha JieueHneTo ¢ Arava. Mbxere, JKelaeny 1a ObaaT Oamy, TpsaOBa Aa ce 0ObpHAT KbM CBOSI
JeKap, KOWTO MOXe J1a TH ITOCHBETBA Ja CIIPaT IPUEMaHeTo Ha Arava M /1a B3eMaT HIKOH
JIeKapCcTBa, 3a J]a OTCTPaHAT Arava Obp30 H B IOCTaThYHA CTETEH OT oprann3ma cu. Llle e
HeoOxoanMo 1a Bu ce HanpaBu u3cieBaHe Ha KPBBTA, 32 J1a C€ MOTBBPAH, 4e Arava e
OTCTpaHEH B I0CTaTh4YHA CTETeH OT Bamms opranu3sM u cieq ToBa Bue Tpsa0OBa na u3uakate
Haif-MaJko ole 3 Mecena Mpeu Ja ce OMUTBaTe Ja Ch3AaBaTe Jena.

- Tps6Ba na Bu ce HanpaBu onpeseseH BU U3CleBaHe HA KPbBTa (HUBO Ha Kaluii). Be3MokHO
€ U3MEPBAHETO Ja TOKaxe (aINBO HUCKU HUBA HA KAJILUH.

- aKo By mpezicTon mim cTe npeThpHean CKOPOIIHA TeXKKa ONepanus WiIK ako BCe OIe UMaTe
He3apacHajla paHa cliesi onepamus. Arava Moxe Ja ObJie MpUYKMHA 32 TPYAHO 3a3paBsBaHe Ha
paHure.

Arava MoKe TIOHSKOTa J]a IPUIUHU HIKOW IPOo0JIeMH Ha KpBBTa, YepHUS Ip00, OenuTe IpoOoBe M
HEpBUTE Ha pblIeTe WK KpakaTta. Moxe ChIIO A2 IPUUMHH CEPUO3HU aJIEPIHYHH PEAKLIUH
(BKJIFOUUTEIHO JIEKAPCTBEHA peakus ¢ €o3uHopmins u cucreMan cumntomu [DRESS]), nnm na
YBEJIUYM pPUCKa OT TeKKa MH(peKuus. 3a moBeye HHPOpMAIHs 32 TOBA, MOJISI, IPOYETeTe TOUKa 4
(BB3MOXKHU HEKEITAaHT PEAKITHH ).

DRESS ce nosiBsiBa MspBOHAYATHO KaTO TPUITONIOIO0HH CHMITTOMH M OOPHB 110 JIUIIETO, CJICI TOBA
oOmIMpeH 00pYB ¢ BUCOKA TEMIIepaTypa, MOBUIIICHN HUBA HA YEPHOAPOOHUTE SH3UMU TIPU U3CIICIBAHE
Ha KPbBTa, IOBUIIABAHE HA CIUH BUJI OCIIM KPHBHU KJICTKH (€03UHOMUIINS) U YBEIHUCHH TUMGBHU
BB3IIH.

XemodarouutHa JuMpoxucTuounTosa (XJIX)

Hma cpobmienns 3a paaKa, HO MHOTO CEpPHO3HA PEaKLys HA MIMyHHATa CUCTEMa IIPH HalieHTH,

npuemani ARAVA.

- Cebpikere ce He3a0aBHO ¢ Bamust 1ekap uiau papmaueBT, aKo MOTYYUTE HIKOH OT CICTHUTE
CUMIITOMH, TokaTo mpuemare ARAVA: Tpecka, 0OpuB, HEBPOJIOTUYHU CUMIITOMH (HATIP.
TperepeHe Wil TPEMOp, ChCTOSTHIE Ha OOBPKAHOCT, HAPYIICHUS Ha MO3bUHATA (PYHKIIHSA).

BammsT nexap me u3BbpiiBa KPbBHH U3CJIeABAHUS PEIOBHO, IPENH U 110 BPEME Ha JICYEHHUETO C
Arava, 3a 1a ipocie/sBa KpbBHUTE By KieTku U yepHus ApoO. Bamwuar iekap chlio Taka mie
IIpoBepsiBa KpbBHOTO B Hasirane peioBHO, Thii KaTo Arava MOXe Jla IPUYMHY NIOBUIIIaBaHe Ha
KPBBHOTO HaJIsITaHE.

I'oBopere ¢ Bamus nekap, ako umaTe HEOOsSCHIMA XpOHUYHA Iuapws. Bammusrt gexap Moxe 1a
W3BBPIIM JOIBIHUTEIHN H3CIeIBaHUS 32 AU epeHNaiHa AUartosa.

VYBenomere Bammst jekap, ako pa3BueTe KOXKHa 53Ba 110 BpeMe Ha JieueHHne ¢ Arava (BHXKTE ChILO
TouKa 4).

Jeua u roHouu
Arava He ce npenopb4Ba 3a ynorpeda npu Jeua v I0HOUIU HA Bb3pacT noj 18 roqunu.
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Jpyru JekapcTrBa u Arava
Wudopmupaiite Barmist nexap win papmareBr, ako npremMare, HaCKOpo CTe IMpUeMallu, WK €
BB3MOXKHO JIa IpUEMETe JIPyTu JekapcTBa. ToBa BKIIFOUBA U JIEKAPCTBA, OTITYCKaHU 03 pelernTa.

ToBa e 0co0eHO Ba)KHO, aKO IIpUeMaTe:

- JpyTH JIEKapCcTBa 32 PEBMATOMIEH apTPHUT KaTO aHTUMAJIAPUIHU JIeKapcTBa (Harp. XJIOPOXHH U
XUIPOKCUXJIOPOXUH), 3J1aTO, IPUIIOKEHO HHTPAMYCKYJIHO WU II€POPANIHO, Jl-TIeHUuIMIaMuH,
a3aTHONPHUH U IPYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCaT), Thil KATO Te3H
KOMOWHAINKU HE ca MPENOPbYHTEIHH,

- Bap(dapuH U Jpyryu MEepopatHu JIeKapCTBa, U3MOI3BaHM 3a pa3pexaaHe Ha KpbBTa, ThH Kato €
HEo0X0IUMO HaOJII0ZEHHUE, 32 1a CE HaMaJIk PUCKBT OT II0s1BA HAa HEXKEJIAHU PEaKLUU Ha TOBa
JIEKapCTBO

- TepuIIyHOMH] 32 MHOKECTBEHA CKIIEPO3a

- penarivHu, MUOTJINTa30H, HATETTIMHU 1M PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCce WK TONOTEKaH 3a paK

- IYJOKCETHH 32 Jenpecks, THKOHTUHEHIIMS Ha ypUHATa WK ObOpedHo 3a00sIBaHe IpH
TUa0eTHIN

- AJIOCETPOH 32 JICYCHUE Ha TEXKKa TUAPHS

- TEO(MIINH 32 acTMa

- TU3aHUUH, MYCKYJICH PEJaKCaHT

- OpaJIHU KOHTPALECNTHBH (ChABPKAIY €THHUICCTPAANOI 1 JIEBOHOPrecTpen)

- nedaxiiop, OeH3WINEHUIIINH (TeHUIWINH G), TUITPOQIIOKCAMH 38 HHPEKIHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

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

- 3unoByauH 3a HIV uadexms

- PO3yBaCTaTH, CUMBACTAaTUH, ATOPBACTATHUH, IIPAaBACTATUH 3a XUIICPXOJICCTCPOJICMUA (BI/ICOK
XO0JIECTEPO)

- cyJdacana3uH 3a B3NAIUTETHO 3a00JIIBaHE HA YepBaTa WM PEBMATOUJICH apTPHUT

- JIEKapCTBO, HAPEYEHO KOJIECTUPAMUH (M3I0JI3BaHO 32 HaMaJsiBaHE Ha BUCOKHS XOJIECTEPOIT) MU
AKTUBEH BBIJIEH, Thil KATO TE3H JIEKApCTBa MOI'aT /1a HAMAJIAT KOJIMYECTBOTO Arava, KOEeTo ce
roema OT OpraHu3Ma.

AKo Beue ImpueMaTe HecTepOUAHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) n/unn
KOPTHKOCTEPOMIH, MOXKETE 13 IPOIBIDKUTE J1a TH B3EMaTe CIE]| 3alI04BaHE Ha JICUCHUETO ¢ Arava.

Bakcunanuu
Ako TpsiOBa j1a ObJIeTe BaKCHHUPaHHU, TIonuTaiTe Bammms nekap 3a chBeT. Onpe/ielieHn BaKCUHAIIMY HE
TpsiOBa Ja ce mpujaraT JI0OKaTo mpueMaTte Arava U U3BECTHO BPEMeE CJIe]] CIIMPaHe Ha JICYCHUETO.

Arava ¢ XpaHa, HAIIUTKH M aJIK0X0JI

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

He ce npenopruBa ga ce KOHCyMHpa aJKOXO0J [0 BpeMe Ha jieueHue ¢ Arava. Koncymanusra Ha
AJIKOXOJI JIOKaTo mpreMaTe Arava MoKe Jja YBeJTUUM pUCKa OT yBPEKAaHE Ha YEPHUS IPO0.

bpemMeHHOCT M KbpMeHe

He npuemaiite Arava, ako cTe WIN cMsTaTe, 4e MOXKe Jja cTe OpeMeHHa. AKO CTe OpeMeHHa, WIH
3abpeMeHeeTe, JOKaTo nprueMaTe Arava, pUCKbT OT paxkIaHe Ha 6e0e CbC CeprO3HH BPOACHU NePEeKTH
e nosuieH. JKeHuTe ¢ 1eTepoieH NoTeHInall He TpsIOBa Aa mpruemMar Arava, OCBEH aKO HE M3I10JI3BaT
HaJIeXKTHU MEPKH 3a IIpe/na3BaHe oT 3a0peMeHsIBaHe.

HNudopmupaiite Bamms nekap, ako Bb3HamepsBarte ja 3adpeMeHeeTe ciiel CIMpaHe Ha JICYEHUETO C
Arava, T KaTO € HEOOXOIMMO J1a C€ YBEPUTE, Ye HE ca OCTaHAIU cliefn OT Arava B opranusma Bu
npeay Aa NpaBUTe ONUTH 3a 3a0peMeHsBane. ToBa Moxe J1a oTHeME 110 2 roanHu. ToBa u3uakBaHe
MOJKE /12 C€ ChKPATH 10 HAKOJIKO CEAMHIIN YpE3 IPUEMAHETO Ha JIEKAapCTBa, KOUTO YCKOPSBAT
OTCTpaHsBaHETO Ha Arava oT Bamus opranuzsm.
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BB BcHukH cityyau TpsiOBa Ja Ob/Jie TOTBBPICHO Ype3 KPbBHH H3CIIE/IBaHuUs, Ye Arava € OTCTpaHeHa B
JOCTaTh4HA CTENeH OT Bamms opranu3bM, kato Bue TpsOBa 1a u3uakare Hail-MajKo OIle eMH MECell
npeau aa 3adpeMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TA00paTOPHOTO M3CIEaBaHE, MOJIS, OOBPHETE ce KbM Bamms
neKap.

AKo nMarte chMHEHUE, 4e CTe 3a0peMeHsUIa 10 BpeMe Ha JICUCHHETO ¢ Arava WIH Tpe3 2-Te TOIUHN
CJIe]l HETOBOTO CIIMPaHe, TPSOBa He3a0aBHO Ja ce CBBbpKETe ¢ Barmwst Jekap 3a TecT 3a
opemenHoct. [Ipu monoxkureneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe na Bu npeanoxu
JIeUCHHE C OTIPEJICIICHU JICKapCTBa 3a OTCTpaHsBaHe Ha Arava ObP30 U B JIOCTATbYHA CTETICH OT
opranu3ma Bu, Thif KaTo TOBa MOKE J1a HAMaJIu prucka 3a BammeTo 6e6e.

He nmpuemaiite Arava 1o BpeMe Ha KbpM€eHe, Thil KaTo JeIyHOMU]] PEMIHABA B KbpMara.
Ilodupane u padoTa ¢ MAIIMHH

Arava Moxe 1a Bu Hakapa 11a ce mouyBCTBaTe 3aMasiHi, KOETO MOXE JIa HapyIy criocoOHocTTa Br 3a
KOHIICHTpAIl¥sl U pearupane. Ako ToBa Bu ce cimyun, He modupaiTe v He U3N0A3BaliTe MAITUHMY.
Arava cbIbpiKa JJAKT03a

Axo Bamust nekap Bu e kazai, ye uMaTe HEIOHOCUMOCT KbM HAKOM 3aXapH, KOHCYJITUPAITe ce ¢
HETO TPear Ja MPHUEeMeTe TOBa JIEKapCTBO.

3. Kak na npuemarte Arava

Bunaru HpHCMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bammusar JICKap ujin (bapMaHCBT. Axo He
CTC CUTYPHHU B HCLIO, nonurante Bamms JICKap Wi (bapMaHCBT.

Oo6wnuaitHaTta HayanHa 1032 Ha Arava e 100 mg nedryHOMUA euH BT THEBHO IPE3 TEPBUTE TPH JHM.
Cren ToBa MOBEUYETO MAIEHTH C€ HYXKIAsAT OT J103a OT:

. 3a pesmatouzer aptput: 10 wim 20 mg Arava BeTHBK JHEBHO, B 3aBHCHMOCT OT TEKECTTa Ha
3a00JIIBaHETO.
. 3a ncopuatuyieH apTput: 20 mg Arava BeIHBXK JHEBHO.

IMorabaiiTe TadieTKaTa HAJIA ¥ C JOCTATHYHO BOAA.

Tps6Ba ma MUHAT Hal-MaKO 4 CEIMUIM OT 3aII0YBAHETO HA TEPAIUATA, 32 J]a IOUyCTBYBaTe
notoOpeHre BsB Barero chcTosiHue. Hsikon nmaryieHT Moxe JTopH Jia ToaydaTr Mo-rojasMo
nooOpeHwue cien 4 10 6 Mecera OT JICUSHUETO.

OO6ukHOBEeHO Bue mie npuemare Arava 3a mpoIbIKUTEITHO BPEMeE.

AKO cTe nIpue/iM oBeyYe 0T HeoOXoauMMAaTa 103a Arava

AKo ipreMeTe 1moBeve 0T HeoOXoAnMara 103a Arava, OObpHETE ce 3a ChBET KbM Bammus nekap uiu
MOTHPCETE APYT MEIUIIMHCKH ChBET. AKO € Bb3MOXHO B3€METE ChC ce0e CU TaOJICTKUTE WU KYTHUSATA,
3a Jla My 'l TIOKaXKeTe.

AKO cTe IPOIYyCHAJIM 12 IpUeMeTe Arava

Axko 3a0paBuTe ja B3eMeTe €Ha /1034, B3EMETE 51 Be[lHara cje/ KaTo CH CIIOMHUTE, OCBEH aKO TOBa HE
e OJIM3KO 10 BpEMETO KOoraTo TpsibBa Aa mpuemere ciensamara 103a. He B3emaiite nBoiiHa 103a, 3a 1a
KOMIIEHCHpATe IpOIlyCcHATaTa 103a.

AKO UMaTe HSKAKBU JOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApPCTBO, MOMHUTANTE
Bammus nekap, ¢papmaneBT Wi MEAULUHCKA CECTPA.
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4. Bb3M0OKHU HeKeJTaHU pP€aKuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAU3BUKA HEIKCIIAaHU PECAaKIIUH, BBIIPEKU Y€ HC
BCCKH ' TIOJTy4aBa.

VYBenomere Bamus nekap He3a0aBHO U cripeTe Jia B3emarte Arava:

- aKo IMOJyYHTE cJIa00CT, TOYYBCTBATE Ce 3aMasiHi U By npumaree mwiv uMare 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Jia ObJIaT MPU3HAIY HAa CEPUO3HA AJISPTUYHA PEaKIIus,

- aKO TOJY4YHTE KOKEH 00OPHUB WK A3BH B yCTaTa, Thi KAaTO TE MOXE Jla ca IIPOsiBa HA TEKKH,
MOHSIKOTA KUBOTO3aCTpallaBally peakiuu (Hamp. cuaapoM Ha CTUBBHC J[)KOHCHH, TOKCHYHA
enuepMaliHa HEKPOJIU3a, epureMa MynTrdopMe, JeKapcTBeHa PeaKIlus ¢ CO3MHOPUITHS 1
cucreMun cumntomu [ DRESS]), BmkTte Touka 2.

YBenomere Bamus nekap He3adaBHO, aKO MOTYUHTE:

- 0Jie1a KOKa, yMOpa, WIIM CHHUHM, Thi KaTo T€ MOXKE J1a ca MPU3HAaK Ha HAPYLICHHUs HA KPHBTa,
NPUYMHEHH OT HapyLIeH OanaHC Ha pa3IMYHUTE BUJOBE KPBBHH KIETKH, KOUTO CHCTABSIT
KPBBTa,

- yMoOpa, KopeMHa 00JIKa WITH KBJTEHUNAa (KBJITO OIBETSIBaHE HA OYUTE WJIM KOXKAaTa), Thil KaTo
TE MOXE J1a ca IIPU3HAK HA CEPUO3HU CHCTOSHHS KaTO YePHOAPOOHA HEJJOCTHYHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBU CHMIITOMH Ha MH()EKIMS KATO MOBHIIEHA TEMIIEPATYPA, B3NAJEHO I'bPJI0 WU
KalLINNA, 3a10TO TOBa JIEKAPCTBO MOXKE /14 YBEIUYH PUCKA OT TEKKa WHPEKIHS, KOATO MOXKE
na Obe KUBOTO3aCTpaIIaBaIia,

- KaIJIMIA WIK 3aTPYAHEHO TUIIaHe, Thil KaTo TOBAa MOJKE Ja O3HaYaBa MpodsieMu ¢ Oenns
Ipob (mHTepcTHIMATHA OerroxpoOHa 00ecT Uil OeToApoOHa XUTIEPTOHHUS, MIIH BB3EN B Oenus
1po0),

- HEOOWYAHO U3TPBIIBAHE, CJIA00CT WK OOJIKA B PBIIETE WK CThIIANATA, ThH KATO TOBA MOXKE J1a
€ MpHU3HAaK Ha MpobyieMu ¢ HepBUTE (TeprudepHa HEBPOTIATHS).

YecTH HexxeJJaHM peakumnu (Moxke aa 3acerHart a0 1 Ha 10 xymu)

- c1abo HamaisiBaHe Ha Opos Ha OenuTe KPbBHU KIETKH (JIEBKOTICHHUS),

- JIeKH allepTUYHU PEaKIny,

- 3ary0a Ha aneTuT, 3ary0a Ha Terjio (OOMKHOBEHO He3HAYUTEITHO),

- yMopa (acTeHus),

- ri1aBo0oJIeE, 3aMaliBaHe,

- HeOoOWYailHN KOXKHH yCeIaHns, KaTo U3TPhIIBaHE (TIAPECTE3Ns),

- JIEKO NIOBUINIABAHE HA KPHBHOTO HAJISITAHE,

- KOJIUT,

- Juapus,

- rajieHe, IOBpbIIIaHe,

- Bb3MAJICHUE Ha yCTaTa WM S3BH B yCTaTa,

- KOpeMHa 00JIKa,

- yBEJTUYEHHE Ha HAKOM PE3YJITATH OT YEPHOIPOOHHU TECTOBE,

- YBEJIUYEH KOCOMaI,

- eK3eMa, cyxa Koxka, 0OpHUB, CbpOex,

- TeHIUHUT (00JKa, MPUYMHEHA OT Bh3MaJleHHe Ha MeMOpaHaTa, 0OBHBaIIa CyXOXKMIUATA
OOMKHOBEHO Ha KpakaTa W pblLeTe),

- [IOBULIABAHE HA ONIPEeNICH! €H3UMHU B KpbBTa (KpeaTuH ¢ochoKrHaza),

- po0JeMH C HEPBUTE Ha phLIETe WM Kpakarta (nepudepHa HeBponaTus).

HeuecTn He:kenanu peakuuu (Mo:xe na 3acernat 10 1 na 100 gymm)

- HaMaJIssBaHe Ha OpOs Ha YEPBEHUTE KPbBHU KJICTKH (AaHEMHMs) U HaMaJIsiBaHE Ha Opost Ha
TPOMOOIIUTHUTE (TPOMOOIIMTOTICHHUS),

- HaMallsiBaHe Ha HUBOTO Ha KAl B KPHBTA,

- TPEBOXKHOCT,

- BKYCOBH HapyIICHHUS,
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- ypTHKapHs (KOTPUBHA TPECKaA),

- CKBCBaHE Ha CyXOXKWIIHE,

- [MOBUIIIABAHE HA HUBOTO Ha JIMIHJIUTE B KPHBTA (XOJIECTEPOI U TPUTIIULICPHIIN),
- MOHIKaBaHe Ha HUBOTO HA (hocdaTh B KPHBTA.

Penxu Hexes1anu peakuuu (Moxke aa 3acersart a0 1 na 1 000 gymu)

- YBEIUYCHHE Ha OpOs Ha KPHBHUTE KJIETKH, HapedeH! e03MHO(PIIIH (€03UHODIITHS); JIEKO
HaMaJIsBaHe Ha Opos Ha OeJUTEe KPHBHU KJIIETKH (JICBKOIICHUS ); HAMAaJIsiBAaHE HAa OPOSt HA BCUYKH
KPBBHU KJIETKH (AHLIUTONICHNU),

- 3HAYUTEITHO MTOBUINIABAHE HA KPHBHOTO HAJISTaHE,

- BB3NAJICHUE Ha OeNns 1po0 (MHTEPCTUITHAITHO 3a00JIsIBaHe Ha Oenus 1po0),

- YBEIMYEHHE HA HAKOW PE3YTATH OT YEPHOAPOOHH TECTOBE, KOWTO MOTAT J1a IOBEAAT 10
CEPHO3HU CHhCTOSIHHAA KAaTO XETaTUT M KBJITSHHUIIA,

- TEXXKH WH(EKINU, HApEUEeHH CeTChC, KOUTO Morar aa ObaaT QartaiHuy,

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

MHoro penku HexeJlaHu peakuuu (Moske na 3acernat A0 1 na 10 000 xyum)

- M3pa3eHO HaMaJIeHre Ha HAKOW Oel KPhBHU KIIETKH (arpaHyIouTo3a),

- TEXKH U MOTEHIATIHO TEXKH aJepPTUYHU PEaKINY,

- Bb3NaJICHHE Ha KPbBOHOCHHU CHJI0OBE (BACKYIHUT, BKIFOUUTEIHO KOXKEH HEKPOTU3UPAIIL
BacKYyJINT),

- Bhb3NaJICHUE Ha MaHKpeaca (MaHKpeaTur),

- TEXKO YEPHOIPOOHO yBpPEKAAHE KAaTO YepHOAPOOHA HEIOCTAThYHOCT WIIM HEKPO3a, KOUTO
Morar jaa ObaaT (arainam,

- TEXXKH, TIOHIKOTa XKUBOTO3aCTpallaBally peakuuu (cuHapoM Ha CTUBBHC-J)KOHCHH, TOKCHYHA
enuaepMaliHa HEeKpoJn3a, epuremMa MyaTudopme).

Jpyru HexenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HaMaJIeHHe Ha HUBOTO Ha MUKOYHA
KHCEINHA B KPbBTa, 0e0IpoOHa XUIEPTOHNS, Oe3III0/1e IPH MBbXe (KOeTO € 00paTHMO Clie KaTo
BE/IHBXK C€ CIpe JICYSHUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepu3Hpall ce ¢
o0OpuB/3adepBsBaHe Ha KOXXHH yJaCTHIIH, KOUTO Ca N3JI0KEHH Ha CBETIIMHA), TICOPHA3HC (HOBOTIOSIBILT
ce wim Biomasail ce), DRESS u koxxHa si3Ba (kpbriia, 0TBOpEeHa paHa Ha KOXKaTa, pe3 KOATO Morat
Jla ce BUJIAT MOJIeKALIUTE ThKaHH), ChIIIO MOTAT Ja Ce MOSBAT C HEM3BECTHA YECTOTA.

Cho0uiaBaHe HA HeXKeJAHH pPeaKIHu

AKO TOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEaKIiy, yBeaoMeTe Bamus nekap i GpapmarnenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peaknnu. MoXkeTe ChIIo Aa
CHOOIIUTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHA B
[Ipunoxxenne V. Kato cro0miaBare HeXXeTaHH PeaKIMy, MOXKETE Ja JaJeTe CBOS MIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(pOpManns OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBare Arava

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

He u3nion3Baiite ToBa JIeKapcTBO Ciie]] CPOKa Ha TOJHOCT, OTOEIsA3aH BbPXY KAPTOHEHATA OMAaKOBKa.
CpOKBT Ha TOHOCT OTTOBApPS Ha MOCCTHUS JCH OT TIOCOUYSHHS MECEII.

[la ce chxpaHsiBa B OpUTHHATHATA OTIAKOBKA.
He m3xBbpisiiTe TekapcTBara B KaHAIM3AMMATA WA B KOHTEHHEPA 32 TOMAITHA OTHATbIIH.

ITormuratiTe Bammus dhapMarieBT Kak J1a U3XBBPIIATE JIEKapCTBATa, KOUTO Bedue He m3moi3BaTe. Te3u
MEpKH III€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.
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6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

KakBo cbabpka Arava

- AKTUBHOTO BeIecTBo € jtedayHomua. Enna ¢punmupana tabnerka cpappika 100 mg
nedIIyHOMUT.

- Jpyrute cbecTaBKy ca: IapeBudHO Humrecte, noBuaoH (E1201), kpocroBumon (E1202), Tamk
(E553b), xomonneH 0e3BOJICH CHITHIIMEB AUOKCH], Marae3ues creapar (E470b), u makTo3a
MOHOXHM/IPAT B AAPOTO HA TabjieTKaTa, KakTo u Taik (ES53b), xunpomenosa (E464), tutanos

nmuoxcun (E171) u makporon 8000 BbB GMIMOBOTO TOKPHUTHE.

Kak usriexna Arava u KakBo CbIbpiKa ONIAKOBKATA
Arava 100 mg ¢uamupasu TabJIETKH ca OeNu 10 HOYTH O U KPBIJIH.

C orneyarano Ha efgHaTta cTpaHa: ZBP.

TabneTKuTE ca ONakoBaHHU B OJIMCTEPH.
Hannyna e ormakoBka oT 3 TaOJIETKH.

IIpurexkaTesa Ha pa3pelIeHNETO 32 ynoTpeda

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

IMpousBoauTes

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

DpaHuus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJI CBBPIKETE CC€ C JIOKAJTHUA

MNPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTp66aI

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

Bbbarapus
Swixx Biopharma EOOD
Ten.: +359 (0)2 4942 480

Ceska republika
Sanofi s.r.o.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +45 45 16 70 00

Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 52 52 010

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

Eesti
Swixx Biopharma OU
Tel: +372 640 10 30

Lietuva
Swixx Biopharma UAB
Tel: +370 5 236 91 40

Luxembourg/Luxemburg

Sanofi Belgium

Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Magyarorszag
SANOFI-AVENTIS Zrt.
Tel.: +36 1 505 0050

Malta
Sanofi S.r.1.
Tel: +39 02 39394275

Nederland
Sanofi B.V.
Tel: +31 20 245 4000

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



EAMada Osterreich

Sanofi-Aventis Movonpécwnn AEBE sanofi-aventis GmbH

TnA: +30 210 900 16 00 Tel: +43 180 185-0

Espaiia Polska

sanofi-aventis, S.A. Sanofi Sp. z o.0.

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

France Portugal

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

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

Hrvatska Roménia

Swixx Biopharma d.o.o. Sanofi Romania SRL
Tel: +385 1 2078 500 Tel: +40 (0) 21 317 31 36
Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI Swixx Biopharma d.o.o.
Tel: +353 (0) 1 403 56 00 Tel: +386 1 235 51 00
island Slovenska republika
Vistor ehf. Swixx Biopharma s.r.o.
Simi: +354 535 7000 Tel: +421 2 208 33 600
Italia Suomi/Finland

Sanofi S.r.l. Sanofi Oy

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

C.A. Papaellinas Ltd. Sanofi AB

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

Swixx Biopharma SIA

Tel: +371 6 616 47 50

JaTa Ha nocjeaHo npepasriexaade Ha aucropkara {MM /ITTT}

JApyru u3rouHunm Ha uHopMmanus
IToapo6Ha mHpOpMAIHS 32 TOBA JIEKAPCTBO € MpeJIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmus
IO JIeKapcTBarta http://www.ema.europa.eu/.
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