HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JTEKAPCTBEHUSI TPOAYKT
Jlepnynomua medac 10 mg ¢pmimupanu tabiaeTku
Jlepnmynomua medac 15 mg ¢punmupanu tabiaeTku
Jlepnynomua medac 20 mg punmupanu TabneTKH

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Jlepnynomun medac 10 mg dhmiMupanu TabaeTku
Bceska ¢punmupana tabnerka ceappika 10 mg nedurynomun (leflunomide).

Jlepnynomun medac 15 mg dmimMupanu TabaeTku
Bceska ¢punmupana tabnetka ceappika 15 mg nedurynomun (leflunomide).

Jledmynomua medac 20 mg punmupany TabIeTKH
Bceska ¢punmupana tabnetka cpappika 20 mg nedurynomun (leflunomide).

Homownu sewecmsa c uzgecmno Oeticmeue

Jlepmynomun medac 10 mg gpummupanu Ta0neTku
Besika ¢punMupana tadiaeTka chabpika 76 mg makros3a (karo moHoxuapart) u 0,06 mg coeB JICHUTHH.

Jledmynomun medac 15 mg dpunmupanu TabneTku
Besika ¢punMupana tadiaerka coabpika 114 mg naktosa (kato monoxuapar) u 0,09 mg coeB jeHUTHH.

Jlepnynomua medac 20 mg dhuimMupanu TabaeTku
Bceska ¢punmupana tabnetka cpappika 152 mg makrosa (kato MmoHoxuapaT) U 0,12 mg coeB JEUUTHH.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

Jledbnynomun medac 10 mg dbrmimMupanu TablIeTKH
Bsuta no noutwu Osuta, kpbria huiMupana TableTKa ¢ JUaMeThp OKoJIo 6 mm.

Jlepnynomun medac 15 mg duiMupanu TabaeTku
Bsina o mourtu 6s1a, Kpberiaa GunMupana TabjaeTka ¢ IMaMeThp OKOJIo 7 mm, ¢ BIThOHATO penedHo
o3HaueHue “15”0T emHaTa cTpaHa.

Jlepmynomun medac 20 mg gpummMupanu TabneTku
bsuta mo moutn Osia, Kperuta prMupaHa TabJIeTKa ¢ AMAMETHP 8 mm ¢ JASIUTETHA YepTa OT €aHaTa
crpana. TabieTkaTa MoXe 1a ObJe pa3/ielicHa Ha IBE PAaBHU TIOJIOBHUHHU.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHMSA

JlepmyHoMuy e oKa3aH 3a JIeYeHNE Ha Bb3PACTHHU MAIUCHTH C:

. AKTHUBEH PEBMATOH/JICH apTPUT KATO “00JIeCT-MOAU(PHUIMPAIIO AHTUPEBMATUIHO JIEKAPCTBEHO
cpencteo” (BMAJIC).

d AKTUBEH IICOPUATUYEH APTPUT.



CKOpPOIITHO MJIM €THOBPEMEHHO JICUCHHE C XCTTAaTOTOKCHIHY WIIN XeMaToToKkcnaHu BMAJIC (mamp.
METOTPEKCAT) MOXKE JIa JIOBEJIE JI0 YBEIMUESH PUCK OT CEPHO3HU HEXKETaH! PEaKIiu; CIICI0BATEITHO,
MIPeIU 3aII0YBaHE Ha JICUCHHUETO ¢ JIe(IyHOMU, TpOBa 1a ObJIc BHUMATEIIHO MPEIICHEHO
CHOTHOIIIEHUETO TOJI3a/PUCK.

Hemo nmoseue, cMsHara ot nedurynomun Ha 1pyro BMAJIC Ge3 cria3BaHe Ha O4MCTBAIaTa MPOLEaypa
(Bk. TOuKa 4.4), MOXKE J1a YBEJIMYH PUCKA OT CEPUO3HH HEKEIIAHHU PEAKIIUU TOPH JBJITO BpeMe Clie]T
CMsHAaTa.

4.2  J103UpOBKa U HAYMH HA NPUJIOKEHUE

JleuenueTo TpsOBa Aa ce 3all04YHE U CIEeIU OT CHELMAIUCTH C OIUT B JICYEHHETO HAa PEBMAaTOUICH
apTPUT U NICOPUATHYECH apPTPHUT.

EnmoBpemMeHHO TpsAOBa Ja ce OMpeneNirT atanut amuHotpanchepasara (AJIAT) (wiu cepymHara
riyramat-nupysart tpancgepasa - CI'TIT) u mbiiHa KpbBHA KapTHUHA, BKIFOUUTEITHO TU(EPEHIIHATHO
OpocHe Ha OeNnuTe KPhbBHU KIETKU M OpOst Ha TPOMOOIIUTHTE, & TIOCIIE J1a CEe U3CNIEABAT ChC ChIATa
4yecTora:

. MIPeJIx 3aII0YBAHETO Ha JCIyHOMUI,

. BEJIHBXK Ha JIBE CEIMHUITH MPe3 IbPBUTE 6 Mecena OT JICUSHHETO U

o BEJIHHK Ha BCCKU 8 CSIMUIIA CJIe]T TOBa (BXK. Touka 4.4).

Jlo3upoBka

o [Ipu peBMaTOUICH apTPUT: Tepanusra ¢ JedITyHOMH]] OOMKHOBEHO 3aIl0YBa C HATOBapBallla

nmo3a ot 100 mg equH BT JHEBHO B pOoAbIKeHUE Ha 3 gaM. [IpommyckaneTo Ha HaTOBapBamaTa
J103a MOJKE JIa HaMaJIk PUCKa OT HEXKEJIaHU ChOUTHS (BK. ToUKa 5.1).

[Ipenopbuurennata noaabpskama 1o3a ¢ 10 mg 1o 20 mg nedayHoMua earH BT JHEBHO B
3aBUCHMOCT OT TEXKeCTTa (aKTUBHOCTTA) Ha 3a00JISIBAHETO.

J [Tpu icopmaThyeH apTpUT: TepanusaTa ¢ JieIyHOMU]I 3a1touBa ¢ HaToBapaaiia jo03a ot 100 mg
€IVH T JHEBHO B NPOABIDKCHUE HA 3 THHU.
IIpemoprunTennara moaabpskamna g03a ¢ 20 mg nehIyHOMHU €IUH ITHT JHEBHO
(Bk. Touka 5.1).

TepaneBTHYHUAT €PEKT OOMKHOBEHO HACTBIIBA CJie 4 10 6 CSIMUIIM U MOXE JIOMBIHUTEIHO J1a Ce
nmoao0pu 3a mepuoa oT 4 10 6 Mecera.

He ce npenopbryBa NpOMAHA HA A03aTa MPU MAIIUCHTH C JICKa 6L6peqHa HEOJOCTAaTBbYHOCT.
He ce n3uckna MMpOMsIHA Ha 03aTa NpHu NallMCHTH HA{ 65-1"OZ[I/IIHHa BB3pPacT.

Tleouampuuna nonynayus

Jlepnynomu medac He ce npenopbyBa 3a ynorpeda MpH mandeHTy 1o 18 roauHu, Thid KaTo
eeKuKacHOCTTa M 0€30MaCHOCTTAa NPH FOBeHMIeH pesMaronieH aptput (FOPA) He ca yctaHOBeHH
(Bx. Touku 5.1 u 5.2).

Hauwn Ha npunoxeHue
Tabnetkute JledryHomua medac TpsOBa J1a Ce MOTTBIIAT HETH C TIOCTATHYHO KOJTUYSCTBO TEYHOCT.
CrenenTa Ha abcopOIvs Ha JIe(JIYHOMUI HE Ce MOBJIMABA, aKO CE MpUeMa ¢ XpaHa.

4.3 IIpoTruBOmOKa3aHUs

o CBPBXYYBCTBUTEIHOCT (0OCOOEHO Mpe/IIIecTBall CHHAPOM Ha Stevens-Johnson, TokcruHa
enuaepMaliHa HEKpOoJIn3a, epuTeMa MyJaTu(hopMe) KbM aKTHBHOTO BEIIECTBO, KbM TJIABHUS
aKTHUBEH METAa0O0IUT TePUPIyHOMUA, GBCTHIU WU COSl IIM KbM HSIKOE OT MTOMOIITHUATE
BellecTBa M30poeHH B Touka 6.1.



. MAIICHTH C YBpeieHa YepHOApOoOHa (DYHKITHS
. NalUEHTH C TeKKH nMyHoaepuUuTHU cheTosiHus, Harnp. CITMH

. MAIEeHTH ChC 3HAYUTETTHO yBpeAeHa (DyHKIHM Ha KOCTHHS MO3bBK M T€XKKa aHEMHUA,
JICBKOTICHHS, HEYTPOTICHHS HITH TPOMOOIIMTOIICHHSI, TOPaI IPUIHHU, Pa3INYHU OT
PEBMAaTOH/ICH WITU TICOPUATHYCH apTPHUT

. MAIMEeHTH ChC CEPUO3HU MH(peKIH (BXK. Touka 4.4)

b MalueHTU C yMEpCHa N0 TCIKKa 6L6peqHa HEAOCTAaTBbYHOCT, 3allOTO JHUIICBA JOCTATHYHO
KIIMHUYCH OITUT IIPU Ta3u rpyna nauvuCHTU

hd MalUMCHTH C TCXKKA XUIIOMMPOTCUHCMUS, HAIIP. [IPU He(l)pOTI/ILIeH CUHAPOM

. OpEeMEHHU YKEHH WIIN JKEHH C JIETEPOJICH TIOTSHIIMAI, KOUTO HE U3MOI3BAT MOXO0ISIIA
KOHTpAIETIH 110 BpeMe Ha JICYCHUETO C JIe(IyHOMHU/ U CIIE/ TOBA JOKATO IIa3MEHUTE HUBA
Ha akTUBHUS MeTabout ca Hax 0,02 mg/l (Bxk. Touka 4.6). [Ipeau 3anoyBane Ha JIEYSHUETO C
nedryHOMU ] TPSIOBA J1a ¢e U3KITIOYH OPEeMEHHOCT

. KbPMEIIH J)KeHU (BXK. TOUKa 4.6).
4.4 CpoeunuajHu NpexynpexIeHusi U MpeIna3Hu MepPKH MPH ynorpeoda

EnHOBpeMEHHOTO NPUIIOKEHNE Ha XeNaTOTOKCHYHY WK xemaroTokecnyHu BMAJIC (aamp.
METOTpeKcaT) He ce MPernopbyBa.

AKTHBHEAT MeTabomuT Ha nedyromun, A771726, iMa IBIBT OTYKHBOT, OOMKHOBEHO OT 1 10

4 cemmui. Morat Jja Bb3HUKHAT CEPUO3HU HEXKEIaHU PEAKIMU (HAIp. XeMaTOTOKCUYHOCT,
XEMaTOTOKCHYHOCT, HJTH aJIepTUYHU PEaKIiH, BXK. T0-JI0JIY), AOPH aKO JIEYCHHETO C JIehTyHOMHUT €
omo crpsiHo. CiieroBaTeHO, KOTaTO B3HUKHE TTOJJ00HA TOKCUYHOCT WIIH aKO TI0 HAKaKBa JpyTa
npuurHa A771726 tpsioBa na Oblie OTCTpaHeH ObP30 OT OpraHu3Ma, TpsiOBa J1a ce cras3Ba
ouucTBaIara npoueaypa. [Iporeaypara Moxe a ce MOBTOPH, aKO € KIMHUYHO HEOOX0IUMO.

3a ouncTBamIaTa Mpoueaypa U Ipyru NpenopbUuTeTHI MEPKH B CITy4aid Ha KeJlaHa T
HenpenBuacHa OpeMEHHOCT, BIKTE Touka 4.6.

YepHOApOOHH pEAKLIMU

Penku ciyuan Ha T€XKKO YepHOAPOOHO YBPEXKIaHE, BKIFOUUTEIHO ¢ (haTaJleH U3X07 ca OMIU
CHOOIIIaBaHU IO BpeMe Ha JIedeHHUeTo ¢ iepayHomu. [loBedeTo oT cirydanTe ca Bhb3HUKHAIH ITPE3
bPBUTE 6 Mecella Ha JIEYeHHEeTo. YecTo € HauIle ChITHTCTRAIIA TePaIus C IPYTH XeTaTOTOKCUYHU
JICKapCTBEHHU IPOAyKTH. BaykHO € aa ce clieiBaT TOYHO MPEMOPBKUTE 3a IPOCIICAsIBaHE.

Tpsa6sa na ce onpenenu AJIAT (CI'TIT) npean 3anouBane Ha JieIyHOMUI, a TIOCIIE /1A CE U3CIIEABA
ChC ChINAaTa YECTOTA KAaTO MbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEAMMIIN) TIPE3 IHPBUTE MIECT
Mecela OT JICUCHHUETO, a CJIEJ] TOBA BEIHBK Ha BCEKU § CEAMUIIM.

[Ipu yBennuenne na AJIAT (CI'TIT) ot 2 1o 3 mbTH HajJ ropHaTa rpaHulla Ha HOpMATa, MOXKE Jia ce
o0chaM HamalIsIBaHe Ha Jo3aTta Ha 10 mg, kato TpsOBa fa Ob/ie IPOBEACHO €KECEIMUTHO
HaOmronenue. Axko yBennuenueto Ha AJIAT (CI'TIT) e 2 mbTr Hax HOpMaTa U IEPCUCTHPA WK
YBEJIMYEHHUETO € MOBeYe OT 3 MbTH HaJl HOpMaTa, IPUEMaHeTo Ha JieIyHOMH] TpsiOBa ce
MIPEyCTaHOBH M JIa ce IIpeMrHe KbM OYHCTBalIaTa nporeaypa. Ilpenopbusa ce npoabnkaBaHe Ha
MOHHUTOPUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJIE]] TPEyCTAaHOBSBAHE HA JICYUSHUETO C JIEPIYHOMH] 10
HOpMaJIM3UpaHe Ha EH3UMHUTE HUBA.

ITopaau BE3MOXKHOCTTA 32 JOITBJIHUTEIHN XEIaTOTOKCUYHHU e(eKTH, CE IPEropbuBa yrnoTpedara Ha
AJIKOXOJI J1a ce M304TrBa 10 BpeMe Ha JISYSHUETO C JIe(hTyHOMH/T.



Toit KaTO aKTUBHUAT META00IUT Ha JehayHoMun, A771726, ce CBbp3Ba B TOJIIMA CTEIICH C
NPOTEMHUTE U C€ eITMMUHHIPA Ype3 YePHOAPOOEeH MeTab0IN3bM U JKITbYHA CEKpEIlrs, MIa3MEHUTE
HUBa Ha A771726 ce ouakBa Aa ObJAT MOBUILEHH MIPY MALMEHTH C XUITONIPOTenHeMHS. JleduryHomug
medac e IpoTUBOIIOKA3aH IPH MALUEHTH C TEKKA XUIIOIPOTEHHEMUS UM yBpeAeHa (PyHKIMA Ha
gepHUs Apob (BXK. Touka 4.3).

XeMaTOJIOTHYHH PEakluy
Emnopemenno ¢ AJIAT, Tps6Ba na ce HanmpaBH ITbJIHA KPhBHA KAPTHHA, BKIIOYUTEITHO

JmudepeHIInaTHo OpoeHe Ha OeTUTe KPhBHU KJICTKA U TPOMOOIIMTUTE, MTPEIN 3aII0YBAHE HA JICUCHUETO
¢ JIe(hIYHOMU T, KAKTO U BEJHBXK Ha JBE CSMHUIIM ITPe3 IIbPBUTE 6 Mecella OT JICYCHUETO U BEIHBXK Ha
BCEKH 8 CEIMUIIH CIIE] TOBA.

[Ipu manueHTH ¢ Mpe/IIecTBAIIa AaHEMUS, JICBKOIICHUS U/WIIA TPOMOOIIUTONICHHS, a TaKa ChILO U MPH
MAIEHTH C YBpeeHa GYHKITHS Ha KOCTHUS MO3BK WIJIH MPU TAKWBA C PUCK OT IMOATHCKAHE HA KOCTHHS
MO3bBK, PUCKBT OT XEMATOJIOI'MYHHU HAPYIICHHS € YBEJINUEH. AKO Bb3HUKHAT TaKUBa €PEKTH, TpsiOBa
Jla ce B3eMe IPeJIBUJ] OYHCTBaHE (BXK. TI0-/I0JIy) 32 HAMAIIIBaHE Ha IIa3MeHuTe HuBa Ha A771726.

B city4aii Ha TeXKU XeMaTOJIOTHYHH PEaKIuy, BKIFOUYNUTEIHO maHuronenus, JlepiayHomun medac u
BCSIKA €THOBPEMEHHA MHUEJIOCYTIPECUBHA Tepalys TPsOBa Jja ce CIIpe U Ja ce 3all04He OUHCTBAaIla
npouenypa ot JIehIyHOMHU.

Kombunauus ¢ apyru nedeHus

Ynorpebara Ha eIyHOMH] C aHTHMAIAPUHHY MIpenapaTy, U3MO0I3BaHU IPH PEBMAaTUUYHI
3a00Js1BaHUs (HAIp. XJIOPOKBUH U XUIPOKUCXJIOPOKBUH), HHTPAaMYCKYJIHO WU IEPOPAIIHO 3J1aTO,
D-nenununamMuH, a3aTHONIPUH U APy UMYHOCYIIPECUBHU CPEICTBA, BKIFOUUTEIHO HHXUOUTOPHU Ha
TyMOp-HEeKpoTu3upal ¢paxTop-anda, 10 MOMEHTa HE € JOCTaThYHO U3CJeBaHa B paHAOMH3UPAaHU
M3NUTBaHU (C U3KIIOYCHNE Ha METOTPEKCaT, BXK. Touka 4.5). PUCKBT, cBBp3aH ¢ KOMOMHUPAHOTO
Je4eHne, 0COOEHO OT MPOIBDKUTEIHOTO JICUCHNE, He € N3BeCTeH. Thil KaTo TaKkoBa JICUCHNE MOXKE /1a
JOBeJie 0 HaTpyMHBalla ce Wi AOPU A0 CHHEPTUYHA TOKCUYHOCT (HaIp. XenaTo- Win
XeMaTOTOKCHYHOCT), koMOuHanusTa ¢ 1pyro BMAJIC (Hamp. MeToTpekcar) He € IpenopbYUTeNHa.

EnHOBpEeMEHHOTO MpHIIOKEHHE Ha TepuIyHOMU] ¢ Je(IIyHOMU HEe ce IPEenopbyBa, Thil KaTo
nedIyHOMHU € U3XOIHOTO CheMHEHHE Ha TepUITyHOMH.

[IpeMuHaBaHe KbM JAPYIO JICYEHUE

Toit KaTO NeIIyHOMH] c€ 3aAbpXKa IBIr0 B OpraHu3Ma, npeMuHaBaneto kM apyro BMAJIC (aarmp.
MeToTpeKcar) 0e3 U3BbpIIBaHEe HA OYHCTBAIATa IPOoLEAypa (BXK. MO-A0IIYy) MOXE Ja 3aCHIIN
BB3MOXHOCTTa OT JOIIBJIHUTEIHU PUCKOBE JIOPH IO BpeMe Cllefl CMsiHAaTa (KUHETUYHO
B3aUMOJICHCTBUE, OPraHHA TOKCUYHOCT).

o chuus HaYKMH, CKOPOLIHO JICYEHUE C XEIaTOTOKCUYHU MM XeMAaTOTOKCUYHH JIEKaPCTBEHU
HPOLYKTH (HaIp. METOTPEKCAT) MOXKE Ja IOBEJIE 110 YBEIUUECHU HEXEJIaHU PEeaKLUU; CJIeI0BaTeIHO,
npeay 3aroYBaHe Ha JIEYSHUETO ¢ JedaIyHoMu, TpsiOoBa 1a Obae BHUMATETHO IPEIEHEHO
CHOTHOIIIEHHUETO T10J13a/PUCK U C€ MPENopbhyUBa CTPUKTHO NPOCIIEASIBAaHE B HAUaIHaTa (asa cieq
CMsSHATA.

KoxxHu peakiuu
B ciyuaii Ha yiiepo3eH CTOMaTUT, IPUIOKEHUETO Ha JieIyHOMU TPSAOBaA J1a e IPEyCTaHOBH.

MHoro peiku ciay4yau Ha CHHIPOM Ha Stevens-Johnson wim TOKkCHYHa emuaepMaliHa HEKpOoJIu3a U
JICKapCTBEHA peakius ¢ eo3uHopuins u cuctemuu cumnTomu (DRESS) ca cho0miaBanu npu
MAIMEHTH, JIeKyBaHH ¢ jedayHoMua. Koraro ce HaOmoaaBaT KOXKHH W/MITH MyKO3HHU MIPOMEHH, KOUTO
MOPAXKIAT MTOJ03PEHIE 32 TaKMBa TEXKKH peakiuu, Jlehmynomun medac u Beska qpyra Bhb3MOXKHO
CBBbp3aHa Teparus TpsOBa 1a ObJie MPEyCTaHOBEHA U JIa CE 3all0YHe He3a0aBHO OYHMCTBAIATa
nporieypa ot JeduryHoMul. B TakuBa ciy4an e HeoOX0JUMO ITBJIHO OYUCTBaHe. B TakuBa ciryyan
MOBTOPHOTO MIpHEMaHe Ha JIepIIyHOMUJI € IPOTHBOIOKa3aHo (BK. Touka 4.3).



Nma cro0ieHns 3a MyCcTyJIO3¢H MICOPHA3HC U BIIONIABAHE Ha TICOPUA3IC clies yrnoTpeba Ha
nedaynomu. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE Ha JICYCHHUETO, KaTO CE B3EMAT MPEBH/T
3a00JISIBAHETO HA MAI[MEeHTA U aHAMHe3aTa.

[Ipu manmeHTH M0 BpeMe Ha Teparus ¢ JeIyHOMU MOTAaT Ja Ce TOABIT KOXKHHU S3BH. AKO UMa
ChMHEHHE 32 KOXKHA 513Ba, CBbP3aHa C JIe()TYHOMHU/T WITH aKO KOXKHHUTE S3BU TIEPCUCTHPAT BBIIPEKU
MOJIXO/ISIIIIaTa Teparus, TpsI0Ba 1a ce OOMUCIIH MPEKpaTsIBaHe Ha JICYCHUETO C JIeHIYHOMHMT U
MPOLIEAypPa 3a IBJIHO OYKCTBaHEe. PellieHreTo 3a Bb30OHOBsABaHE Ha JICUCHUETO C JIS(IYHOMHM/ CIIS]T
KOXHH sI3BH TPSAOBa J]a ce OCHOBaBa HA KIIMHUYHA TPEIEHKA 32 aJIEKBATHO 3a3/IpaBsBaHe Ha paHUTE.

[To Bpeme Ha eyeHnETO ¢ IeIyHOMUI PY TTAlMEHTH MOKE J1a ce HaOro1aBa Tpy/IHO 3a3/IpaBsBaHe
Ha paHu clies onepauus. Bp3 ocHOBa Ha MHIMBHUIyallHa OLIEHKA MOJKE J1a c€ OOMHCIIH NPEKbCBaHE Ha
JICYCHUETO C Je(IyHOMU B IEPUXUPYPIHUHKS IEPHOA U NPUIIaraHe Ha OUYMCTBALIA MPOLEaypa,
KaKTO € OITUCAHO MO-/I0Ty. B ciyyaii Ha mpekbCcBaHe PEIICHUETO 32 Bhb300OHOBSBaHE HA JICYEHUETO C
nedyHoMuU I TpsIOBa J1a ce OCHOBaBa Ha KIIMHUYHATA NPEICHKA 32 aJICKBATHO 3a3/IpaBsiBaHE Ha
panara.

HNudexnmu

W3BecTHO €, 4e JeKapCTBEHUTE MPOAYKTU C HIMYHOCYTIPECUBHHU CBOHCTBA - KaTO Je(IyHOMUJT - MOTaT
Jla HAMpaBsT MAMEHTUTE TIO-4YBCTBUTEIHU KbM HH(DEKIINY, BKIOYUTEITHO OMOPTIOHUCTHYHU
undexuuu. Madekuure Morat aa 0baaT HO-TSKKH [0 €CTECTBO U CJICAOBATEIIHO JIa M3UCKBAT PAHHO
Y CHEPTHYHO JieueHue. B cirydaii, 4e Bh3HUKHE Te)KKA HEKOHTPOJIUpyeMa MHPEKIIUS, MOXKE J1a €
HEOOXOIMMO J1a CE MPEKBCHE JICUSHUETO C JeIYHOMU/ U Ja Ce 3aII0YHE OYHCTBAIIA TPOIEAYPa,
KaKTO € OIHCAHO IO-I0JTY.

Cpo01maBanu ca pellku ciiydad Ha porpecuBHa MynTrpokanHa neskoenuedanonarus (PML) npu
NalKUeHTH, TPUEeMaIH JIeIyHOMH 3a€THO C APYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JEUYCHUETO, BCHUKH MALMEHTH TPAOBa Ja ce M3cienBaT 3a aKTHBHA U HEAKTHBHA
(,,JaTeHTHA”) TyOEpKyJI03a, ChIIIACHO MECTHUTE MPEMOPBKH. ToBa MOKE J1a BKIIIOYBA MEAUIIMHCKA
aHaMHe3a, Bb3MOXKEH IPEIIIeCTBAIl KOHTAKT C TyOepKyI03HO OOJICH W/VITH MOIXO/ISI CKPHHUHT,
KaTo HampuMep peHTreHorpadus Ha Oenute poOoBe, TyOEepKYIMHOB TECT W/ WM HHTep(epOoH-rama
TECT, KaKTo € mpuiaoxkumMo. Ha npeanucamuTe gekapu TpsOBa Ja ce HalOMHS 3a PUCKa OT (aiuBO
OTPHLIATESITHH PE3YJITATH OT TYOCSPKYJIMHOBHS KOXKEH TECT, 0OCOOCHO MPH MAIMEHTH, KOUTO Ca TEKKO
00JIHM WM HMyHOKOMIpoMeTupaHu. [larenTuTe ¢ aHamHe3a 3a TyOepKyno3a TpsiOBa Ja ce
IpOCIIeAsBaT BHUMATEIHO NOPaJAH Bb3MOXKHOCTTA 32 PEaKTUBHpaHe Ha MH(EKIHTA.

PecnivpaTopHu peakuuu
WuTepcTunmanna 6enoapoOHa 601ecT, KaKTo U PEIKY CIydan Ha 0eI0JpoOHa XUIIEPTOHUS U

OeopoOHN HOYJIH ca CHOOIICHH IO BpeMe Ha JiedeHue ¢ e TyHOMHT (BXK. Touka 4.8). PUCKBT oT
MmosiBaTa Ha MHTepCTUIIHATHA OemoipoOHa 60IecT B 0enoApoOHa XUIIEPTOHMS W € TIOBUIIICH IPH
MaIMeHTH C aHaMHe3a 32 HHTEPCTUIHAIHA OeroapoOHa 6osect. MaTepCcTHIMamHOTa OemoapooHa
0omect e MOTeHIMATHO (haTaTHO HAPYIICHUE, KOETO MOXKE J1a BR3HUKHE OCTPO TI0 BpeMe Ha
Tepanuara. [lynMoHapHUTE CHMIITOMH, KaTO KallTAIA U 33{yX, MOTaT Aa Ob/IaT MPUYMHA 32
NpeycTaHOBSBaHE Ha JICYUSHUETO U MOJIXO/ISAIIO ITOCIIE/IBAIIO H3CIIeIBAHE.

[epudepna Heppomnarus

[pu nanmentu, monyyasamy Jlegmynomua medac ca choOIeHH ciTydan Ha riepud)epHa HEBPOIIATHSI.
[ToBeuero manueHTH ca ce MoKoOpWIH ciiel] pekparsBane Ha Jledurynomun medac. Habnronasa ce
o0aye mupoKa BapUaOTHOCT 10 OTHOIIICHUE HAa KPAWHHUS U3XO0]I, T.€. IPU HAKOU MallUeHTH
HEBPOMATHATA € OT3ByYasia, a HIKOM MallMeHTH ca MMaJli IIEPCUCTHPAIX CAMIITOMH. Bb3pacT Haz

60 rouHU, CHITFTCTBAIM HEBPOTOKCHYHHM JIEKAPCTBA M AMAa0ET MOTAaT J1a TIOBUILIAT PHCKA OT
nepudepHa HeBpomnaTus. AKO NaIMeHT, koito npuema Jlepmyrnomua medac passue nepudepHa
HeBpomnaTHsl, TpsiOBa fa ce 00ChIu nmpekpaTsiBaHe Ha JieueHueto ¢ Jlehmynomun medac u nmpoBexaHe
Ha TIpoIeypa 3a eTMMUHUPAHE Ha JIEKapCTBEHUS MIPOAYKT (BXK. Touka 4.4).




Komut

IIpu marueHTHTE, IEKYBaHU C JIEQIYHOMUI, € ChOOIICHO 32 KOJUT, BKIIOYUTEIIHO MUKPOCKOITHYEH
konut. [lanmenTuTE HA JIeYeHue ¢ e TyHOMHU]T, PU KOUTO Bh3HUKBA HEOOSICHUMA XPOHUYHA JTHAPYIS,
TpsIOBa Ja OBAAT MOJUIOKESHU Ha MOXOISIINA JUATHOCTUYHU TPOIICIYPH.

KpbBHO Hansrane
KpbBHOTO HansiraHe TpsOBa J1a ce U3MEPH MPEAN HA4aI0TO Ha JICYCHUETO C JIC(HIYHOMHUT U
MIEPUOIUIHO CJIC TOBA.

Bu3npounsBonctso (IpenopbKu KbM MBXKETE)
Mmkere nmanueHTy TpsioBa ja ObAaT HAsCHO 3a BH3MOXKHA MEIUUPAaHA OT MBKa (eTaTHAa TOKCUIHOCT.
Tpsa6Ba na 6b€ OCUTYpEeHA CHITO MTOAXO/SIINA KOHTPAIICTIIIHS 10 BpeMe Ha JICUCHUETO € JICPIYHOMUI.

Hsima TouHu nanHu 3a prcka OT MeIUHpaHaTa OoT Mbxka (peranna TokcudHoct. [IpoyuBanust npu
KMBOTHH 32 OIICHKA Ha TO3M CIIeIM(UUCH PUCK 0Oayde, He ca IIPOBEXKIaHU. 32 HAMAIIBAHE HA BCEKU
BB3MOXEH PUCK, MBXETE, XKeJlaely Aa Obaat Oamy, Tps0Ba 1a B3eMaT IpeABU] [IPEyCTaHOBSABAaHE Ha
ynoTpebata Ha JeIyHOMU U 1a IpUeMaT KojecTupamMuH 8 g 3 mbTu nHeBHO 3a 11 auum nm 50 g
aKTHBEH BBIJICH Ha Mpax 4 IhTH THEBHO 32 11 qHU.

U B nBaTa citydas ninasMeHaTa KOHIEHTpanus Ha A771726 Ttorasa TpsiOBa a ce U3MEPH 32 NPHB IIbT.
Cren ToBa mia3MeHaTa KOHLUEHTpauus Ha A771726 TpsOBa xa ce onpenenn OTHOBO Cle HHTEPBaJ OT
noHe 14 nHu. AKo aBeTe MIa3MeHH KoHIeHTpaluu ca oz 0,02 mg/l u cien mepuoj Ha W34aKBaHe
Haif-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOT'O HUCHK.

OumcTBainia npoueaypa

Konectupamua B 103a 8 g ce mpuiiara 3 IbTH THEBHO. AnrTrepHaTHBHO, 50 g aKTUBEH BBIVICH HA IIpax
MO J1a C€ MPWIOKH 4 TbTH THEBHO. [IpOABIDKUTETHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO ©
11 mau. [IpoabHKUTETHOCTTa MOXKE Ja C€ TIPOMEHHU B 3aBUCUMOCT OT KIMHHUYHUTE WK Ja00paToOpHU
MOKa3aTelH.

Buusnue BbpXy onpeeasHETO Ha HUBAaTa Ha HOHU3WPAH KadIUi

Bb3MOXKHO € M3MEpBaHETO HAa HMBAaTa HAa HOHU3UPAH KaJIIHUK Ja MOKake (ajIliBO MOHKEHU
CTOUHOCTH TIPH JIeUeHHE ¢ TeQIIyHOMU W/ WK Tepru(IyHOMUT (AaKTUBHUST METa0OJIHUT Ha
nedTyHOMUT) B 3aBUCUMOCT OT BHJIa HA U3IOJI3BAHUS aHAJIM3AaTOp HAa HOHM3UPAH Kaliuid (Hamp.
KpBBHO-Ta30B aHanm3arop). [lopaayn ToBa npu mannueHTHUTE, JIEKYBaHHU C JeQIIyHOMU/ WITH
TepruITYHOMUI, € HEOOXOMMO J]a ce TIPOBEPH JOCTOBEPHOCTTA HA U3MEPEHHUTE TIOHMKEHN HUBA HA
HoHM3MpaH Kannuii. B ciyyait Ha CBMHUTEHH Pe3yJTaTH ce MPEenopbhyBa Jia ce ONpeesn odIara
KOHIICHTpAIHs Ha aJI0yMHH-KOPUTHPAH KUK B cepyMa.

IMomourHu BemecTBa

Jlakmo3za

Jlepmynomua medac cbrbprka JiakTo3a. [1allueHTH ¢ peJKu HACNIEACTBEHH POOIeMH Ha ralakTo3Ha
HEIIOHOCHMOCT, Lapp JakTa3zeH AeHIUT WK IIIF0K030-TajlakTo3Ha Majia0bcopOIus He TpsiOBa 1a
MIPUEMAT TO3H JICKApCTBEH MPOJYKT.

Coes neyumun
Jlepnmynomua medac chabpika COEB JEMUTHUH. AKO NAIMEHTHT € CBPBXUYBCTBUTENEH KbM (bCTHIN
win cosi, Jlepmynomua medac He TpsaOBa Ja ce M3MOJI3BA.

Hampuu
ToBa JekapcTBO ChABPIKa MO-ManKo oT 1 mmol HaTpuii (23 mg) Ha punmMupana TadneTka, T.e. MOXKe
Jla ce Kaxke, 4e MPaKTUIECKH He ChIbpiKa HaTpUH.

4.5 B3aumopneiicTBHe ¢ APYI'HM JIeKAPCTBEHH MPOAYKTH M APYrd (OpMHU Ha B3auMoeicTBHE

IIpoyuBaHus 3a B3aUMOACUCTBUATA Ca IPOBEXKIAHH CaMO MPU Bb3PaCTHU.



YBennuaBaHe Opos Ha HEXKEIAHNUTE PEaklni MOXKe Jja ce HabojaBa Mpu CKOPOIITHA WITH
eHOBpPEMEHHA yIoTpeda Ha XEMaTOTOKCHYHH TN XeMaTOTOKCHYHH JIEKAPCTBEHU MPOAYKTH WIIN
KOTaTo JICYCHUETO C JIe(hTyHOMHU]] CE MTOCIIE/IBA OT MIPUEMAaHETO HA TAKUBA JICKAPCTBEHU MPOIYKTH Oe3
MIEPUO HA OTMUBAHE (BXK. CBIIO YITBTBAHETO OTHOCHO KOMOWHAIIUS C IPYTH JICUEHUs, Touka 4.4).
CrneoBaTeNHO ce mpernopbhbuBa BHUMATEIHO MPOCIIEIIBaHEe Ha YEPHOAPOOHHUTE SHIUMHU U
XeMAaTOJIOTMYHHUTE MTOKa3aTeNld B HadanHaTta ¢a3a Ipy CMsIHa Ha TepanusiTa.

MeroTpekcar
IIpu manko (n = 30) npoydBaHe ¢ ¢AHOBPEMEHHO MpuiokeHue Ha edaynomu (10 no 20 mg 1HEBHO)

¢ merotpekcart (10 o 25 mg cenmMuuHo), € HabMOgaBaHO 2- 10 3-KpaTHO yBEJIIMUYECHHE Ha
YyepHOApoOHHUTE eH3uMU 1ipH 5 oT 30 manuenTy. Benuky yBennyeHus ca 0T3By4aiH, 2 C
IpOJbDKaBaHe Ha JBETE JEKAPCTBEHH MPOIYKTa U 3 cie]] IPEyCTaHOBABAHE HA JICIYHOMHU.
YBenuueHue, No-TosiMO OT 3-IIbTH € HaOJII0JaBaHo MpY APYTH 5 nanueHTa. Bcuuku e chiio ca
OT3BYYaJIH, 2 C MPOIBIKAaBaHE Ha ABETE JIEKaApCTBEHHU NMPOAYKTA U 3 Cle] MPEyCTaHOBSIBAHE Ha
nedIIyHOMUT.

[Ipu manueHTH ¢ PeBMaTOUIEH apTPUT, HE € YCTAaHOBEHO (PApMaKOKUHETHYHO B3aUMOICHCTBUE MEXKIY
nedynomu (10 o 20 mg qHeBHO) 1 MeToTpekcat (10 1o 25 mg ceaAMUYHO).

Bakcunanmu
Jlunicar naHHM 3a e()UKaCHOCTTA M OE30MMACHOCTTa Ha BAKCHHAIIMUTE 110 BpEMe Ha JICUCHUE C

nedryHOMHU . BakcHMpaHeTo ¢ KUBU aTEHIOWPAaHU BaKCHHU 00ade, He ce MpenopbyBa. JbarusaT
MOJTY>KUBOT Ha JIehIyHOMUT TPsIOBA J1a Ce MMa MPEIBUJI, KOTATO Ce TIaHyBa MPIJIOKEHUE Ha )KUBA
aTeHIOMpaHa BakcuHa cien cnupane Ha Jledrynomua medac.

Bapdapus v apyru KyMapuHOBU aHTUKOATYIaHTH

NMa cpoOIIeHus 3a ciiyyau Ha yBEJIMYCHO MPOTPOMOUHOBO BpeMe, KoraTo JiehIyHOMHT ¥ BaphapuH
ce TIpueMaT eJHOBPEMEHHO. B KIIMHUYHO (hapMaKOJIOTHYHO TIPOYYBaHE € HAOII0aBaHO
(hapMakoHHAMUIHO B3auMoelicTBre ¢ Baphapud u A771726 (8x. Ilo-momny). Ilopaau ToBa, mpu
€IHOBPEMEHHO MPUIIOKEHUE Ha Bap(paprH WK IPyT KyMaprHHOB aHTHKOATyJIaHT, ce PErophYBa
BHHMATEITHO MPOCIIEIIBaHe Ha MEXKIYHAPOIHOTO HOPMAJIM3UPAHO ChoTHOMIEeHNE (international
normalised ratio, INR) u HaOnronenue.

HCTIBC/Koptukocrepouan

AKO HaIMEeHTHT BeUe MpUeMa HeCTepOouIHU npoTuBoBb3nanutennu cpeacrea (HCIIBC) u/unu
KOPTUKOCTEPOHIH, TO MPUEMBT UM MOXKE J1a POIBIDKH U CJIE]] 3aTI0YBaHe Ha JICUCHUETO C
nedIIyHOMUT.

E(i)CKT Ha JPpYIH JICKAPCTBCHU MMPOAYKTH BHPXY J'Ied)HVHOMI/IZ[

Xonecmupamun unu akmueeH 8veneH

[IpenopbuBa ce maunMeHTUTE, IpUEeMaIly JeIyHOMHI, Ja He ce JIEKYyBaT ¢ KOJIECTHPaMHH HITH
AKTUBEH BBIJICH Ha MpaXx, ThH KaTo TOBa BOJM 10 ObP30 M 3HAYMTEIIHO HAMAJIsIBaHE Ha TUIa3MeHaTa
KoHIeHTpalus Ha A771726 (aKTUBHUAT METa0OIUT Ha JIe)IYHOMHMI; BXK. ChIO Touka 5). Cuura ce,
Yye MEXaHU3MbT C€ ABJKU Ha MPEKbCBAHE HA CHTEPOXENaTaTHUsI HUKbBJI 1/ UIH Ha
CTOMAITHO-YPEBHOTO OTAEsIHE HA AT771726.

CYP450 unxubumopu u uHoykmopu

In vitro npoyuBaHus 32 MHXHOMPAHE MTPU YOBEIIKU YEPHOIPOOHH MHUKPO30MH ITOKA3BaT, Y€ IIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuyactBaT B MeTabonm3Ma Ha nedayaomus.. [Ipoyusane in vivo 3a
B3aUMOJICHCTBUE C JIeQITYHOMH] H IUMETHINH (HecrienuduieH ciad HHXUOUTOP HA IUTOXPOM
P450[CYP]) moka3Ba siurica Ha 3HAYUMO BIMSIHHE BHPXY ekcrio3urusara Ha A771726. Cnen
€HOBPEMEHHO MPUIOKEHUE Ha €HOKpATHA 71032 JISQIyHOMH IPH MALMEHTH, IPUeMaLIH
MHOTOKPATHH J103H pudamruiuH (HecrieruduieH nuroxpom P450 MHIYKTOp), MAaKCHMaTHATE HUBA
Ha A771726 ce yBennuasaT npudnuzutenHo ¢ 40 %, nokato AUC He ce mpoMeHs 3HAYUTEIHO.
MexaHu3MBT Ha TO3U €(DEKT € HesICeH.



Ed)CI(T Ha J1e(DIIYHOMU BEPXY APYTH JIeKApPCTBEHH MPOAYKTH

Ilepopannu konmpayenmusu

[Ipu npoyuBane, mpu KOeTo J1e(IYHOMUJ € IpUIaral SAHOBPEMEHHO ¢ TpU(a3HH IepOpaTHU
KOHTpAaIeNTHBH, ChIbprKany 30 |g eTHHUICCTPAINo, Ha 3APaBH KEHU JOOPOBOJIKH, HE €
Ha0J101aBaHO HaMaJIsIBaHE HAa KOHTPALENTUBHATA AKTUBHOCT HA IIPOTUBO3a4aThYHOTO CPEICTBO, a
(apmakokuHeTnkaTa Ha A771726 e B mpensmwkaanuTe rpanuiy. HabnronaBaHo e hapMakOKMHETHIHO
B3aMMO/IEWCTBHUE C TIEPOPATHU KOHTpanenTuBu u A771726 (Bx. [lo-gomy).

[IpoBenenu ca cneqHUTE NPOYyUBaHUS 32 (PapMAKOKMHETHYHH U papMaKOAMHAMUYHN B3aUMOACHUCTBHS
¢ A771726 (rnaBeH akTUBEH MeTa0ONUT Ha JieyHOMHN). Thi KaTo Mo100HN B3aUMOJEHCTBUS OT
THIIA ,,JIEKapCTBO-JICKAPCTBO  HE MOTAT J1a c€ M3KJII0YaT 3a JIe(GIyHOMH/] B IPETIOPHUUTEITHUTE JI03H,
CIICTHUTE PE3YATAaTH OT U3MUTBAHUATA U MIPETIOPHKH TPAOBa Ja ce MMaT NMPEIBUJ IPH MALIUCHTH,
JIeKyBaHH C JICQITyHOMUI;

Edhexm evpxy penacnunuo (cyocmpam na CYP2C8)

HabmionaBano e nosumaBane Ha cpegHaTa Cmax 1 AUC Ha penarnunug (cboTBeTHO 1,7- 11 2,4-1bTH),
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnonara ue A771726 e uHXuOuTop Ha
CYP2C8 in vivo. ETo 3a1mo ce npemnopbuBa MpoCiIeAsBaHe Ha MalUEHTUTE TIPH eIHOBPEMEHHA
yrmoTpeba Ha JIeKapCTBEHH MPOITYyKTH, KOUTO ce MeTabomsupaT oT CYP2CS, kato Hanpumep
penariuHul, NaKIUTaKcesl, MUOTJIMTa30H WM PO3UTIINTA30H, Th KaTO T€ MOraT Jja UMAaT [0-BUCOKA
€KCITO3ULIMSL.

Egpexm evpxy xogheun (cyocmpam na CYP1A42)

MHOrokpaTHOTO npuiokeHne Ha A771726 namainssa cpeaHara Cmax 1 AUC Ha kodeun (cyOcTpar Ha
CYP1A2), cvotBetHO ¢ 18 % 1 55 %, koeTo npeamnonara ue A771726 moxe na Ob1e cinad HHIYKTOP
Ha CYP1A2 in vivo. TTopamu ToBa jieKapCTBEHH MPOAYKTH, KOUTO ce MeTabomusupar or CYP1A2
(kxaTo HanpuUMep TYJTOKCETHH, aJIOCETPOH, TCOPIIINH U TU3aHUJIMH), TPSAOBA J]a ce U3IOJI3BAT C
MOBUILIEHO BHUMAHUE 10 BpEME Ha JICUSHUETO, Thil KaTO TOBa OM MOTJIO Jia JIOBE/IE /10 HaMaJIsIBaHe Ha
e(hMKacHOCTTa Ha TE3U POITYKTH.

Egexm evpxy cyocmpamu na opeanuynus anuonen mpancnopmep 3 (OAT3)

Hab6monaBano e moBumaBane Ha cpemHaTa Cmax 1 AUC Ha medakiop (ceotBeTHO 1,43- 11 1,54-116TH)
cJie]l MHOTOKpaTHO npuiioxkeHne Ha A771726, koero npeanonara ue A771726 e uaxudbutop Ha OAT3
in vivo. Tlopaau ToBa € HEOOXOJMMO OBHUILICHO BHUMAaHUE, KOTaTo Ce puiiara e IHOBPEMEHHO ChC
cyocrpatu Ha OAT3, xaTo uedakiop, OEH3WIMEHUIWINH, TUIPO(IOKCALIMH, HHAOMETALH,
keronpodeH, hypoceMun], IMMETHINH, METOTPEKCAT, 3UIOBYIHH.

Egexm evpxy BCRP (Breast Cancer Resistance Protein, npomeun na pe3ucmeHmHocm Ha paxK Ha
2vpoama) w/unu cyocmpamu Ha OpeaHuyHUs AHUOHeH mpaxncnopmupaw noaunenmud Bl u B3
(OATP1B1/B3)

Ha6nronaBano e noBuimaBaHe Ha cpeqHUTE Cmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-rpTH) ciiemr MHOTOKpaTHO TIpritoxkeHne Ha A771726. Beiipeku ToBa, He ce HaOJIf01aBa BUIANMO
BB3/IEHCTBIE HA TOBA MIOBHIIaBaHE Ha TUIa3MEHATa EKCIIO3UINS Ha PO3YBAaCTaTHH BPXY aKTHBHOCTTA
Ha HMG-CoA pemykTra3zara. AKO ce U3I0I3BaT €ATHOBPEMEHHO, 103aTa Ha pO3yBacTaTHH HE TPSAOBa ga
HaaxBBPIsA 10 mg BeqHbK JHEBHO. 3a npyru cyocrparu Ha BCRP (Hamp. MeToTpekcar, TOOTeKaH,
cyndacaiia3uH, JayHOPYOUIIHMH, TOKCOpyOuluH) u cemeirictBoro Ha OATP, ocoOeHO HHXUOUTOPH Ha
HMG-CoA penykrazata (Hanp. CUMBacTaTHH, AaTOPBACTATHH, IPABACTATHH, METOTPEKCAT,
HATETJINHH/I, PENariIHHNA], pUGaMIHUIINH) €THOBPEMEHHOTO MPHIIIOKEHUE TPsIOBa CHINO J1a ce
M3BBHPINBA C TIOBUIIIEHO BHUMaHKe. [lanmenTuTe TpsiOBa ga ce HabIr0gaBaT BHUMATEITHO 32 MPU3HAIH
Y CIMIITOMH Ha TIPEKOMEpPHA eKCITO3HINA Ha JIEKAPCTBEHUTE TMPOAYKTH U TpsiOBa Ja ce MMa MpeBr]
HaMaJIIBaHEe Ha J103aTa Ha TE€3U JICKAPCTBEHU MPOIAYKTH.

Edpexm evpxy nepopannu xkonmpayenmuesu (0,03 mg emununecmpaduon u 0,15 mg negornopeecmpen)
Hab6monaBano e moBumaBane Ha cpemHaTa Cmax 1 AUCo.24 Ha eTHHIIIECTPAANON (CHOTBETHO 1,58- 1
1,54-rbtH) 11 Cinax 1 AUCo.24 Ha TeBOHOprecTpen (choTBETHO 1,33- 1 1,41-16TH) ClleT MHOTOKpPATHO



npwioxenue Ha A771726. Beipeku 4e He ce 0UaKBa TOBAa B3aUMOJICHCTBHE 1A TIOBIIHSC
HeOJIaronpusaTHO e(h)MKACHOCTTA Ha MTEPOPATHUTE KOHTPAIICITHBH, TPIOBa Ja c€ 00bpHE BHUMAHUE HA
BUJIa HA JICUCHUETO C [IEPOPAJICH KOHTPALICTITHB.

Egexm evpxy sapgpapun (cyocmpam na CYP2C9)

MHoTOKpaTHOTO TIpHIokeHue Ha A771726 He e mMmaio eQeKkT BrpXy dhapMaKOKHMHETHKATA Ha
S-Bapdapun, koeTo nokasBa, ye A771726 He e maxuduTop M uHIykTop HAa CYP2C9. Habmomasano
e obaue HamaneHue ¢ 25 % Ha MaKCHUMaTHOTO MEKAYHAPOJHO HOPMAJIM3UPAHO CHOTHOILLICHHE
(international normalised ratio, INR), korato A771726 ce npuiara eIHOBPEMEHHO ¢ Bap(apHH, B
CpaBHEHHE ChC CAMOCTOSATENHO NpHIIokeHre Ha Bapdapun. ETo 3aimo, korato Bapdaput ce npuiara
€IHOBPEMEHHO, Ce MPEnophUBa CTPUKTHO npocie/sBane Ha INR u HaGmonenue.

4.6 @epTuauTeT, GPEMEHHOCT U KbPMEHe

BpemenHocT
AKTHBHHAT MeTa00IUT Ha eduyHoMua, A771726 Moxe a IPUYMHA TSKKH Mandopmanuy Ha

HOBOPOJICHOTO, aKO ce IpuJiara no BpeMe Ha OpemeHHocT. JledmyHomun medac € mpoTUBOMOKA3aH 110
BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3).

JKenu ¢ neteponeH noTeHMan TpsAOBa Ja M3MOI3BAT €PEKTUBHA KOHTPALICIIIVS IT0 BpeMe Ha U JI0
2 roqunu cnen iederunero (Bxk. “Ilepron Ha n3yakBaHe” Mo-A0y) Wiu 10 11 qHU cien JTeyeHHeTo
(Bx. ckbcenus “OumcTBaia mporeaypa’ mo-110iy).

[MarenTkaTa TpsOBa Ja ObJC yBEIOMEHA, Y€ aKO UMA HIKAKBO 3a0aBsiHE HA MCH3KCA WU HAKAKBA
JpyTa IMPHYUHA Ja T0A031upa OpeMeHHOCT, TS TpsiOBa BeaHAara Ja MpeayIpean jJeKkaps 3a
M3BBPIIIBAHETO Ha TECTOBE 32 OPEMEHHOCT, M aKO Ca TIOJIOKUTEITHH, JIEKAPAT U MallMeHTKaTa TpsAoBa aa
00CHIAT pricKa 3a OpeMeHHOCTTa. BE3MOXKHO € upe3 Obp30 HaMaNIIBaHE HA HUBOTO HA aKTUBHUS
METa0OJIMT B KPBBTA, Upe3 3aM0YBaHEe Ha MPOIleypaTa 3a eNUMUHUPAHEe Ha JIGKapCTBOTO, ONMCAHA
0-710J1y, OIIe TIPH TbPBOTO 3a0aBsiHE HA MEH3KCA MOXKE JIa C€ HaMaJli PUCKa 3a IUIoa OT
neITyHOMUI,

[Tpu Manko MPOCIEKTUBHO NPOY4BaHe MPH kKeHU (n = 64), 3a0peMeHeNn HeTUTaHUPaHo, JOKATO ca
npueMaiy JedIyHOMU/ 32 He TTOBeY€e OT TPU CEJMHMIIU CJIe]l 3a4eBaHETO U C MOoCie/Balia nporerypa
3a eJIMMUHMPAHE Ha JIEKapCTBOTO, He ca HaOMoAaBanu 3HauuMu pasiukd (p = 0,13) B obmara yectoTa
Ha 3HaYMMU CTPYKTYpHHU AedektH (5,4 %), B CpaBHEHHE C KOSITO U 1a € OT CPAaBHUTEIHUTE IPYIH

(4,2 % B rpymata cbe 3a0omsaBane [n = 108] u 4,2 % npu 3apaBu OpeMeHnn xenu [n = 78]).

[Ipu >xeHu, KOUTO MpHEMaT JehIYHOMHT M HCKAT Ja 3a0pEeMEHesT, ce PeIophyuBa eHa OT CIECTHUTE
MPOLIETypH, 32 J]a CE KOHCTATHPa, Y TUIOABT HE € U3JI0KECH Ha TOKCUYHH KOHIIeHTpaIuu Ha A771726
(tapretna xonuenTtpauus mox 0,02 mg/l):

Ilepuoo na uzuakeane

Moxe na ce ovakBa, Ia3MeHuTe HuBa Ha A771726 na 6bnat Haa 0,02 mg/l 3a npoabIoKUTENeH
rieproz. Moxke /1a ce o9akBa KOHIeHTparusaTa 1a cragae mox 0,02 mg/l oxomno 2 rogunm ciexn
CIMpaHe Ha JIEYEHUETO C JIe(ITyHOMU.

Crnen 2-roquilieH epro]l Ha H3UaKkBaHe, TIa3MeHaTa KoHIeHTpaus Ha A771726 ce n3mepsa 3a
spBu 6T Clie TOBa Mmia3MeHara KoHIeHTpanwst Ha A771726 tpsOBa 1a ce onpenen OTHOBO CIe/
WHTEpBaJ OT moHe 14 mHu. AKo ABeTe mia3MeHu KoHueHTpauun ca mox 0,02 mg/l, He ce ouaksa
TEPaTOreHEH PUCK.

3a mombIHATETHA HHpOPMAIIHMS OTHOCHO U3CJIEIBAHETO, MOJIs, CBBpKETe ce ¢ [IpuTexarens Ha
Pa3pelIeHUeTo 3a yIoTpeda WK ¢ JIOKATHUS MY MTPEIICTABUTEN (BXK. TOUKaA 7).

Ouucmesawa npoyedypa
Crnen criupaHe Ha JICUEHUETO C JISITyHOMUS;
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. Komnectupamun 8 g ce mpwiara 3 msTH JHEBHO 3a repuox oT 11 mHu.
. W 50 g akTHBEH BBIVIEH Ha IIpax ce Impuiara 4 mbTH JHEBHO 3a Hepuos ot 11 nHu.

W npu aBeTe npoueaypu odade, ce M3UCKBA MPOBEPKA ¢ 2 OTICIHU TeCTa IIPe3 UHTEPBAJ OT IOHE
14 nHu ¥ IepuoJ Ha M3YaKBaHE OT MECEIl M ITOJIOBUHA MEXIy IThpBaTa IMOsBa HA IIa3MEHA
koH1eHTparys moxa 0,02 mg/l u ormnoxnaneTo.

JKenute ¢ gerepoaeH nmoreHiyan TpsOsa aa 0baaT MHOOPMUPAHH, Y€ CE Hajlara Iepro]l Ha U3UuaKkBaHe
OT 2 TOJIMHU CIIe/I CIUPaHe Ha JICUSHUETO, IIPEIU Te J]a MOXKe Ja 3a0peMeHsBaT. AKO ITEPHOABT Ha
W34YaKBaHE OT MPUOJIM3UTEIHO 2 TOAWHH, C U3IOJI3BaHE HA HA/ICX/THA KOHTPAIICTIINS CE CUUTa 3a
HEIPaKTHYCH, MOKE JIa Ce Mpernopbya Npo(HIaKTHIHO Ha3HAYaBaHE Ha OYUCTRAIIA TIPOLIeaypa.

U xonectupaMuH, ¥ aKTUBEH BBIJICH Ha Mpax MOTAT Jia MOBIUSAAT a0COpOIHsITa HA €CTPOTCHU U
MIPOTECTareHy Taka, e HaIe)KHA KOHTPAIICTIIINSA C TIEPOPATTHA KOHTPAIICIITUBY Ja HE MOXKe J1a ObJie
OCHUTypeHa 10 BpeMe Ha OYHCTBAIIATa MMPOIIeIypa ¢ KOJISCTUPAMUH WJIH aKTUBEH BBIVICH Ha Ipax.
[IpenopbuBa ce U3MON3BaHE HA ANITEPHATUBHU KOHTPAIICTITUBHU METO/IH.

Kspmene
[Ipoy4BaHusTa IPH )KUBOTHH MOKA3BAT, Ye JISHIYHOMH/] MIIH HETOBUTE METaOOJIUTH IPEMUHABAT B

MJISIKOTO. 3aTOBa, KbpMCHINUTEC JKCHU HC Tp$16Ba Ja nmpuemMatr J'Ie(i)JIyHOMI/IZ[.

DepTUnuTer
Pesynrarute oT npoyuBaHusaTa BHPXY (DEPTHIUTETA IPH )KUBOTHH HE Ca MOKa3anH e(heKT BbPXY

MBKKHUS ¥ KESHCKUST QEPTHIIMTET, HO TIPU MPOYYBAHHATA 32 TOKCHYHOCT TP MHOTOKPATHO MpHJIaraHe
ca HaOJIF01aBaHU HE)KEIaHU €EKTH BbPXY MBKKHTE PEIIPOAYKTUBHU OpraHu (BK. TOYKa 5.3).

4.7 EdexTu BBpXy cioco0HOCTTA 32 IopupaHe U padoTa ¢ MALIUHA

B citydaun Ha HexenaHM peakUH KaTo 3aMasiHOCT, CIIOCOOHOCTTA Ha MAIMEHTHUTE 1a CE KOHLIIEHTPUPAT
U Jla pearupaT MpaBUIHO MOKe Jia ObJie HapylieHa. B TakuBa cirydaun nanueHTure TpsiOBa 1a ce
BB3IBPXKAT OT modupaHe u padboTa ¢ MAITHHM.

4.8 Hexenanu JiekapcTBeHH peaKUUH

O06o06uieHre Ha poduna Ha Ge30MacHOCT

Haii-yecto cpobuiaBaHnTe HEKENAHU PEaKLUU MPH JIeIyHOMHU ca: JIEKO MOBHUILAaBaHE Ha KPHBHOTO
HaJIsIraHe, JEBKOIICHHMS, TapecTe3usl, TaBo0oIre, 3aMasiHOCT, AUApHs, rajieHe, IOBPhIIaHe,
HapyIIeHNs Ha YCTHATA JIUTaBHIIa (HaIp. aQTO3eH CTOMATHT, SI3BU B ycTaTa), KOpeMHa 00JIKa, 3aCHIICH
KocomnaJ, ek3eMa, 00pHB (BKIIOUMTEIHO MaKyJIONAIyJI03eH 0OpHUB), CHPOEIK, cyXa Koxka,
TEHOCHMHOBHT, noBuiaBane Ha CPK, anopekcusi, 3aryda Ha Tersio (0OMKHOBEHO HE3HAYMMa), aCTCHHS,
JIEKH aJIepTUYHHU PEaKIMy ¥ ITOBUIIABaHE HA YePHOAPOOHUTE TTOKa3aTeNn (TpaHcaMuHa3k [0c06eHO
AJIAT], no-psinko rama-GT, ankanna ocdarasza, OUIHPYOUH).

Krnacudukaius Ha 0O4akBaHUTE YECTOTH

Mmuoro gectn (> 1/10); wectu (> 1/100 o < 1/10); Heuectu (> 1/1 000 o < 1/100); penku (> 1/10 000
1o < 1/1 000); muoro penku (< 1/10 000), ¢ Hen3BecTHa YeCTOTa (OT HATMYHUTE JAaHHU HE MOXKE Ja
ObJc HalpaBeHa OLICHKA).

HpI/I BCSKO IpyrnupaHe B 3aBUCUMOCT OT YCCTOTATa, HCIKCJIIAHUTC JICKAPCTBCHU PCAKIIUU CC I/I36p0$IBaT
B HU3XOJAMI pCJ IO OTHOIICHUC HA TAXHATa CCPUO3HOCT.

HUngpexyuu u ungpecmayuu
Penxu: TEXKU UH(EKINH, BKIFOYUTEITHO CETNICHC, KOUTO MOXe Ja Obe dhaTayieH

KaxTo npyru cpenctsa ¢ UMyHOCYIIPECUBEH TIOTCHIIUAM, JIShITyHOMHU MOXKE Jla YBEITUIH
MOJIATIMBOCTTA KbM MH(EKITNH, BKIFOUNUTEIHO OMIOPTIOHUCTUYHN MH(EKITNH (BXK. CBHIIO ToO4Ka 4.4).
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CrieioBaTeIHO 00IaTa YeCcToTa Ha HHPEKIMUTE MOKE J1a Ce YBEIMUU (0COOCHO Ha PUHHUT, OPOHXUT U
ITHEBMOHUSA).

Heonnazmu — 0obpoxauwecmeaenu, 310Kauecmeeru U HeONPeoeieHy (6K1. KUCMU U NOAUNY)
PHCKBT OT 3710Ka4eCTBEHOCT, 0COOeHO THMpOTIpor(epaTHBHE HAPYIICHHS, € YBEIHUEH IIPH

ynorpebaTa Ha HIKOM HMyHOCYTIPECOPH.

Hapywenus na kxpvema u aumgpnama cucmema

YecTn: sieBkoneHust (ieBkouutH > 2 g/l)

Heuectn: aHeMusi, Jeka TpomOouunTonenus (Tpomobouuntu < 100 g/l)

Penxu: NaHUXTONEHH (BEpOATHO AbJDKALIA C€ Ha aHTUIPOJIU(EpaTuBeH MEXaHU3IbM),
neBkoneHus (ieBkouuty < 2 g/l), eozunoduius

MHoro peaku: arpaHyJIoLUTO3a

CKOpOIHHa, CIHOBPEMCHHA WUJIKU MOCJICABalIa YHOTpe6a Ha NOTCHIIMAJTHO MUCJIOTOKCUYHHA CPEACTBA
MOXE Ja 61),]16 CBBbp3aHa C MMO-BUCOK PUCK OT XEMATOJIOTHYHHN pCaKIHHU.

Hapywenus na umynnama cucmema

Yecru: JIEKU aJIEPTUYHU PEAKIINH

MHoro penku: TEXKH aHa(UIaKTHYHN/aHA(DUIAKTONIHU PEaKLUH, BACKYJIUT, BKIIOUUTEITHO
KO>KEH HEKPOTH3HUpAIL BaCKYJIUT

Hapywenus na memabonusma u xpanenemo

Yectu: nosumaBaHe Ha CPK
Heuectn: XUIOKATUEMHUSI, XUIIEPIUIHAeMuUs, Xunodocharemus
Penku: nosuiaBane Ha LDH

C HeusBecTHA YeCTOTa: XUMOYPUKEMHUS

THcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepenama cucmema
Yecru: napecTe3us, r1aBodoue, 3amMmaiiBaHe, nepudepHa HEBPOMaTHsI

Cvpoeunu napywenus
Yectu: JIEKO MOBUIIIABaHE Ha KPBBHOTO HAJISTAHE

Penxu: SHAYUTCIIHO IMOBHUIIABAHE HA KPBBHOTO HAJIATAHE

Pecnupamopnu, epvonu u meouacmunaniy HapyuieHusl

Penxwu: WHTEPCTHUINAIHA OeToApoOHa 0oecT (BKIIFOUNTETHO HHTEPCTHITHATICH
ITHEBMOHUT), KOSITO MOXKe J1a ObJe haTaimHa

C HeusBecTHa OenoapoOHa XUNEepTOHHUS, OeI0IPOOEH HOLY T

4ecToTa:

Cmomawno-upesnu HapyueHus

YecTu: KOJIUT, BKITFOYUTEITHO MUKPOCKOIIMYEH KOJUT, KATO HAIIPUMEP JTUMQOLUTEH KOJIHT,
KOJIareHO3eH KOJINT, THapHs, TajJieHe, MOBPhIIaHe, yBpeKJaHe Ha yCTHATA
jurasuia (Harp. adTo3eH CTOMATHUT, SI3BU B yCTaTa), KopeMHa 0oJika

Heuectu: HapyIICHUS BbB BKyca

MHoro penku: MTaHKPEATUT

Xenamobunuapnu Hapywenus

Yectu: MOBHIIIaBaHE HA YEPHOIPOOHUTE NOKa3aTenu (TpaHcamuHasu [ocobeno AJIAT],
no-psinko rama-GT, ankanaa pocdaraza, OuaupyOwH)

Penxu: XETIaTHT, )KBITCHUIA/X0JIecTasa

MHoro penku: TEXKO YEPHOJIPOOHO YBPEKJAaHUE KAaTO YepHOAPOOHA HEIOCTATHYHOCT U OCTpa

4epHOIPOOHA HEKPO3a, KOUTO MoraT Jia Obaat daTaaHu
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Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAH

Yecru: 3aCHJICH KOCOMaJ, eK3eMa, OOpUB (BKIIIOYUTEIHO MaKyJIONayI03eH 00puB),
ChpOEK, Cyxa KoxKa

Heuectu: YpTUKapUs

MHoro peaku: TOKCHYHA eNHAepMaliHa HeKpoJIn3a, CHHApoM Ha Stevens-Johnson, eputema
MynTudopme

C HemsBecTHa

4yecTora: KOXKEH JTyITyC epUTeMAaTo/iec, IyCTYJIO3eH TICOPHA3UC WK BJIOIIaBaHE Ha
MICOPHUA3HUC, JIEKAPCTBEHA PEaKIHsl C €O3UHOPMINS U CHCTEMHHU CUMIITTOMHU
(DRESS), koxxHa s13Ba

Hapywenus na mycxyino-ckeiemuama cucmema u CbeOUHUMenIHama movKaH
Yecru: TEHJJOCUHOBUT
Heuecru: PYNTypa Ha CyXOXKUIUE

Hapywenus na 6vb6peyume u nuxounume nomuua
C Heu3sBecTHa yecToTa: OBbOpEeUYHa HEJOCTATHYHOCT

Hapywenus na ev3npouszsooumennama cucmema u 2bpoama
C Heu3BecTHA YeCTOTa: TPAaHUYHO (0OpaTHUMO) IMOHIKAaBaHE Ha KOJMYECTBOTO HA CTIEPMATO30U/INTE,
001us 6poit CriepMaTo30UIu U MOJBUKHOCTTA UM

Obwu HapywieHus U epekmu Ha MACMOMO HA NPUTOHCEHUE
Yecru: aHOpeKcHsl, 3ary0a Ha TerJio (0OMKHOBEHO HE3HAUYMMa), aCTCHUS

Cpo0111aBale Ha HOJAO3UPAHU HEKEIAHU PEAKIIAHI

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUHU CIIS]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. TOBa MM03BOJIABA Ja MPOIBIKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPoAyKT. OT MEIUIIMHCKUTE CTICUAIMCTH CE N3MCKBA J]a ChOOIaBaT BCAKA
M0T03UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 Ilpepo3upane

CumnroMu

MMa cpoO1eHus 3a ciryyau Ha XpOHHYHO TIPE03UpaHe MPH MmanueHTH, npueManum Jledrynomus
medac B JHEBHHU JI03H JI0 TIET IIBTH MO-TOJIEMH OT MPETNOphUYNTEIHATA JHEBHA 7032, ¥ CIIyYal Ha
0CTpO TpeI03upanHe MPH Bb3pacTHH U Jena. Hsama choOIeHus 3a HeKenaHu ChOUTHS pU
MO-TOJIsIMAaTa 4acT OT CIIy4auTe Ha mpeno3upane. Hexenanute chOUTHSA, ChBMECTUMHU C TIpodhriIa Ha
Oe3omacHOCT Ha JieTyHOMUJ ca: KOpeMHa O0JIKa, TaJicHe, Tuapus, IIOBUIICHA YePHOAPOOHN CH3UMH,
aHeMUs, JICBKOIICHUS, ChpOSK B 0OpHUB.

OsnaasBaHe
B ciryqaii Ha ipero3upaHe Wik TOKCHYHOCT, C€ TIPETOPhUBa MPUEMAHETO Ha KOJICCTHPAMUH WITH

aKTHUBEH BBIJICH, 3a YCKOPSIBaHE Ha eIMMUHUpaHeTo. KojiecTpaMuH, MPUIOKEH MEPOPAIHO B 7033 OT
8 g Tpu ITbTH THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOIIY € HAMAIWJ IIa3MEHUTE HUBA Ha
A771726 ¢ okomno 40 % 3a 24 yaca u ¢ 49 % 1o 65 % 3a 48 4gaca.

JokazaHo e, ye MPUIOKEHUETO HA aKTUBEH BBIJICH (TpaX, MPUTOTBEH KATO CYCIEH3Hs) Mpe3 ycTaTa
WK upe3 HazoractpaiHa conaa (50 g Ha Bceku 6 yaca 3a 24 yaca) , HamaJsBa IUTa3MEHHUTE
KOHIICHTpAINK Ha akTUBHUS MeTabommt A771726 ¢ 37 % 3a 24 gaca u ¢ 48 % 3a 48 gaca. Te3u
OYHCTBAIIH TPOIICAYPU MOXKE J1a CE MOBTOPSAT MPH KIMHUYIHA HEOOXOUMOCT.

[IpoyuBanus npu xemoananuza 1 CAPD (xponnyna amOynaTopHa nepuToHeanHa Auain3a) IMoKa3BaT,
4ye A771726, OCHOBHUST METa0OIHT Ha JIeQIYHOMUI HE MOXKE J1a Ce THATU3Upa.
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5. ®APMAKOJIOTUYHU CBOMCTBA

51 d@apmakoaMHAMMYHHU CBOIiCTBA

dapMakoTepaneBTHYHA TPyIia: CeJieKTUBHU uMmyHocynpecopu, ATC kox: LO4AKO1
PapmakosIorus npu xopa

Jledbmyromun e 6oecT-MOAUMPHUITUPAIITO AHTHPEBMATUYHO JIEKAPCTBEHO CPEIICTBO C
aHTUNPOIU(EPaTUBHU CBOKCTBRA.

DapMaKoJIOrus IpY KUBOTHH

Jlepmynomun e eheKTUBEH MPU MOJICITH HA apTPHUT U IPYTH aBTOMMYHHHU 3a00JIIBaHMs TIPU )KUBOTHH,
a Taka ChIIO M MPU TPAHCIUIAHTAIMS, TJIABHO aKo Ce MPUIIOKHU BBB (hazata Ha ceHcuOMmusupane. Toit
“Ma HMYHOMO Ty JTUpAIli/MMyHOCYIIPECUBHH CBOUCTBA, IEHCTBA KATO aHTUIIPOIH(EPATHBHO CPENCTBO
C IPOTHBOBB3MATUTETHH CBOMCTBA. [IpH KUBOTHHCKH MOZEIH Ha aBTOMMYHHH 3200 IIBaHUs
nedayHOMU/I OKa3Ba Hail-100bp MPOTEKTUBEH e(EKT MPH MPUIOKEHUE B paHHATa (a3a Ha pa3BUTHE
Ha 3a00JIIBaHETO.

In Vivo To#t 6Bp30 U MOUTH HAITBIHO ce MeTabomu3upa 10 A771726, KoiTo e akThBeH iN Vitro u ce
Npe/Iroiara, ue € OTTOBOPEH 3a TePANeBTHUHUS €PEKT.

MexaHu3bM Ha JICHCTBHE
A771726, akTHBHUAT METa0ONHUT Ha Je(pIyHOMUA, TOATUCKA €H3UMA TUXUAPOOPOTAT JEXUIPOreHasa
(DHODH) npu xopa 1 nposiBsiBa aHTUIPOIUPEPATUBHO ACHUCTBHE.

Kinmanyana edukacHoCT 1 6€30macHOCT

Peemamouden apmpum

EdukacnocTTa Ha neduryHOMU IIPH JIEYEHHE Ha PEBMATONICH apTPUT € JJ0Ka3aHa 1npu 4
KoHTponupanu m3nutBanui (1 BeB ¢asza |l u 3 BB dasza lll). [Ipu daza Il usnurBanero, npoyusane
YU203, 402 ygacTHUIY ¢ aKTUBEH PEBMATOHUJICH apTPUT ca PaHAOMHU3HPaHU Ha Tuiane0o

(n = 102),rednyromun 5 mg (n = 95), 10 mg (n = 101), wnu 25 mg/nuesHo (n = 104). Jleuenuero €
MPOABIDKUIIO 6 Meceria.

Benuku nanuenTu BB dasa |l nanutBanusaTa ca npuemanu HadanHa go3a ot 100 mg 3a Tpu JHH.

IIpu npoyusaneTro MN301, 358 yqacTHHIIM ¢ aKTUBEH PEBMATOUICH apTPHUT Ca PAHIOMU3HPAHHU Ha
nedaynomun 20 mg aueBHo (n = 133), cyndacanazun 2 g naeBHo (n = 133) unm mianedo (n = 92).
JledenueTo e npoabIKWIO 6 Mecena.

[MpoyusaneTro MN303 e akynraTHBHO Cisio 6 MeCceuyHO MPOIbIbKeHHE Ha mpoyuBane MN301 6e3
iane0o rpyma, mpyu KOeTo ce CpaBHABA €PEKTHT OT 12 MeceuHo npueMane Ha JIeQIyHOMU 1
cyndacanazus.

ITpu mpoyuBanero MN302, 999 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPHUT Ca PaHAOMHU3HMPAHU Ha
nedaynomun 20 mg/naeBHo (n = 501) wiu MeToTpekcar 7,5 mg/cenmuyHo a0 15 mg/cenMuaHo

(n = 498). JIo6aBsiHeTo Ha (oreBa KUCENUHA € OO0 1Mo u300p 1 € nprara€o camo mpu 10 % ot
nanueHTute. JleueHueTo e mpoapnKuio 12 Mecena.

ITpu mpoyusane US301, 482 yuacTHHIIM C aKTUBEH PEBMATOMACH apTPUT Ca PaHAOMHU3HPAHU Ha
neduryHomun 20 mg/maeBHO (n = 182), metoTpekcat 7,5 mg/ceamuyHo 10 15 mg/cenmuyuno (n = 182),
i iane6o (n = 118). Becuuku manuedTy ca mory4aBaini mo 1 mg gonueBa KUCeTnHa 1Ba TbTH
IHEeBHO. JleueHueTo € mpoapnKuiIo 12 Mecena.

Jledmynomun B mHEBHA mo3a Haii-manko 10 mg (10 go 25 mg B mpoyuBane YU203, 20 mg B
npoyusanust MN301 u US301) e mokasan cTaTUCTHYECKH 3HAYUMO TO-100bp edekT oT mianedo npu
HaMmaJsBaHe Ha MPU3HAIMTE U CUMIITOMUTE HA PEBMATOUAHUS apTPUT MPU BCHUKU

3 ane0o-KOHTpONKMpaHu u3nuTBaHus. CTeneHTa Ha OTTOBOP Ha JICYEHUETO 0 Kiacu(ukausITa Ha
ACR (AMepukaHCKHUs KOJIEX 110 peBMaToJIorus), B mpoyusaneto YU203 e 27,7 % npu miauebo,
31,9 % mpu 5 mg, 50,5 % npu 10 mg u 54,5 % npu 25 mg/nuesno. [Ipu dasa |1l nusnursanmsra,
creneHTa Ha oTroBop 1o ACR 3a nedaynomuz 20 mg/nHeBHo, cupsimo 1uianedo e 54,6 %, crpsmo

14



28,6 % (mpoyuBane MN301) u 49,4 %, cripsimo 26,3 % (npoyusane US301). Cnen 12 mecena Ha
aKTHUBHO JICYEeHHUE, cTeneHTa Ha oTroBop 1o ACR npu nanuenture Ha aeduyHomun e 52,3 %
(mpoyuBanust MN301/303), 50,5 % (npoyuBane MN302) u 49,4 % (mpoyusane US301), B cpaBHeHHE
¢ 53,8 % npu manuenture Ha cyndacanazut (nmpoyuBanus MN301/303), u metoTpekcar - 64,8 %
(npoyuBane MN302) u 43,9 % (npoyusane US301). ITpu npoyusane MN302 nedmynomus e
3HAYUTEIIHO MM0-c1a00 edekTuBeH oT MeToTpekcar. Obaue, npu npoyusane US301 He ca yCTaHOBEHH
3HaYMMH Pa3IMKU MEXAY JeQIyHOMH U METOTPEKCAT, B MbPBUYHUTE MapameTpu 3a edukacHocT. He
€ HaOJIroTaBaHa paszivka MexXIy JedayHoMun U cyidacanasud (mpoyuBane MN301). EdbexTsT oT
JIEYeHUETO ¢ e TyHOMH]] Ce € TIPOSIBIII cief 1 Mecet, ctabunu3upan ce e cien 3 10 6 Mecera u e
NPOIBIDKHII 110 BpEME Ha LeNIus Kypce Ha JIeUeHHE.

Pannomusupano, ABOHHO-CIISMO, APATIETHOTPYIOBO, HOHMH(EPHOPHO NPOYYIBaHe, CpaBHSIBA
OTHOCUTENHATa €(UKACHOCT Ha JIBE Pa3IMYHM JHEBHH MOIABpKaIy 1034 jedayHomun 10 mg u

20 mg. Ot pe3ynTaTuTe MOXKeE Ja Ce 3aKII0YH, Y€ Pe3yNTaTuTe 3a ePUKaCHOCT Ha MOAIbpIKaIIaTa 103a
oT 20 mg ca no-01aronpusaTHU, HO OT ApyTa CTpaHa, pe3yaTaTHTe 3a 6€30MacHOCT ca B MOJI3a Ha
noxabppKamaTa 1o3a ot 10 mg.

Ileouampuuna nonynayus

JlepmyHoMu e M3cieiBaH B OTJEIIHO MYJITHIEHTPOBO, paHIOMH3HPAHO, ABOHHO-CIIAIIO,
AKTHBHO-KOHTPOJIMPAHO M3MUTBaHE NpH 94 marnmeHTy (47 B Tpyna) ¢ MOJHAPTUKYIIAPEH THUIT
IOBEHWJICH PeBMAaTOH/ICH apTpuT. [lanmenTure ca Ha Bp3pact 3-17 roauHu, ¢ aKTUBEH
nonuaptukynaper tTun FOPA, He3aBHCUMO OT Ha4aJIoTO Ha 3a00JsIBAHETO M HE ca JISKYBaHH JIOCETa C
MeToTpeKcar WiH JieuryHoMu 1. B ToBa n3nuTBaHe, HaTOBapBallaTa 103a 1 IMOIbpiKaIaTa 103a Ha
nedTyHOMU]] ca OTIpe/IeNIeH: B TPU KaTeropuu, B 3aBUCHUMOCT OT TeriioTo: < 20 kg, 20-40 kg

u > 40 kg. Cnen 16 cenMunu Ha JeueHHe, pa3inKaTa B CTEIIEHTa Ha OTTOBOP € CTaTUCTUYECKU
3HAYKMMa B Moji3a Ha MetoTpekcar pu FOPA Onpenenste na nogodpenueto (OIT) > 30 % (p = 0,02).
[Ipu pearupanute, TO3u OTTOBOP € MOIbPKaH B IPOABIDKEHHE Ha 48 cemMuIy (Bx. Touka 4.2).
XapakTepbT Ha HE)KEITAHUTE CHOUTHS Ha JICQIYHOMH] 1 METOTPEKCAT M3TJIEK/Ia CXO/IeH, HO /103aTa,
HM3II0JI3BaHa MpU MalUCHTHU C MMO-HUCKO TCIJI0, BOAU 10 OTHOCUTECIIHO HMCKA €KCIIO3UIHA (B)K.

Touka 5.2). Te3n qaHHU HE MO3BOIIABAT ePeKTUBHA M Oe30TacHa IPenopbhKa 3a TO3UPOBKA.

Ilcopuamuuen apmpum

EdukacnoctTa Ha tedryHOMU] € JOKa3aHa IPU KOHTPOJIUPAHO, PAaHIOMU3UPAHO, ABOHHO-CIISIIO
npoyuBane 3L01 npu 188 marnmenTy ¢ mcopraTHyueH apTpHUT, JieKyBaHu ¢ 20 mg/neH.
[IpoabmKUTEIHOCTTA HA JeYeHUe € 6 Mecela.

Jlepmynomun 20 mg/neH € 3HaYUTEeTHO MO-A00Bp OT IUanedo 3a HaMassBaHe Ha apTPUTHUTE
CHMTOMH TIpH TTaneHTH ¢ ncopuatudeH aptput: KOJIIIA (Kpurepuu 3a 0TTOBOp KbM JICUYCHHETO Ha
TICOpUaTHUEH apTpUT) pearupanute ca 59 % B rpynata Ha nedaynomun u 29,7 % B rpynara Ha
rrane6o g0 6 mecena (p< 0,0001). EpexTsT Ha nedmyHOMU BEpXY NOA00pABaHe Ha (PyHKIMATA H
HaMaJIsIBaHe Ha KOYKHUTE JIE3UH € yMepeH.

Tocmmapxkemuneosu npoyusanus

Panpomusupano npoyuBaHe olLieHsIBa KIMHUYHO e(pUKacHaTa CTEIeH Ha OTIOBOP IPH HEJIEKYBAaHU C
BMAUJIC nanmenTu (n = 121) ¢ panen PA, xouro ca nonyyasanu 20 mg wiu 100 mg nedayHomus B
JIBE MapajiesHy TPYIH, N0 BpeMe Ha HayalHUs TPUAHEBEH IBOWHOCIN nepuoa. HavamHust nepuon e
HOCJIEIBaH OT TPUMECEUEH OTKPUT MOAIbPrKalLl IIEPUOJ, II0 BpeMe Ha KOWTO U JBEeTE IPyIH ca
noJjiydaBaiu jJeduyHoMua B qo3a 20 mg aHeBHo. He ¢ HaOmo1aBaHO HapacTBaHE Ha 00IIaTa 1oJji3a B
M3CleIBaHaTa MOMyJalys NPy NPUIOKEHUETO Ha HATOBapBallla cxema Ha npuiarane. [lannure 3a
0e30MacHOCT, MOJTyYeHH OT JIBETE TPYIHY Ha JICUYCHHUE, Ca B ChOTBETCTBUE C M3BECTHHSI PO HA
Oe3omacHOCT Ha J1e(DITYHOMHI, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHH HEKEJIaHU ChOUTHS U Ha
MOBHUIIIEHH YepHOAPOOHHN EH3UMH € T0-BUCOKA MIPY MAaLMEeHTUTE, TI0TyJaBalllyd HaToBapBalia J103a OT
100 mg nedayHOMUA.

5.2 dapmakoKMHeTHYHH CBOWCTBA

Jlepnynomun 0bp30 ce MeTabOIM3KMpa 10 aKTUBHHS CH MeTaboauT, A771726 upes “first pass”
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MeTabom3bM (Upe3 OTBapsHE Ha MPBCTEHA) B UpeBHATA CTeHA B YepHHs 1po0. I1pu nmpoyusane ¢
M30TONHO Gensasan *C-nedayHoMEI Ipy TpUMa 3paBH JOOPOBOJIIH, HE € HAMEPEH HEMPOMEHEH
neduTyHOMU] B T1a3MaTa, ypuHata win pekamuute. [Ipu apyru npoydBaHusi, psIKO CE OTKPUBAT
KOJIMYECTBA HEMTPOMEHEH Je(IyHOMU/ B IJIa3MaTa, B TNIA3MEHU HUBA OT MOpsIbKa Ha ng/ml.
EnQuHCTBEHUAT pagroaKTHBEH METa0O0IHUT B Itazmata € A771726. To3u MeTaOOIHUT € OTTOBOPEH H 3a
etexTure Ha Jledyromua medac in Vivo.

AGcopbuus
JlaHHH 3a eKCKpenusaTa oT npoyusane ¢ **C mokassar, ue Haii-manko 82 10 95 % ot jo3ara ce

abcopOupa. BpemeTo 3a jocTurane Ha MakCUMajlHaTa [Ia3MeHa KOHIeHTpaust Ha A771726 e MHOTO
pasnmuyHo: Mexny | u 24 yaca cnen enHOKpaTHO mpuemane. Jlegmynomua Moke a ce mpuema
€IHOBPEMEHHO C XpaHa, Thi KaTo CTENEeHTa Ha abcopOLus € CpaBHUMA Ha IJIalHO ChbCTOSHUE U ClIe
xpanene. [lopaan U3BBHPETHO IBJITHA NOTYKUBOT Ha A771726 (0Ko0 2 ceAMULH), IPH KITMHUYHUTE
NpOYYBaHUS € U3M0J3BaHa HaToBapBaia 103a oT 100 mg 3a 3 guu 3a M0-0BP30 JOCTUraHE HA
cTarioHapHu HUBa Ha A771726. M3uucneHo e, ue 0e3 HaTOBapBalla /103a, 3a JOCTUTaHETO Ha
CTaIOHAPHU TUIa3MEHU KOHIIEHTPAIINH IIIe ca HEOOXOIUMHU TOYTH JIBa Mecela npritoxkenue. [Ipu
MIPOYYBAHUS C MHOTOKPATHO NPHIJIOKEHHUE, IPH NMALMEHTH C PEBMAaTOUJIEH apTpUT,
(hapMakOKMHETHYHHTE TTapaMeTpu Ha A771726 ca nuHeHN 3a 1030BUs Tuama3oH ot 5 j0 25 mg. [Ipu
T€3U MPOYYBaHUS, KIMHUYHUAT eeKT € MPSIKO CBhP3aH ¢ MIa3MeHaTa KoHIeHTpauus Ha A771726 u
Ha JHEeBHATa 7032 Ha jedayHomua. [lpu no3a ot 20 mg/aHeBHO, cpeHaTa IIa3MeHa KOHLIEHTpaLys
Ha A771726 B cTanmoHapHO chcToAHUE € npubam3uTenHo 35 pg/ml. [Ipu cTannoHapHO CHCTOSIHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 MbTH MO-BUCOKH, CPAaBHEHU C T€3W IIPH CIUHUYHA 1034,

PasnpeneneHue
B goBemkara mazma A771726 ce cBbp3Ba €KCTEH3UBHO C IPOTEHHUTE (amOymMunanTe). HecBbp3anaTa

yacT e okoJo 0,62 %. Cbp3BaneTo Ha A771726 ¢ ma3MeHus amOyMUH € JTMHEWHO B PAMKHUTE Ha
TEpaneBTUYHUTE IUIa3MEHU KOHIIEHTpauy. To e JIeko HaMaleHO ¥ BapuaOWIHO MPU HAalUeHTH C
PEBMATOHCH apTPUT MIIM XpPOHWYHA OBOpeyHa HeLOCTaThYHOCT. EKCTEH3MBHOTO CBBP3BaHE Ha
AT71726 ¢ mpoTenHUTE MOXKE Ja TOBEAC 10 M3MECTBAaHE Ha APYTH €KCTCH3UBHO CBBhP3aHH JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOAEHCTBHE Ha HUBO CBBP3BaHE C IUIa3MEHUTE NPOTEHHHU C Bap(papHH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH HEe TOKa3BaT B3auMoeiicTus. [lono0HM mpoyuBaHus ¢
noymnpodeH u qukiodeHak ChIlo He MoKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBbP3BaHe,
JIOKaTo HecBbp3aHaTa (pakmus Ha A771726 ce yBenmuasa 2 110 3 bTH IIPU HATNYHE HA TOJIOYTaMHUI.
A771726 nzmectBa ubynpodes, aukinodenaxk 1 Toa0yTaMul, HO HeCBbp3aHaTa (paKkiusl Ha Te3U
JieKkapcTBa ce yBeanuasa camo ¢ 10 o 50 %. Hama qaHHuM 3a KJIMHAYHO 3HAYCHHE Ha Te3H e(DEKTH.
ITopaau 3HAUUTETTHOTO CH CBBP3BaHE C TIa3MeHUTe OenThim A771726 nma HUCHK 00eM Ha
pasnpeznenenue (okono 11 nutpa). He e yctanoBeHo npedepeHnanHo noeMane OT epUTPOLIUTHUTE.

buorpanchopmarms

Jlepnmynomun ce merabonusupa 10 eanH ocHOBeH (A771726) 1 MHOTO Opyrd BTOPOCTETICHHU
Metabonuty, BKountenHo TFMA (4-tpudayopomerinanunun). MeraboautHaTa
ouoTrpanchopmarius Ha geduryHoMua 10 A771726 u nocneasaiusat Meradoau3bm Ha A771726 He ce
KOHTPOJIMpA OT €AMHUHCTBEH €H3UM U CE U3BBPIIBA KAKTO B MUKPO30MaJIHATA, TaKa U B LIUTO30JIHATA
KJIeThuHU Ppakuuu. [IpoyuBanus 3a B3aUMOAEHCTBHE C IMMETUANH (HECTIeHU(PHUCH HHXUOUTOP Ha
urToxpoM P450) u pudammunmi (HecrenuduaeH muToxpoM P450 uHIyKTOP) IOKa3Bart, 4e in Vivo
CYP enzumuTte yuactBat B MeTabou3mMa Ha JIeIIyHOMH]] CaMO B MaJIKa CTETICH.

Enumunupane
Enumunupanero Ha A771726 ¢ 6aBHO U ce XapaKTepH3Hpa ¢ KIMPBHC OT Hopsabka Ha 31 ml/h.

EnvMUHAITMOHHUSAT MOTYKHUBOT € OT MOpsIbKa Ha 2 ceamunm. Cien mpuioxeHne Ha OensizaHa ¢
M30TOII /1032 JIe(DITyHOMUT, paJHO0aKTUBHOCTTA CE OTICISI THAKBO BHB (DEKATMUTE, BEPOSATHO Upe3
eIMMUHUPAHE C JKIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpUe B ypuHaTa U (heKaJIuuTe 10
36 nHU cie] eqHOKpaTHO NpueMane. [ TaBHUTe METabOIMTH B ypUHATA ca TIIOKYPOHUIN Ha
neduryHOMUJ (TIIaBHO B ripobute ot 0 10 24 yaca) 1 OKCaHUIIOBO MPOu3BOAHO Ha A771726. BB
(exanuute ce oTKpuBa rinaBHo A771726.

YcraHOBEHO €, UC IpU XOpa MNPUIJIOKECHUCTO HAa NI€pOpaiHa CYCIICH3UA aKTUBCH BBIJICH HA ITpax WA
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KOJICCTUPAMHH BOJH 10 OBP30 M 3HAYUTEITHO YCKOPsBaHE Ha eKCcKpennaTa Ha A771726 n HaMmalnsBaHe
Ha TUTa3MEHNTE KOHIeHTpanuu (Bx. Touka 4.9). ToBa ce Ib/DKH Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA HAa PEKhCBAHE HA CHTEPO-XETIATAHUS ITUKBII.

br6peuno yBpexnaHe

JledbmyHOMHUT € IPUIIOKEH B AMHUYHA TTepopaiHa m1o3a oT 100 mg mpu 3 manueHTH Ha XeMOoAuaIn3a
¥ 3 MauMeHTy Ha NpoabJDKUTeNHa eputoneanta auannsa (CAPD). ®apmakokuHeTrkara Ha
AT771726 ipn manmenTr Ha CAPD m3ritexxaa cXomaHa ¢ Ta3u pH 31paBu 1ooposomn. [10-06p30
enumMuHUpane Ha A771726 ¢ Habmo1aBaHO TIPH MAIMEHTUTE Ha XEMOAHAIN3a, KOETO HE CE IBJDKU Ha
EKCTPaKIUs Ha JICKApCTBEHHUSI MPOYKT B TUAIIN3ATA.

UYepHoapoOHO yBpexIaHe

Hsma nannu 3a nedeHne Ha MAMEHTH C YepHOAPOOHO yBpeKaaHe. AKTUBHHAT MeTabonuT A771726 e
CBBbp3aH B roJIsiMa CTEICH C MPOTEHHUTE U CE SIIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cekpenus. Te3n mporecu MoKe J1a ObIaT MOBJIUSHHA OT YEPHOIPOOHA AUCHYHKITHS.

[lenuarpuyHa nomyarus

®dapmakokuHeTHKaTa Ha A771726 ciien mepopaliHO PUJIoKeHHE Ha JIeQIyHOMI € U3ciieBaHa IpH
73 meauaTpUYHU MAITUEHTH C MMOJINAPTUKYJIAPEH THIT IOBEHIUICH peBMaTounaeH apTput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunu. PesynraTute ot nomynanuoHeH (apMaKOKHHETHYCH aHAIU3 Ha TC3H
MPOYYBaHUs TOKA3BaT, Ye MEAUATPUIHUTE MAUEHTH ¢ TesecHo Terio < 40 kg nmaT Hamasnena
crucreMHa excrio3unms (n3Mepena upe3 Cgs) Ha A771726, mogo0HO HAa BE3PACTHUTE TAITUEHTH C
peBMaTOHICH apTPUT (BXK. TOUKa 4.2).

Crapyecka Bb3pacT
dapMaKOKMHETHYHUTE JaHHH [IPY JIUIIA B CTapyecKa Bb3pacT (> 65 rogunu) ca orpaHHYEHH, HO
CHOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIAJIUTE Bh3PACTHHU.

5.3 IlpeakIVHUYHHU JAHHU 32 0€30MACHOCT

JlepmyHoMuA, IpUIIO’KEH MIEPOPATHO U HHTPANIEPUTOHEATHO € U3CJICABAH B IPOYYBaHHS 32 OCTpa
TOKCHYHOCT TIPY MHIIKH U TUThX0BE. [IpoyuBaHHs P MHOTOKPATHO MEPOPAITHO MPUIIOKEHUE Ha
nedIIyHOMU] TIPU MHIITKH 32 TIEPUOJT OT 3 Mecela, INTbX0BE U KydeTa 10 6 Mecela 1 MaMyHH 10

1 mecer mokasBar, 4e IIIaBHUTE TAPreTHH OPraHu 3a TOKCHUYHO YBPEXKJIaHE ca KOCTHHUS MO3bK, KPBBTA,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTa, Jajlaka, TAMyca U TIMMQHHATE Bb3IH. [ TaBHUTE eeKTH ca
aHEeMUsl, JICBKOTICHHS, HaMaJieH Opoii Ha TPOMOOIIMTUTE U MMaHMHEJIONATHSI K OTPa3siBaT OCHOBHUS
MeXaHU3bM Ha JecTBUE Ha BeulecTBOTO (moaruckade Ha cuHTe3ara Ha JJHK). [Ipu mrbpxoBe u kydera
ca Hamepenu Tenna Ha Heinz w/unu Howell-Jolly. Ipyrure edektu, ycTaHOBEHH BBPXY ChPILETO,
4yepHUS Apo0, KOPHESATa U PECIMPATOPHUS TPAKT OMXa MOTIIH Ja ce O0SCHST ¢ MHPEKIUH BCIICACTBUE
Ha UIMyHOCYIpecHaTa. TOKCHYHOCT IPH KUBOTHHUTE € YCTAHOBEHA MPU 103H, CKBUBAJIICHTHU Ha
TEpaneBTUYHUTE JO3M NP XOpa.

Jlepnynomusn He e MyTtareneH. Bropocrenennust meraboaut TFMA (4-TpudayopoMeTHIaHUITNH)
NPEIM3BUKBA KJIACTOTCHHOCT U TOYKOBH MYTalUH iN Vitro, KaTo JMICBAT JOCTaThUHO JaHHU K TOU
MOYe Ja TTPEU3BHKa TO3H eeKT in Vivo.

[Ipu npoyuBaHe 3a KAPIUHOTCHHOCT NPH ILTBXOBE, JIe()IYHOMHU HE € TI0Ka3al KapLUHOT€HEH
noteHumat. Ilpu npoyuBaHe 3a KApUUHOT€HHOCT [P MUIIKHU € HaOIro1aBaHa I0-BHCOKA YeCTOTa Ha
37I0KauecTBEH TUM(OM MPH MBKKUTE B TpylaTa Ha Hal-BHCOKA 1032, HA-BEPOSITHO ABJIKAII CE HA
HMyHOcynpecuBHUS eekT Ha nedryHoMua. [Ipy xKeHCKkn MUILIKY € HaOJII0JaBaHo J0303aBUCHMO
yBeJIUYEHHE Ha YecToTaTa Ha OPOHXHMOJIO-aIBEOJIAPHHU aJCHOMH U KapLIMHOMH Ha Oenusi 1po0.
3Ha4YeHUETO HA Te3HW HAXOJKH NP MUILKHY 32 KIMHIUYHATA yHOoTpeda Ha JedayHoMua He e
YCTaHOBEHO.

JlepmyHOMHUA HIMa aHTUI'€HHHU CBOMCTBA MPH KUBOTHHCKU MOJIEIH.

JlepmyHomuz € eMOpPHOTOKCHYCH M TEPAaTOTCHEH MPH IUIBXOBE U 3ailIM B pAMKHTE Ha
TEpaneBTUYHUTE JO3M IPU XOpa U IPUUMHIBA HEXKEIaH! PEAKIIUU BbPXY MBKKUTE PENIPOAYKTHBHU
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OpTaHH MPH MPOYIBAHUATA 3a TOKCUIHOCT IIPH MHOTOKPATHO MpHiIokeHue. DepTUIINTETHT HE €
HaMalleH.

6. PAPMANEBTUYHU JAHHU

6.1 Cnucbk HAa MOMOIIHHUTE BELIECTBA

TabeTHO AP0
JIAaKTO3a MOHOXHJIPAT

XUAPOKCUTIPOTIHILENYI03a, YACTUYHO 3aMECTEHA
BUHEHA KUCEJIMHA

HaTpHEB Jaypuicyidar

MarHe3ueB creapar

DuIMOBO MIOKPUTHE
JICIIUTHH (COSBU 3bpPHA)
MTOJTH(BHHIJIOB QJTKOXOJT)
TaJIK

tutanoB auokcua (E 171)
KCaHTaHTOBa T'ymMa

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roguHu

6.4 CneuuajaHu ycja0BUsI HA CbXpPaHEHHe

CoxpaHsBaiiTe OyTHUIKaTa IUTBTHO 3aTBOPEHA, 3a J1a CE MPE/Ias3u OT Bjara.
6.5 Bwuawu chabpkaHue HA ONAKOBKATA

Jledpnynomua medac 10 mg dhunMupanu Ta0IETKU

40 ml 6ytunka ot HDPE ¢ mupoko repio, ¢ Kanayka Ha BUHT C BrpaJieH cymmTen (Osu1 cCHrKarein),
chabspikaiia 30, 60 wiu 100 puiMupanu TabISTKH B €IUH KOHTEHHE.

Jlepmynomun medac 15 mg dpunmmupanu TabnetTku
40 ml 6yrunka or HDPE ¢ mmpoko repiio, ¢ Kanadka Ha BUHT ¢ BIpajieH cymunTel (Os1 CHIMKaren),
ceaspikaiia 30, 60, 90 win 100 uaMupanu TabIeTKH B ¢IMH KOHTCHHEP.

Jlepnynomun medac 20 mg dhwimMupanu TabaeTKu
40 ml 6yrunka or HDPE ¢ 1mmpoko repiio, ¢ Kanadka Ha BUHT ¢ BIpajeH cymunTel (Os1 CHIMKaren),
ceappkama 15, 30, 60 wnu 100 ¢unmupanu TabneTk B eIMH KOHTEHHEP.

He Bcuuky BUOBe ONaKOBKU MOTaT j1a ObJaT IMyCHATH B IIPOJaK0a.
6.6 CrhenuaJHu npeanasHu MEPKH NP U3XBBPJIsiHe U padoTa

Hsama CIICIMaJIH U3 CKBAHUS 3a U3XBBPJIAHE.
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7. HHPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Jlepunynomun medac 10 mg dbuaMupann TabIeTKH
EU/1/10/637/001 (30 TabneTku)

EU/1/10/637/002 (60 TabneTkm)

EU/1/10/637/004 (100 TabneTkm)

Jledaynomua medac 15 mg dunMupann TabIeTKH
EU/1/10/637/010 (30 TabaeTKH)

EU/1/10/637/011 (60 TabaeTkm)

EU/1/10/637/012 (90 Tabnetku)

EU/1/10/637/013 (100 TabneTku)

Jlebaynomua medac 20 mg duaMupanu Ta0IETKH
EU/1/10/637/005 (15 Tabnetku)

EU/1/10/637/006 (30 TabaeTKH)

EU/1/10/637/007 (60 TabaeTKH)

EU/1/10/637/009 (100 TabneTku)

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha repBO pazpemanane: 27 tomau 2010 r.
Hata Ha nocneano nonHoBsBane: 23 mapt 2015 .

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

IMompoOHa nHbopMalrs 3a TO3H JEKAPCTBEH MPOIYKT € MPeJ0CTaBeHa Ha yeOcaiTa Ha EBpomnelickaTta
areHInus 1o Jekapcreata https://www.ema.europa.eu/.
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IMPUJIOKEHHUE IT

MMPOU3BOJUTEJI(A), OTTOBOPEH(HH) 3A OCBOBOKJJABAHE HA
MAPTUIU

YCJIOBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA U YIIOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA U E@EKTUBHA
YIOTPEBA HA JIEKAPCTBEHMS ITIPOAYKT

20



A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTUIU

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

Haupt Pharma Miinster GmbH
Schleebriiggenkamp 15

48159 Miinster

T'epmanus

medac
Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel
I'epmanus

[TeyaTHaTa JIMCTOBKA Ha JICKAPCTBEHUS MPOIYKT TPSOBA J1a ChIAbPIKa HMETO U aJipeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXTaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBHUA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOYKT C€ OTITyCKa [0 OTPaHUYEHO JieKapcko nmpeanucanue (Bx. [punoxenue I:
Kpatka xapakTeprcTika Ha POAYKTa, TOUKa 4.2).

B. JAPYI'M YCJIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. Ilepuoguyny akTyaJau3upanm Jokjaagu 3a oezonacuoct (ITAIB)

M3uckBanusTa 3a nonasane Ha [TAJIb 3a To31 J€KapCTBEH NPOAYKT Ca MOCOUYEHU B CIIUCHKA C
pedepentHuTe natu Ha EBpomnetickus cpio3 (EURD cruchk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIIBAIH aKTyJIM3aI[lH, ITyOJIMKYBaHH Ha €BPOICHCKHS
yeOmopTa 3a JeKapcTBa.

r. YCJI0BUsA NI OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

. Ilnan 3a ynpasienne Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenuero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa M3UCKBaHUTE JEHHOCTH H
JICHCTBYSI, CBbP3aHH C TIPOCIE/AsIBAHE Ha JIEKAPCTBEHATa 0€30IacHOCT, Moco4YeHH B 0100perus [TYP,
npencraBed B Moy 1.8.2 Ha PaspernienneTo 3a ynoTpeda, KakTo ¥ BbB BCHUKH CJIC/IBAIIY O00peHU
aktyanuzanuu Ha [TYP.

Axryanusupas [IYP tpa6Ba na ce mopasa:

. 1o uckaHe Ha EBponelickaTta areHius 1o JeKapcTBara;

. BUHAry, KOraTo ce M3MEHsI CcTeMara 3a yIpaBJIeHUE Ha pUCcKa, 0OCOOCHO B pe3yirTaT Ha
MoJly4aBaHe Ha HOBa MH(OpMaIys, KOSATO MOXe Ja JOBeAE A0 3HAYNMHU IPOMEHH B
CHOTHOIIICHHUETO T10J13a/PHUCK, WM CIIe]] TOCTUI'aHe Ha Ba)KEH eTarl (BbB Bpb3Ka C IPOCIIEAIBaHE
Ha JIeKapCTBEeHaTa 0€30I1aCHOCT WJIU CBEXJIaHE Ha PUCKA 1O MUHUMYM).

. JonbJHUTETHN MEPKH 32 CBe;KIaHe HA PUCKA 10 MUHHUMYM
IIputexatenar Ha pa3pemienreTo 3a ynmorpeda (IIPY) TpsoBa qa ocurypripe1ocTaBu Ha BCUIKH

JICKapH, KOUTO CC OYaKBa J1a HpC,Z[HI/ICBaT/I/IBHOHBBaT .HC(I)J'IYHOMI/II[ medac, IIaKeT 3a 06yLIGHI/ITCJ'IHI/II/Ie
MaTepualiv CbC CICIHOTO CbAbPKAHUC!
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Kpatkara xapakTepucTrka Ha IpOAyKTa
Bporrypa 3a nexaps

Bpomypara 3a nexaps TpsiOBa a ChABpXKA CISTHUTE KIIOYOBH ChOOILICHHS:

Ye cpliecTBYBa PUCK OT TEKKO YEPHOIPOOHO yBpeXIaHE U IOPAIH 32 TOBA € BaKHO PEAOBHOTO
u3MepBaHe Ha HuBaTa Ha AJIAT (CI'TIT) 3a npocieasBaHe Ha YepHOAPOOHATA (PYHKIIUS.
WHupopmanusata, npeacTaBeHa B Opolinypara 3a Jiekaps TpsOBa Jia mpeaocTaBs nHGopMarus
OTHOCHO3a HaMaJIsIBaHE Ha J03aTa, IPeKpaTsBaHe Ha JCYCHUETO M OUYMCTBALIM NPOLEAYPH.
YcTaHOBEHUST PHUCK OT CHUHEPIrUYHa X€1aTo- UJIN XEMAaTOTOKCUYHOCT, CBbpP3aH C KOM6I/IHI/IpaHa
Tepanus ¢ Apyro OojecT-MoAnUIMPAI0 aHTUPEBMATHYHO JICKAPCTBO (HAIP. METOTPEKCAT).
Ye cpliecTBYBa PUCK OT TEPATOTEHHOCT M MOPaIy TOBa TPAOBa Ja ce u30area OpeMeHHOCT,
JOKATO TUIa3MEHUTE HUBA Ha e IyHOMHU/ HE ca Ha MOAXOASICHOTBETHOTO HUBO. JIekapure u
NaIyueHTHTe TPsIOBa J1a ca HasCHO, Y€ CHIIECTBYBAE Ha PA3MOJI0KEHUE CIIeIINATHA
KOHCYJITaTHBHA CITy*0a, criocoOHa Jja3a MpeJocTaBusHe Ha HH(pOpMaIHsa OTHOCHO32
71a00paTOpHOTO MU3CIEABAHE HA TUIA3MEHOTO HUBO Ha JIC(IYHOMHUI.

PucksT oT I/IH(beKIH/II/I, BKJIFOUUTECIIHO ONOPTIOHUCTUYHU I/IH(i)eKIH/II/I " IMPOTHUBOIIOKA3aHUETO 3a
NIPWIOKEHUE NTPU UMYHOKOMIIPOMETHPAHH MAllUEHTH.

Heo6xoanMocTTa OT ChBETBaHE HA MAIIMECHTUTE 32 3HAUUTCITHUTE PUCKOBE, CBBP3aHU C
TepanusTa ¢ Je(GIyHOMHUI U ChOTBETHUTE MPEIIa3HH MEPKH, KOTaTO MU3MOJI3BAT JIEKAPCTBOTO.
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ITPHUJIOKEHHUE III

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

BTOPUYHA OITAKOBKA/BYTHUJIKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepnynomua medac 10 mg punmupanu TabneTku
Jlednynomun medac 15 mg punmupanu TabneTku
Jlepnynomua medac 20 mg ¢puiMupanu TabIeTKA

neITyHOMHU/T

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

Besika unmvupana Tabnetka cpabpxka 10 mg nedryHoMm.
Besika punvupana tabnetka ceappka 15 mg medaynomu.
Besika punvupana tabnerka crabpika 20 mg e yHOMHUST.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

To3u ekapcTBEH MPOAYKT ChABPKA JAKTO3a M COEB JICIIMUTUH (BHXKTE JIUCTOBKATA 3a TOMBJIHUTEIHA
uHpOpMAIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

<¢uiMupaHa TabneTka>

<Jledrynomun medac 10 mg>
30 ¢unmupanu TabIEeTKH

60 dhunmupanu TaOICTKH

100 punmupanu TadeTkH

<Jlepmynomug medac 15 mg>
30 dhunMupaHu TaOJICTKH

60 dhunvupanu TabICTKH

90 punmupanu TaOIECTKH

100 dunmupanu TabIeTKH

<Jledryromun medac 20 mg>
15 punmupanu TabaeTKH

30 ¢hunmupanu TaOJICTKH

60 dhunvupanu TabICTKH

100 ¢pummupanu TabIETKA

‘ 5. HAYMH INPUJIOKEHUE U ITBbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTtpeba npoyerere INCTOBKATA.
IlepopanHo npuiioxeHue.

‘ 6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
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‘ JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

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

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

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

C’LXpaHHBaﬁTC 6YTI/IHKaTa IJIBTHO 3aTBOPCHA, 3a Ja CC NMPCAIla3u OT BJiara.

10. CHEIWMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

medac GmbH
Theaterstr. 6
22880 Wedel
I'epmanus

12.  HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/10/637/001 (10 mg, 30 TabmeTkn)
EU/1/10/637/002 (10 mg, 60 TabmeTkn)
EU/1/10/637/004 (10 mg, 100 tabmeTkH)

EU/1/10/637/005 (20 mg, 15 TaGneTkm)
EU/1/10/637/006 (20 mg, 30 TabieTkm)
EU/1/10/637/007 (20 mg, 60 TabneTk)
EU/1/10/637/009 (20 mg, 100 TaGneTkm)

EU/1/10/637/010 (15 mg, 30 TabneTkn)
EU/1/10/637/011 (15 mg, 60 TabneTkn)
EU/1/10/637/012 (15 mg, 90 TabneTkn)
EU/1/10/637/013 (15 mg, 100 Tabnetku)

13. TTAPTHUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

26



‘ 15. YKA3AHUA 3A YIIOTPEBA

16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Jlepnmynomua medac 10 mg
Jlepmynomua medac 15 mg
Jlednynomun medac 20 mg

17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

<JlBym3amepeH 0apKoJ ¢ BKIIOYCH YHUKAJICH HACHTH()HUKATOP>

18. YHUKAJIEH WIAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

BYTUIIKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepnynomua medac 10 mg punmupanu TabneTku
Jlednynomun medac 15 mg punmupanu TabneTku
Jlepnynomua medac 20 mg ¢puiMupanu TabIeTKA

neITyHOMHU/T

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

Besika ¢punMupana tadnaerka cpappika 10 mg nediayHomu.
Besika punvupana tabnetka ceappka 15 mg medaynomu.
Bceska ¢punmupana tabnerka cpappika 20 mg nedryHoMu.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

To3u JlekapcTBEH MPOAYKT ChABPKA JAKTO3a M COEB JICIIUTHH (BHXKTE JIUCTOBKATA 3 TOMBJIHUTEIHA
uHpOpMAIHS).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

<¢uimMupaHa TabieTka>

<Jlemynomu medac 10 mg>
30 ¢unmupanu TabIETKH

60 dhunmupanu TaOICTKH

100 punmupanu TadeTkH

<Jlepmynomua medac 15 mg>
30 dhunMupaHu TaOJICTKH

60 dhunvupanu TabICTKH

90 punmupanu TaOIECTKH

100 dunmupanu TabIeTKH

<Jledryromun medac 20 mg>
15 punmupanu TabaeTKH

30 ¢hunmupanu TaOJICTKH

60 dhunvmupanu TabIECTKH

100 ¢pummupanu TabIETKA

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

[Ipenu ynotpeba npoyerere JINCTOBKATA.
TlepopanHo npunioxeHue.

‘ 6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA

28



‘ JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCEI'A HA TELIA

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

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

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

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

10. CHEIWMAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

medac GmbH
Theaterstr. 6
22880 Wedel
I'epmanus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/10/637/001 (10 mg, 30 TabmeTkn)
EU/1/10/637/002 (10 mg, 60 TabmeTkn)
EU/1/10/637/004 (10 mg, 100 tabmeTkH)

EU/1/10/637/005 (20 mg, 15 TaGneTkm)
EU/1/10/637/006 (20 mg, 30 TabieTkm)
EU/1/10/637/007 (20 mg, 60 TabneTk)
EU/1/10/637/009 (20 mg, 100 TaGneTkm)

EU/1/10/637/010 (15 mg, 30 TabneTkn)
EU/1/10/637/011 (15 mg, 60 TabneTkn)
EU/1/10/637/012 (15 mg, 90 TabneTkn)
EU/1/10/637/013 (15 mg, 100 Tabnetku)

13. TTAPTHUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE
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‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA
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Bb. IHCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Jledaynomua medac 10 mg ¢puamupanu tadiaeTrku
nedaynomuz (leflunomide)

IIpouyereTe BHUMATEIHO LSLJIATA JIMCTOBKA, IIPeIM 1a 3all04HeTe 1A IpHeMaTe TOBa J1eKapcTBo,
TBhH KaTo TS ChABbPKAa BaxkHa 32 Bac nndgopmanus.

. 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETEe OTHOBO.

. AKO MMaTe HAKaKBH JOTBIHUTETHN BBIIPOCH, TTONMTaiiTe Barmmus iekap, hapMarieBT wim
MEIHLIMHCKA CECTPA.

. ToBa JiekapcTBO € MPeINrucaHo eIUHCTBEHO U InuHO Ha Bac. He ro mpeorcrhnBaiite Ha Apyru

xopa. To MOXke Zla UM HaBpEIH, HE3aBUCHUMO, Y€ MTPU3HAIIMTE Ha TAXHOTO 3a00JIABaHE ca
chIMTe KaTto Bammre.

J AKO TIONTyunTe HAKAKBU HEXEJIaHU peaklnuy, yBeaoMeTe Bamus iekap, papmareBt wim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEXKEJIaHU PEaKIINH, HEOHUCaH! B
Ta3u JUCTOBKA. Bikte Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakgo npencrapnssa Jlepmynomua medac 1 3a KakBO ce U3MOI3BA
KakBo Tpsi0Ba na 3Haere, npeaun na npuemere Jledmynomun medac
Kax ma npuemare Jledmynomua medac

BB3M0XHU HEKETaHU PEaKLUU

Kak ma cexpansBare Jlehmynomun medac

ChrpprkaHre Ha OTIAaKOBKATA U TOMBIHUTETHA HHPOPMALUs

oL E

1. Kakso npexncrasiasipa Jledpaynomua medac u 3a KaKBo ce M3I10JI3Ba

Jlepnynomu medac npuHaIeku KbM TPyIIa JICKapCTBA, HAPSUCHU aHTUPEBMATUYHU JIeKapcTBa. Ts
CBHABPKA aKTUBHOTO BEIECTBO JIS(HITyHOMHUI.

Jlepmynomuna medac ce n3MoII3Ba 3a J€UEHUE Ha Bb3PACTHU MALMEHTH C aKTHUBEH PEBMAaTOUICH
apTPUT WM aKTUBEH IICOPUATUYEH apTPUT.

CuMnToMUTE HA PEBMATOUJICH apTPUT BKIIIOUBAT BH3MAJICHUE HA CTABUTE, IIOyBaHE, 3aTPYIHEHO
JIBUKCHHE U 00JIKa. J[pyru CUMITTOMH, KOMTO 3acsrarT ISUIOTO TSUTO BKJIFOUBAT 3ary0a Ha areTur,
MTOBUIIIEHA TEMITEpaTypa, 3aryda Ha eHeprusi 1 anemus (JITica Ha YepBEHU KPHBHU KIIETKH).

CUMOTOMUTE HA AKTUBEH MCOPUATUYEH apTPUT BKIIOUBAT Bh3MAJICHUE HA CTABUTE, MMOyBaHE,
3aTpyIHEHO ABIKEHHUE, 0OJKa M YJacThIM Ha 3adepBeHa, JIIOMIeIa ce Koxa (KOKHU N3MEHEHHS).

2. Kakso Tpsi6Ba na 3Haete, npeau Aa npuemere Jlegaynomun medac

He npuemaiite Jledsrynomua medac:

. aKo HSKOra CTe MMaJY aJePruYHM Peakuuu KbM JIeIyHOMH] (0COOCHO CEpUO3HU KOXKHH
pEaKINH, YeCTO PUAPYKEHH C TOBUIIEHA TEMIIEPATypa, CTAaBHU OOJIKH, YePBEHH NIETHA T10
KO’KaTa WM MeXypH, Harp. cuHapoM Ha CTuBBHC JPKOHCHH), MM KbM HSKOS OT OCTaHAIINTE
CHhCTaBKHM Ha TOBA JICKAPCTBO (M30pOCHHU B TOUKA 6), WIIM aKO CTE aJleprUIHUA KbM
TepruITyHOMU]T (M3I0NI3BaH 3a JICUSHNE Ha MHOYKECTBEHA CKIIEp03a),

. aKo MMaTe HIKAKBH YePHOAPOOHM MpodiemMu,

. aKO MMaTe YMEPEHH J0 TEKKH ObOpedHH npoodaemu,

. aKO MMaTe CHJIHO MOHIKEHNE Ha 0eJThbIUTE B KPHBTA (XUIIONPOTEUHEMHS),

. aKo CTpajiaTe OT HAKAKBB MPOOIIeM, KOMTO 3acsira umyHHaTa Bu cucrema (Hanpumep CITUH),

. aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHSI MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH Win Oenn
KPBBHHU KJIETKU B KPBBTA WIIM HaMaJIeH OpOil TPOMOOLIMTH B KPBBTa,

. aKo CTpajare OT cepHo3Ha HH(eKnus,
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. aKo cte OpeMeHHa, CMsATaTe Y€ MOXe Ja CTe OpeMEHHA WK KbpPMUTE.

IpexynpexaeHns u npeanasHu MePpKU

T'oBopete ¢ Barus nekap, hapMaieBT Wid MEIUIIMHCKA cecTpa, npeau Aa npuemere Jledmynomug

medac

. aKko crte 60jIeIyBaIN OT Bh3NMajeHne Ha Geiust Apod (MHTepcTHIHaaHa OeaoapobHa 6oecT).

. aKo HAKOTa CTe UMK Ty0epKyJI03a Win cTe OMIK B OIM3bK KOHTAKT ¢ HIKOW, KOWTO MMa HITH
e uman TyoepKyso3a. BammsT gekap Moxe Jia HalpaBy M3CJICIBAHUS, 32 [1a IPOBEPHU T
uMare TyOepKyIo3a.

. aKo CTe Mb:K U HCKaTe Jia cTaHere Oama. Thil KaTo He MOKe J1a ce U3KIII0YH BEPOSITHOCTTA 3a
npemuHaBane Ha JlehnyHomun medac B ciepmara, TpsiOBa Jia ce M3MOJI3Ba CUTYpPHA
KOHTpaIEIIHs 110 BpeMe Ha JiedueHuero ¢ Jlepmynomun medac. Mbxere, xxenaenu aa Obaat
Oamy, TpsAOBa 12 ce 00BPHAT KbM CBOS JieKap, KOWTO MOJXKE Jia TH TIOChBETRA J]a CIIpaT
npuemanerto Ha Jlepaynomua medac u 1a B3eMaT HAKOH JICKApCTBA 3a J1a OTCTPAHSAT
Jlepnynomua medac O6p30 U B IOCTaTh4HA CTEICH OT opranusma cu. llle e HeoOxomumo na Bu
Ce HalpaBH U3CJIe/IBaHE HAa KPBBTA, 3a J1a ce MOTBBPAH, Ye JledyHomun medac e OTcTpaHeH B
JIOCTaTh4HA CTETCH OT Balus oprann3bM U cliesl ToBa Bue TpsOBa na n3yakare Hall-Manko
ome 3 Mecela Ipe/iv J1a ce OMUTBATE JIa Ch3/IaBate Jiela.

. ako TpsOBa na Bu ce HanpaBu onpeieneH BUJ U3cieIBaHe Ha KPbBTa (HUBO Ha KaJIHiA).
BB3M0OKHO € n3MepBaHeTo J1a MoKake (aaliiBO HUCKH HUBA Ha KaJILHH.
. ako Bu npezacTon uinm cTe npeThpnenn CKOpOIIHa TeXKa olepanys NI ako BCE OILE uMarte

He3apacHaja paHa cien onepanys. Jledurynomu medac Moxxe 1a ObJie TPUYUHA 32 TPYTHO
3a3/IpaBsBaHE HA PAHUTE.

Jlepnynomua medac MoKe MOHSKOTa Ja MPUYKMHHU HAKOU IPOOJEMH Ha KPBBTA, YepHHS po0, OemnTe
IpoOoBe, UM HEPBUTE Ha PhIIETE MM KpakaTa. Moxe ChILo Ja MPUIMHU CEPUO3HH aIepPTUUIHI
peaxuuu (BKIIOUMTEIHO JIeKapcTBEeHa peakuus ¢ eo3nHodumns u cucteMuu cumnromu [DRESS]),
WM J]a YBEJIMYHU PUCKa OT TeKKa nH(eKknus. 3a noede nHpopMaIus 3a TOBa, MOJISL, IPOYETETE
Touka 4 (Bp3MOXXHM HEXXETIAaHU PEaKIIHH).

DRESS ce nosisiBa mbpBOHAYaIHO KATO TPHUIIONIONO00HN CUMIITOMU M OOPHB MO JIUIETO, CIIE TOBA
o0HIMpeH OOpUB ¢ BUCOKA TEMIIEpaTypa, IOBUIIICHU HUBA HA YePHOPOOHUTE SH3UMH MPH U3CIICIBAHE
Ha KpbBTa, IOBUILABAHE Ha €AWH BUJ OeNr KPbBHU KICTKH (€03WMHOMMINSA) U YBENUICHU TUMPHN
BB3JIH.

BamusT nexap e u3BbpIIBa KPbBHU U3CJeABAHUS PEIOBHO, IPEAN U TI0 BpeMe Ha JIEYEHUETO C
Jlepnmynomua medac, 3a na mpocneasiBa KppBHUTE Bu kiteTku u uepHus Apo6. BamusaT gexap cbio
Taka Ie MpoBepsBa KpbBHOTO By HamsiraHe peqoBHO, Thi Kato Jlegmynomu medac Moxe na
MIPUYUHH [TOBUIIIAaBaHE Ha KPBBHOTO HAJISTAHE.

I'oBopere ¢ Bamms nekap, ako nmaTe HeoOsSCHUMA XpOHUYHA Auapus. Bammmst nexap Moxe 1a
W3BBPIIU AONMBJIHUTEIIHU HU3CICABAHMS 32 TU(epeHIIHaIHA TUAarHO3a.

VYBenomere Bamms nekap, ako pa3BueTe KO)KHa s13Ba 10 BpeMe Ha sieueHue ¢ Jledmynomun medac
(BuKTE CBHILO TOUKA 4).

Jeua u roHOIIN
JlepnyHomua medac He ce Mpenopb4Ba 3a ynorpeda npu Jiena u IHOIIU HA BH3PacT Mojg
18 roaunu.

Apyru aexkapcra u Jledporynomua medac
Tpsi6Ba na kaxere Ha Bamms nekap wim gapmaiesT, ako IpueMare, HaCKOpO CTE MPUEMalIH WK €
BB3MOXHO J1a IpHeMaTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTILyCKaHH Oe3 peuenTa.

ToBa ¢ ocobeHo BaXXHO, aKO IMpUeMaTe:

. JIPYTH JICKapCTBa 32 PEBMATOM/ICH apTPUT KaTO aHTUMAaJIapUIHU JIEKapCcTBa (HAIp. XJIOPOXHUH U
XUIPOKCUXJIOPOXHH), 311aTO, MPUIIOKEHO HHTPAMYCKYITHO MM TIEpOpaTHO, [|-TieHuImiaMuH,

33



a3aTHUOTNIPHUH U APYTH UMYHOCYIPECHUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thid KaTo Te3:
KOMOWHAIIMU HE Ca MPENOPbUYNUTEITHU

. Bap(apyH U IPYTH EPOPATHU JICKaPCTBA, U3IOJI3BAHN 32 pa3pexkIaHe Ha KPHBTA, Thil KaTo €
HE00X0MMO HaOJIFOICHHUE, 32 JIa CE HAMAJIM PUCKBT OT TI0sIBa HA HEXKEJIAHU PEaKIMU Ha TOBA
JIEKapCTBO

. TepruITYHOMH]T 32 MHOYKECTBEHA CKIIEp0O3a

. penariauHuI, THOTIUTAa30H, HATETJIMHU/L WK PO3HUTIIMTA30H 32 TUadeT

. JayHOPYOHIIMH, JOKCOPYOHUITMH, TAaKJIUTAKCEN FIIA TOTIOTEKAH 3a pak

. JIyJIOKCETHH 3a JCTIPECHs], HHKOHTUHEHIMS Ha ypyuHaTa Wik 0bOpeuHo 3a00isaBaHe pU
nradeTuIu

. AJIOCETPOH 3a JICYCHUE Ha TEXKKA TUapus

. Teo(MITHH 32 acT™Ma

. TU3aHUMH, MyCKYJICH PellaKCaHT

. OpaJTHA KOHTPAIENTHBH (ChIbPXKAIIN €THHUIECTPAINOI 1 JIEBOHOPTECTPEI)

. tedakaop, OSH3WIMEHUIWINH (MeHUIIMH G), IUIpodIIoKcaiH 3a UHOEKIUN

. HHJIOMETAIIMH, KeTopogeH 3a 00JIKa UK Bb3MaJICHHE

. (bypocemun 3a chpAcUHO 3a00NABaHe (IUYPETHUK, OTBOIHSIBAIIO JICKAPCTRO)

o 3unoByauH 3a HIV undexius

. pO3yBacTaTUH, CHMBACTaTHH, aTOPBACTATHH, ITPABACTATHH 32 XUIIEPXOJIECTEPOIEMHUs (BUCOK
XOJIECTEPOI)

. cyJdacanasuH 3a Bb3NATUTEIHO 3a00JIIBaHE HA YepBaTa WM PEBMATOHUJICH aPTPUT

. JIEKapCTBO, HAPEYCHO KOJIECTUPAMUH (M3MOJI3BAaHO 32 HaMallsiBaHEe Ha BUCOKHS XOJIECTEPOI) MU

AKTHUBCH BBIJICH, TBU KaTO TE3H JICKapCTBa Morat ga HaMaJiaT KOJIMYE€CTBOTO He(I)HYHOMI/II[
medac, KO€TO C€ Mo€Ma OT OpraHmu3Mma.

AKo Beye IpueMaTe HecTepOUIHU NPOoTHBOBBL3NaduTeHu cpeacrsa (HCIIBC) n/unn
KOPTUKOCTEPOUIH, MOKETE A2 NPOIBIDKUTE 1a TH B3eMaTe CJIEH 3alI0YBaHE Ha JICUYCHHUETO C
Jlepmynomua medac.

Bakcunanum

Axo Tpsi0Ba 1a ObJieTe BAKCUHHUPAHU, onuTaite Bammis jgekap 3a chBer. Onpe/ieNieHH BaKCUHAITUH He
TpsiOBa Ja ce mpujarat okaTo npuemMate Jledrynomua medac U U3BECTHO BpeMe Clie]] CIUPaHe Ha
JICYCHUETO.

Jleduaynomua medac ¢ XxpaHa, HAMUTKHA M AJTKOXO0JI

Jlepnmynomua medac Moxe Aa ce mpueMa chC Win 6e3 XpaHa.

He ce mpenopbsuBa 1a ce KOHCyMHpa aKoXoJ 1o Bpeme Ha jiedeHue ¢ Jlehmynomun medac.
Koncymanusrta Ha ankoxon mokato nmpuemarte JledmyHomua medac Moke 1a yBEITHYH PUCKA OT
yBpeXKIaHe Ha YepHHsI Apo0.

BpemMeHHOCT H KbpMeHe

He npuemaiite Jlepaynomun medac, ako cTe UM cMsTaTe, Ye MOXKE J1a cTe OpeMeHHa. AKO CTe
OpemeHHa, wiu 3abpeMeHeere, [okato npuemare Jlegurynomun medac, puckbT OT paxkaaHe Ha Oebe
ChC CEPUO3HH BPOJICHH Ae(EeKTH € MOBHUIICH. JKeHnTe ¢ AeTepoeH MOTeHNHal He TpAOBa 1a mpuemMar
Jlepmynomua medac, OCBEH ako He M3MOI3BAT HAASKIAHA MEPKH 3a Mpeana3Bane oT 3a0peMeHsBaHe.

WNudopmupaiite Bamist gekap, ako Bp3HaMepsiBaTe Ja 3a0peMeHeeTe Clie/l CIIUPaHe Ha JICUYCHUETO C
Jlepmynomua medac, Thi KaTo € HEOOXOAMMO Jia Ce YBEpUTE, Y€ HE ca OCTAHAIH CIICAH OT
Jledpmynomua medac B opranu3ma Bu npenu 1a mpaBuTe OMUTH 3a 3a0peMeHsBaHe. ToBa MOxe 1a
OTHEME 0 2 TOJWHHU. ToBa n3yakBaHe MoXxe Ja C€ CbKpPaTH 10 HAKOJIKO CEAMHIN YPE3 MPUEMAHETO Ha
JICKapCTBa, KOMTO YCKOPSBAT OTCTpaHsBaHeTo Ha Jlediynomun medac oT Bamust opranusbm.

B®B BCHUKH ciiydan TpsAOBa 1a ObJie MOTBBPACHO Ype3 KpbBHU n3cieaBanus, e Jlehaynomua medac
€ OTCTpaHEeHa B JIOCTAThYHA CTENEH OT Barvs opranu3bM, kaTo Bue TpsOBa 1a n3yakare Hall-Maiko
Ollle €JIMH Mecel] IPeu Ja 3a0peMeHeeTe.

3a HonBIHUTENTHA HHPOPMAITUS 3a 1a00paTOPHOTO U3CIIEABAHE, MOJIs, 00bpHETE ce KbM Barus
JeKap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1mo Bpeme Ha sieuenneTo ¢ Jlehaynomun medac wmu mpes
2-Te TOJIMHY CIIe/I HErOBOTO ClipaHe Tpsi0Ba He3a0aBHO J1a ce CBBpkeTe ¢ Bamus nekap 3a Tect 3a
opemenHoct. [Ipu monoxkutTeneH TecT 3a OpeMeHHOCT Bammsar ekap Moxe na Bu npeanoxu iedeHne
C Ompe/IeTICHH JIeKapcTBa 3a oTcTpaHsBane Ha JledyHomun medac Obp30 U B TocTaThYHA CTETICH OT
opranu3ma Bu, Thi KaTo TOBa MOKE J1a HAMaJIM prcka 3a BameTo 6e6e.

He npuemaiite JledyHomu medac o Bpeme Ha KbpMeHe, Thil KaTo JIe()IyHOMHU/] IPEMHUHABA B
KbpMaTa.

lodupane u padora ¢ MalIMHKA

Jlepmynomua medac moxe fa Bu Hakapa Ja ce modyBcTBaTe 3aMasiHi, KOETO MOXKeE Jia HapyIITH
criocoObHoCTTa B 3a KOHIIEHTpanus U pearupade. Ako ToBa Bu ce ciyun He modupaiite u He
U3MO0JI3BANTE MAILIUHU.

Jledaynomua medac cbabprka JaKTO3a
Axo Bammsr nexap Bu e xa3an, 4e uMaTe HEITOHOCUMOCT KbM HAKOHU 3aXapH, KOHCYITUPANTE ce C
HETO Tpeax Ja MpHUEeMETe TOBA JIEKapCTBO.

JleprynHomua medac cbabpika coeB JEHUTHH
AKO cTe aJepru4Hu KbM (QbCTHIM WU COsl, HE IPUEMaiTe TOBa JEKapCTBO.

JleprynHomua medac cbabpika HATpUid
ToBa nexapcTBO ChABPKa Mo-Manko oT 1 mmol Hatpwii (23 mg) Ha punMupana TabieTka, T.e. MOXKe
Jla ce Kake, 4e MPaKTUIEeCKH He ChbpiKa HATPHH.

3. Kak na npuemare Jledrynomua medac

Bunaru npuemaiite ToBa JIeKapcTBO TOUYHO KakTo By e xa3an BammsaT nexap nim hapmarneBt. AKo He
CTE CUTYpPHHM B HELIO, onuraiire Bamus nexap wiu gapmanesT.

Oo6wuuaiinara HauanHa jgo03a Ha Jlehmynomun medac e 100 mg nedayHomMua eauH mbT JHEBHO Npe3
nbpBuTe TpU qHA. CIie] TOBA MOBEYETO MAIMEHTH CE HYKAasAT OT J103a OT:

. 3a pesmatouzeH aptput: 10 no 20 mg Jlednynomug medac BeAHBkK THEBHO, B 3aBUCUMOCT OT
TEKECTTa Ha 3a00JISIBAHETO.
. 3a ncopuatmueH aptput: 20 mg JledguryHoMua medac BeTHBX THEBHO.

TIorasnaiiTe TadeTKaTa NAJIA U C JOCTATHYHO BOJAA.

Tps0Ba Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3alI0YBAHETO HA TeparusITa 3a Ja OYyCTByBaTe
notoOpeHre BbB Barero chcTosiHue. Hsikon nmarieHT Moxe JopH Jia MoJIydar Mo-rojasMo
nojoOpenue ciexa 4 10 6 Mecena oT JIeYSHUETO.

O6uknOoBeHO Bue mie mpuemate Jledurynomua medac 3a MpoaBIHKUTEITHO BPEME.

AKO cTe npuesu noBeye oT HeoOxoaumaTa n03a Jlegaynomua medac

AKo npreMeTe moBeye oT Heobxoaumara ao3a Jledaynomun medac, o0bpHETE ce KbM Barius jgekap
WA TOThPCETE APYT METUIIMHCKHI ChBET. AKO € Bb3MOXHO B3eMeTe ChC ceOe CH TaOIETKUTE HITH
KYTHUSATA, 32 J]a My TH IIOKaXKETe.

Ako cTe nponycHaau na npuemerte Jledgaynomua medac

AKo 3a0bpaBuTe /1a B3eMeTe €[Ha J103a, B3EMETE s BeJHAra Clie/l KaTo CH CIOMHUTE, OCBEH aKO TOBa He
e OJM3KOo 10 BpeMeTo Koraro TpsiOBa Ja nmpueMmere clieapaiara 1o3a. He B3emaiite n1BoitHa 1034, 3a 1a
KOMIIEHCHpATe MPOoITyCHATaTa J03a.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIoTpebaTa Ha TOBa JIEKApPCTBO, MOJIS
nonutaite Bamms nekap, papMarieBT WM MEAUIIMHCKA CECTPA.
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4.

Bb3MoKHH HeXKeJTaHH pPeaKkuuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHU PE€aKIIUH, BBIIPEKU Y€ HE
BCCKM I'l ITOJTy4aBa.

YBenomere Baius siekap He3adaBHO u cripere aa Bzemare Jlediaynomua medac:

aKo TIOJTy4HTe c1a00CT, TOYyBCTBATE CE€ 3aMasiHU U By nmprMarnee nnm nmate 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Aa ObJIaT MPU3HAIM HA CEPUO3HA aJISpTUYHA PEaKIus,

aKO IMOJIyYUTE KOKeH 00PUB WU SI3BM B YCTATa, Thil KATO T€ MOXKE J1a ca MPOsiBa HA TEXKKHU,
MOHSIKOTA )KUBOTO3aCTpaIllaBallly peakiiuu (Hamp. cuaapoM Ha CTuBbHC-/[PKOHCHH, TOKCHYIHA
enuepMaliHa HeKpoJIn3a, epuremMa MynTudopMe, JIKapcTBeHA PEaKIUs ¢ €O3MHO(IITUS 1
cucteman cumnromu [ DRESS]), BmkTe Touka 2.

YBenomere Barmus iekap He3a0aBHO, aKO TIOTYYUTE:

0J1e1a KOKa, yMOpa, WM CHHUHM, Thil KaTO T MOJKE Ja ca IPU3HAK Ha HapyILICHUS Ha KPHBTa,
IMPUYINHCHHA OT HAPYIICH OaJtanc Ha PA3IMYHUTE BUAOBE KPBbBHU KJICTKU, KOUTO CHCTAaBAT
KpPBBTa,

yMopa, KopeMHa 00JIKa WM KbJTEHHIA (KBJITO OIBETSIBAHE HA OYUTE MJIM KOXKAaTa), Thil
KaTO T€ MOYKE J1a Ca IPU3HAK Ha CEPUO3HU ChCTOSHUS KaTO YePHOIPOOHA HETOCTBYHOCT, KOSTO
MOKe 12 ObJie (aTaiHa,

BCSIKAKBH CHMIITOMHU HAa HH()EKIHS KaTO MOBHIIIEHA TeMIIepaTypa, Bb3NaJeHO I'bPJI0 WIN
KaIJIMIA, 3aI[0TO TOBA JIGKAPCTBO MOYKE 12 YBEIMYHU PHCKA OT TEXKKa WHQEKIHS, KOATO MOXKE
Ja Ob/ie )KUBOTO3acTpallaBala,

KalLTUIA WK 3aTPY/AHEHO ANLIaHe, Thil KATO TOBAa MOXeE Jia 03HayaBa MmpobiaeMu ¢ Oemust
Ipob (mHTepcTHIMATHA OerrorpoOHa OoecT, OemopoOHa XUIIEPTOHNUS, HITH BH3EN B Oeus
1pob),

HEOOMYaifHO W3TpBIBaHe, cIaboCT WK 00JKa B PhIETE WU CThIIanaTta, Thil KATO TOBa MOXE J1a
€ TIpU3HaK Ha ipobnemu ¢ HepBuTe (TeprdepHa HEBPOTIATHS).

YecTH HexeIaHM peakunu (Moxke aa 3acersart a0 1 na 10 gymu)

cnabo HaMansBaHe Ha Oposi Ha OeuTe KPHBHH KIIETKHU (JICBKOIICHHS),
JIEKW alIepTUIHH PEAKIIHH,

3ary0a Ha aIeTHT, 3ary0a Ha Terjio (0OOMKHOBEHO HE3HAUYUTEITHO),

yMmopa (acTeHus),

riaaBo0oJIKe, 3aMaliBaHe,

HeoOWYaiHN KOXKHU yCelIaHns KaTo U3TPhIBaHe (TapecTe3us),

JIEKO TIOBUIIIABAHE HA KPHBHOTO HAJISTaHE,

KOJIHT,

Iuapus,

rajieHe, IOBpbIIaHe,

BB3IAJIEHNE HA yCTaTa WM SI3BHU B ycTaTa,

KOopeMHa 0oJIKa,

yBEeJIUYEHHE Ha HAKOM PE3yNITaTH OT YEPHOAPOOHHU TECTOBE,

yBeJIUYEH KOCOMal,

eK3eMa, cyxa Koxka, 0OpHuB, ChbpOeXK,

TeHIUHAT (0OJKa, MPUYMHEHA OT Bh3MaJICHUE Ha MeMOpaHaTa, 0OBHBAIla CYyXOXKMIUATA
OOMKHOBEHO Ha KpakaTa WM pbLeTe),

TIOBHUIIIaBaHE Ha OMPECIICHN €H3UMH B KPBBTa (KpeaTuH GhochoKnHa3a),
po0JIeMHy C HEPBUTE Ha PhIETe WK KpakaTa (reprudepHa HEBpOIIaTHsl).

HeuecTu He:keslaHH peaknnu (Mo:xe 1a 3acerHat a0 1 Ha 100 qymm)

HaMaJsIBaHe Ha Opos HA YepPBEHHWTE KPHbBHU KIIETKHU (aHEMHUS) U HaMaJlsiBaHe Ha Opos Ha
KPBBHUTE TPOMOOIIUTHUTE (TPOMOOIIUTOTICHHUS),

HaMaJIsIBaHE Ha HUBOTO Ha KaJIMH B KPHBTA,

TPEBOXHOCT,
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. BKYCOBH HapyIICHHA,

. ypTHKapHs (KOPUBHA TPECKa),

. CKBCBaHE Ha CYXOXKHUIIHE,

. MTOBUINIABaHE HA HUBOTO Ha JIUMUIUTE B KPBBTA (XOJIECTEPOI M TPUTIIULICPHIIN ),
. MOHIKaBaHE Ha HUBOTO Ha pocdaru B KpbBTA.

Peaxu Hexxennanu peakuuu (Moske 1a 3acernat 10 1 va 1 000 qyuin)

. yBeJMYeHNEe Ha Oposi HAa KPHBHUTE KIIETKH, HApedeH! e03MHO(HIH (€03UHODUIINS); JTEKO
HamaJsBaHe Ha Opos Ha OenuTe KPhBHU KIETKH (JIEBKOIICHUS ); HaMaJsiBaHE Ha OpOsi Ha BCUYKH
KPBBHU KJIETKH (MAaHLUTONECHNU),

. 3HAYUTEITHO MTOBUINIABaHE Ha KPHBHOTO HAJISTaHE,

. Bh3MajJICHUE Ha Oenust qpo0 (MHTePCTHIIMATIHO 3a00sIBaHe Ha Oeus 1po0),

. YBEJIMYEHHE HA HIKOU PE3yIATaTH OT YEPHOPOOHH TECTOBE, KOUTO MOTAT Jia JIOBEAAT 10
CEPHUO3HU CHhCTOSIHASA KAaTO XETATUT U XKBJITCHUIIA,

. TEXKW UH(EKIMH, HAPSYCHH CEIICKC, KOUTO Morat Ja ObJaaT (aTaiHu,

. MTOBHUIIIABAHE HA OMPEACIICHN €H3UMH B KPBBTA (JJAKTaT AEXUIAPOTreHas3a).

MHoro peaku HexelaHu peakiun (Moxke na 3acernat a0 1 ma 10 000 xymm)

. M3pa3eHo HaMaJieHUE Ha HSIKOW OeIN KPBbBHU KJIETKH (arpaHyJIoIHnTo3a),

. TEXKH U MOTSHIIUAITHO TeXKH AJIEPTUIHH PEAKIIHH,

. BB3MAJICHHE HAa KPHbBOHOCHH ChJ0BE (BaCKYJIUT, BKIIFOUHUTEITHO KOXKEH HEKPOTHU3HUPAIIT
BacKYyJINT),

. BB3IMAJICHNE Ha MTaHKpeaca (MaHKPeaTwuT),

. TEXKO YePHOAPOOHO yBpeXKIaHEe KaTO YePHOAPOOHA HETOCTATHYHOCT WM HEKPO3a, KOUTO
Morat Jia Obaat (haTayiHu,

. TEXKH, MOHIKOTa )KMBOTO3acTpalliaBaIiy peakiuu (cuaapoM Ha CTuBbHC-/[)KOHCHH, TOKCHYHA

enuepMaliHa HeKpoJIn3a, epuremMa Myntadopme).

Jpyru HexelaHu peakuy KaTo Ob0peyHa HelocTaThYHOCT, HaMaJIeHHe Ha HUBOTO Ha MMUKOYHA
KHCEINHA B KPBbBTa, 0emoIpoOHa XUNIepTOHH, O0e31IIoue MPH MbXke (KOETO € 00paTHUMO CIIel] KaTo
BE/IHBXK Ce CIpe JICYCHNUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepu3Hupall ce ¢
00puB/3auepBsiBaHE HA KOXKHU YHaCTBLIU, KOUTO Ca M3JI0KEHH Ha CBETIIMHA), ICOPHA3HC (HOBOMOSBUI
ce iy Biomasa ce), DRESS u kokHa s13Ba (KpbIla, OTBOPEHA paHa Ha KOXKaTa, IIpe3 KOATO MOraT
7la ce BUMAT MOJISIKANIUTE THKAaHM), CBIIIO MOTAT J1a CE MOSABAT C HEU3BECTHA YECTOTA.

Cpo01aBaHe HA HeXKeJAHU PeaKIun

AKO TIOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKINH, yBenoMere Bamst nexap, hapmaieBT wim
MEJIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknun. MoXKeTe ChITO Ja ChOOIINUTE HEXKEIIAHN PEaKIny JUPEKTHO Upe3 HaIlHOHATHATa CUCTEMa 3a
choOIIaBane, mocoueHa B [Ipmnokenue V. Kato cho0IaBaTe HeXKENaHN PeaKIuy, MOXKETe Ja JajieTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30T1aCHOCTTAa Ha TOBA JISKAPCTRBO.

5. Kak na cexpansiBate Jledprynomux medac

[a ce cbxpaHsBaiiTe Ha MACTO, HEJIOCTHITHO 32 JIela.

He uznon3Baiite TOBa JIEKapCTBO CJIE] CPOKaA Ha TOHOCT, OTOENA3aH BbPXY KaPTOHEHATA OMAKOBKA U
BBPXY OyTHikara cien ,,l ogeH 10:”. CpoKbT Ha TOTHOCT OTTOBaps HA TIOCIEAHMS ICH OT MIOCOYCHUS
Mecell.

CrpxpansBaiiTe OyTHUIKaTa IUTHTHO 3aTBOPEHA, 3a J1a Ce MPeArasu OT Biara.

He u3xBbprsiite nekapcTBaTa B KaHAIU3AIMATA WIA B KOHTEHHEPA 32 JOMAITHH OTTIA bIIH.

Ilonuraiite Bamms q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Te3u
MCPKH 1€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.
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6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHpOpManus
Kakso cbabpixa Jledguaynomun medac

. AKTHBHO BemIecTBO: JIe(hIyHOMHU.

Enna ¢unmupana tabnetka Jlepmynomun medac punmupanu tadierku ot 10 mg cpappxa
10 mg nedayHoMu.

. Jpyru chCTaBKHU: JIAKTO3a MOHOXHJIPAT, HUCKO HACHTEHA XUPOKCHITPOTIHII LIETyJI03a, BUHEHA
KHCEJIMHA, HATPHUEB JIAypUIICYI(aT 1 MarHe3UeB cTeapar B TaOIETHO SO, KAKTO U JISHUTUH
(coeBu 3bpHA), NOJIU(BUHMI aJIKOXO0IM), TaJK, TUTaHueB Anokcun (E 171) u ryma kcanTan BbB
(bUIMOBOTO TIOKPHTHE.

Kak m3rnexna Jlegsrynomua medac M KaKBO CbIbPKa 0NIAKOBKaTAa

Jlepnynomun medac 10 mg punmupanu TabneTku ca 0€u 10 MOYTH OSIM U KPBIUIU C TUAMEThP
O0KOJI0 6 mm.

TabneTkuTe ca OMaKoBaHH B OyTHIIKH.
Jlepmynomug medac 10 mg punmupanu Tadnerkn: Bumose onakosku ot 30, 60 wim 100 dunmupanu
Ta0JIETK! B e/THa Oy THIIKA.

He Bcuuky BUoBe OMAaKOBKU MOTaT j1a ObJaT IMyCHATH B ITPOJAXO0a.
IIpuTeikaTen Ha pa3pelieHHETO 32 ynoTpeda

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

T'epmanus

ITpousBoauTe

Haupt Pharma Miinster GmbH
Schleebriiggenkamp 15

48159 Miinster

I'epmanus

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

T'epmanus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TOBa JIEKapCTBO, MOJIs1, CBBPKETE CE€ C JIOKAJTHUA
MNpPpEACTABUTCII HA NPUTCIKATECIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Kvbmpog

Pharmanovia Benelux B.V. Gidamed Medical Supplies Ltd.
Tél/Tel: +31 76 560 0030 TnA: +357-257 510 30
Leflunomide@medac.cu Leflunomide@medac.cu
Bbnarapus Luxembourg/Luxemburg
medac GmbH medac GmbH

Ten.:+49 4103 8006-0 Tél/Tel: +49 4103 8006-0
Leflunomide@medac.cu Leflunomide@medac.eu
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Ceska republika / Slovenska republika

medac GmbH organizacni slozka
Tel: +420 774 486 166
Leflunomid@medac.cu

Danmark / Sverige
medac
Gesellschaft fur klinische

Spezialpriparate G.m.b.H, Tyskland, filial

TIf.: +46 44 7850 666
Leflunomide@medac.cu

Deutschland

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu

Eesti / Latvija / Lietuva
ViaSana

Tel: +370 5 2788 414
Leflunomide@medac.cu

E)\AGdo

medac GmbH

TnA: +49 4103 8006-0
Leflunomide@medac.cu

Espaiia

Laboratorios Gebro Pharma, S.A.

Tel: +34 93 205 86 86
Leflunomida@medac.eu

France

medac s.a.s.

Tél: +33 437 66 14 70
Leflunomide@medac.cu

Hrvatska

Medis Adria d.o.o.

Tel: +385 (0) 1 230 34 46
Leflunomid@medac.cu

Ireland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

island

Vistor ehf.

Simi: + 354 535 7000
Leflunomide@medac.eu
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Magyarorszag

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Malta

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.eu

Nederland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Norge

medac

Gesellschatft fiir klinische
Spezialpraparate G.m.b.H, Tyskland, filial
TIf: +47 90 63 81 04
Leflunomide@medac.eu

Osterreich

EVER Valinject GmbH
Tel: +43 7665 20555
Leflunomide@medac.cu

Polska

medac GmbH Sp. Z.0.0.
Tel: +48 22 430 00 30
Leflunomid@medac.cu

Portugal

medac GmbH — Sucursal em Portugal
Tel: +351 21 410 75 83
Leflunomida@medac.cu

Romania

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Slovenija

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu

Suomi/Finland

medac

Gesellschaft fiir klinische
Spezialpriparate G.m.b.H, Tyskland, filial
Puh/Tel: +358 10 420 4000
Leflunomide@medac.cu
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Italia

medac Pharma S.r.l.
Tel: +39 06 515912 1
Leflunomide@medac.eu

JlaTa Ha mocJieaHo npepasriexkaadne Ha gucropkara {MM /I'TTT}

JApyru u3rouHuum Ha uHpopMmauus
[MonpoOHua nHpOpManHUs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
o jekapcrTpara https://www.ema.europa.eu.
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JlucroBka: undopmanus 3a norpeduTeNs

Jlepaynomun medac 15 mg ¢puimupanu tadiaeTku
nedayrnomuz (leflunomide)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeIM 12 3all0YHeTe 1A IpHeMaTe TOBa J1eKapcTBo,
TBhH KaTo TS ChABbPKa BaxkHa 32 Bac nndgopmanus.

. 3amazere Ta3u JIUCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETEe OTHOBO.

. AKO MMaTe HAKaKBH JOITBIHUTETHN BBIIPOCH, TTONTMTaiiTe Bammms iekap, hapMarieBT wim
MEIHLIMHCKA CECTPA.

. ToBa JiekapcTBO € MpeINrucaHo eIMHCTBEHO U InuHO Ha Bac. He ro mpeorcrhnBaiite Ha Apyru

xopa. To MOXke Zla UM HaBpEIH, HE3aBUCUMO, Y€ MTPU3HAIIMTE Ha TAXHOTO 3a00JIABaHE ca
chIMTE KaTto Bammre.

J AKO TIONTyunTe HAKaKBU HEXEJIaHU peaklny, yBeraoMeTe Bamus iekap, papmarieBt wim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HE)KEJIaHU PEaKIINH, HEOHUCaH! B
Ta3u JUCTOBKA. Bikte Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakgo npencraensBa Jlepmynomua medac u 3a KakBo ce U3MOI3BA
Kakso Tpsi0Ba na 3Haere, npeaun na npuemere Jledmynomun medac
Kax ma npuemare Jledmynomua medac

BB3M0XHU HEKEaHU pPEaKLUU

Kak ma cexpanssare Jlehmynomun medac

ChIpprkaHre Ha OTIAKOBKATA U TOIBIHUTEIHA HHPOpMANUs

oL E

1. Kakso npeacrasiasiBa JledpayHomua medac u 3a KaKBo ce M3I10JI3Ba

Jlepnynomu medac npuHaIeku KbM TPyIIa JICKapCTBA, HAPCUCHU aHTUPEBMATUYHU JIeKapcTBa. Ts
CBHABPKA aKTUBHOTO BEIIECTBO JIS(HITyHOMHUI.

Jlepnynomun medac ce n3MosI3Ba 3a JeYEHUE Ha Bb3PACTHU MALMEHTH C aKTUBEH PEBMATOUICH
apTPUT WM aKTUBEH IICOPUATUYEH apTPUT.

CuMnToMUTE HA PEBMATOUJICH apTPUT BKIIIOUBAT BH3MAJICHUE HA CTABUTE, IOyBaHE, 3aTPYIHEHO
JIBUKCHHE U 00JIKa. J[pyru CUMITTOMHM, KOMTO 3acsrarT ISUIOTO TSUTO BKJIFOUBAT 3ary0a Ha areTur,
MTOBUIIIEHA TEMITEpaTypa, 3aryda Ha eHeprus U aHemus (JINTIca Ha YepBEHU KPbBHU KIIETKH).

CuMnOTOMUTE HA AKTUBEH MCOPUATUYEH apTPUT BKIIOUBAT Bh3MAJICHUE HA CTABUTE, MMOyBaHE,
3aTpyIHEHO ABIDKEHHUE, 0OJKa M YIacThIM Ha 3adepBeHa, JIIOMIeNIa ce Koxa (KOKHHU N3MEHEHHS).

2. Kakso Tpsi6Ba na 3Haete, npeau Aa npuemere Jlegaynomun medac

He npuemaiite Jledsrynomua medac:

. aKo HSKOra CTe MMaJY aJePruYHM Peakuuu KbM JIeIyHOMH] (0COOCHO CEpUO3HU KOXKHH
pEaKINH, YeCTO PUAPYKEHH C TOBUIIEHA TEMIIEPATypa, CTAaBHU OOJIKH, YePBEHH NIETHA T10
KO’KaTa Win MexypH, Harp. Cunapom Ha CTuBbHC J[PKOHCHH), MIIM KbM HSAKOS OT OCTAHAJIUTE
CHCTaBKHM Ha TOBA JICKAPCTBO (M30pOCHHU B TOUKA 6), WIIM aKO CTE aJleprUIHUA KbM
TepruITyHOMUT (M3I0JI3BaH 3a JICUSHNE Ha MHOYKECTBEHA CKIIEp03a),

. aKo MaTe HIKAKBH YePHOAPOOHM MpodiaemMu,

. aKo MMaTe YMEPEHHU J0 TEKKH ObOpedHH npodaemu,

. aKO MMaTe CHJIHO MOHIKEHME Ha 0eJThIUTE B KPHBTA (XUIIONPOTEHHEMHS),

. aKo CTpajiaTe OT HAKAKBB MPOOIIeM, KOMTO 3acsira umyHHaTa Bu cucrema (nanpumep CITUH),

. aKo MMaTe HIKaKbB MPoOJIeM ¢ KOCTHHSI MO3BK MM aKO UMaTe HUCHK Opoil uepBeHH Wi Oenn
KPBBHHU KJIETKU B KPBBTA WIIM HaMaJIeH OpOil TPOMOOLIUTH B KPBBTa,

. aKo CTpajare OT cepHo3Ha HH(eKnus,
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. aKo cte OpeMeHHa, CMsATaTe Y€ MOXe Ja CTe OpeMEHHA WK KbpPMUTE.

IpexynpexaeHns u npeanasHu MePpKU

T'oBopete ¢ Barus nekap, hapMaieBT Wid MEIUIIMHCKA cecTpa, npeau Aa npuemere Jledmynomug

medac

. aKko crte 00JIeIyBaIN OT Bh3NMajeHne Ha Getust Apod (nHTepcTHIHaaHa OeaoapobHa 6oecT).

. aKo HAKOTa CTe UMK Ty0epKyJI03a Win cTe OMIK B OIM3bK KOHTAKT ¢ HIKOW, KOWTO MMa HITH
e uman TyoepKyso3a. BammsT gekap Moxe Jia HalpaBy M3CJICIBAHUS, 32 [1a IPOBEPHU T
uMare TyOepKyIo3a.

. aKo CTe Mb:K U HCKaTe J1a cTaHere Oama. Thil KaTo He MOKe J1a e U3KIII0YM BEPOSTHOCTTA 3a
npemuHaBane Ha JlehnyHomun medac B ciepmara, TpssOBa Jia ce M3MOJI3Ba CUTYPHA
KOHTpaIEIIHs 110 BpeMe Ha JiedueHuero ¢ Jlepmynomun medac. Mbxere, xxenaenu aa Obaat
Oamy, TpsAOBa 12 ce 00BPHAT KbM CBOS JieKap, KOWTO MOJXKE Jia TH TIOChBETRA J]a CIIpaT
npuemaneto Ha Jlepaynomun medac u 1a B3eMaT HIKOH JICKApCTBA 3a J1a OTCTPAHSAT
Jlepnynomua medac O6p30 U B IOCTaTh4HA CTEICH OT opranusma cu. llle e HeoOxomumo na Bu
Ce HalpaBH U3CJIe/IBaHE HAa KPBBTA, 3a J1a ce MOTBBPAH, Ye JledyHomun medac e OTcTpaHeH B
JIOCTaTh4HA CTETCH OT Balus oprann3bM U cliesl ToBa Bue TpsOBa na n3yakare Hall-Manko
ome 3 Mecela Ipe/iv J1a ce OMUTBATE JIa Ch3/IaBate Jiela.

. ako TpsOBa na Bu ce HanpaBu onpeieneH BUJ U3cieIBaHe Ha KPbBTa (HUBO Ha KaJIHiA).
BB3M0OKHO € n3MepBaHeTo J1a MOKake (aaliiBO HUCKH HUBA Ha KaJILUH.
. ako Bu npezacTon uinm cTe npeThpnenn CKOpOIIHa TeXKa olepanys NI ako BCE OILE uMarte

He3apacHaja paHa cien onepanys. Jledurynomu medac Moxxe 1a ObJie TPUYUHA 32 TPYTHO
3a3/IpaBsBaHE HA PAHUTE.

Jlepnynomua medac Moke MOHSIKOTA Ja MPUYKMHHU HAKOU IPOOJEMH Ha KPBBTa, YepHHS Ipo0, OemnTe
IpoOoBe, UK HEPBUTE Ha PhIIeTe MM KpakaTa. Moxe ChILo Ja MPUIMHU CEPUO3HH aIepPTUIHI
peaxuuu (BKIIOUMTEIHO JIeKapcTBEeHa peakus ¢ eo3nHodumms u cucteMHu cumnromu [DRESS]),
WM J]a YBEJIMYHU PUCKa OT TeKKa nH(eKknus. 3a noedye nHpopMaIus 3a TOBa, MOJISL, IPOYETETE
Touka 4 (Bp3MOXXKHM HEXXETIAaHU PEaKIIHH).

DRESS ce nosiBsiBa mbpBOHAYAIHO KAaTO TPHUIIONIOIO00HH CUMIITOMU M OOPHB MO JIUIETO, CIIE TOBA
o01IMpeH 0OpuB ¢ BUCOKA TEMIIEpaTypa, IOBUILICHA HUBA HA YePHOAPOOHUTE CH3UMHU MPH U3CIICIBAHE
Ha KpbBTAa, IOBUILABAHE Ha €AWH BUJ OeNr KPbBHU KICTKH (€03MHOMMINSA) U YBENUICHU TUMPHN
BB3JIH.

BamusT nexap 1ie u3BbpIIBa KPbBHU U3CJeABAHUS PEIOBHO, IPEAN U TI0 BpeMe Ha JIEYSHUETO C
Jlepnmynomuza medac, 3a na mpocneasiBa KppBHUTE Bu kieTku u yepHus Apo6. BammsT nekap cpiio
Taka Ie MpoBepsBa KppBHOTO By HamsiraHe peqoBHO, Thi kKato Jlegmynomu medac Moxe na
MIPUYUHH [TOBUIIIABaHE Ha KPBBHOTO HAJISTAHE.

I'oBopere ¢ Bamms nekap, ako nmaTe HeoOsSCHUMA XpOHUYHA Auapus. Bammmst nexap Moxe 1a
W3BBPIIU JONBJIHUTEIIHU U3CICABAHMS 3a qu(epeHIIHaliHa TUAarHO3a.

VYBenomere Bamms nekap, ako pa3BueTe KO)KHa s13Ba 10 BpeMe Ha sieueHue ¢ Jledmynomun medac
(BuKTE CBHILO TOUKA 4).

Jeua u roHOIIN
JlepnyHomua medac He ce mpenopb4Ba 3a ynoTpeda npu Jiena u IOHOIIU HA BH3PacT Mojg
18 roaunu.

Apyru aexkapcra u Jledporynomua medac
Tps0Ba na kaxere Ha Bamms nekap wim gapmaiesT, ako IpueMare, HaCKOpO CTE MPUEMalIH WK €
BB3MOXHO J1a pHeMaTe ApYyTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTIIyCKaHH Oe3 peuenTa.

ToBa ¢ ocobeHo BaXXHO, aKO IMpUeMaTe:

. JIPYTH JICKapCTBa 32 PEBMATOU/ICH apTPUT KaTO aHTUMAaTapUIHY JieKapcTBa (Harp. XJIOPOXHUH U
XUJIPOKCUXJIOPOXHH), 311aTO, MPHUIIOKEHO HHTPAMYCKYITHO M TIEpOpaTHO, [|-IeHnimiaMuH,
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a3aTHOTPHUH U APYTH UIMYHOCYIIPECHUBHU JIeKapcTBa (Hamp. MeToTpekcar), Thid KaTo Te3n
KOMOWHAIIMU HE Ca MPENOPbUYNUTEITHU

. Bap(apyH U IPYTH EPOPATHU JICKaPCTBA, U3IOJI3BAHN 32 pa3pexkIaHe Ha KPHBTA, Thil KaTo €
HE00X0MMO HaOJIFOICHHUE, 32 JIa CE HAMAJIM PUCKBT OT TI0sIBa HA HEXKEJIAHU PEaKIMy Ha TOBA
JIEKapCTBO

. TepruITYHOMH]T 32 MHOYKECTBEHA CKIIEp0O3a

. penariauHuI, THOTIUTAa30H, HATETJIMHU/L WK PO3HUTIIMTA30H 32 TUadeT

. JayHOPYOHIIMH, JOKCOPYOHUITMH, TAaKJIUTAKCEN FIIA TOTIOTEKAH 3a pak

. JIyJIOKCETHH 32 JCTIPECHs], HHKOHTUHEHIMS Ha ypyuHaTa Wik 0bOpeuHo 3a00i1sBaHe MpU
nradeTuIu

. AJIOCETPOH 3a JICYCHUE Ha TEXKKA TUapus

. Teo(MITHH 32 acT™Ma

. TU3aHUMH, MyCKYJICH PellaKCaHT

. OpaJTHA KOHTPAIENTHBH (ChIbPXKAIIN €THHUIECTPAINOI 1 JIEBOHOPTECTPEI)

. tedakaop, OSH3WIMEHUIWINH (MeHUIIMH G), IUIpoQIIoKCaIuH 3a UHOEKIIUN

. HHJIOMETAIIMH, KeTopogeH 3a 00JIKa UK Bb3MaJICHHE

. (bypocemun 3a chpAcUHO 3a00NABaHe (IUYPETHUK, OTBOIHSIBAIIO JICKAPCTRO)

o 3unoByauH 3a HIV undexius

. pO3yBacTaTUH, CHMBACTaTHH, aTOPBACTATHH, ITPABACTATHH 32 XUIIEPXOJIECTEPOIEMHUs (BUCOK
XOJIECTEPOI)

. cydacanasuH 3a Bb3NAIUTEIHO 3a00JIIBaHE HA YepBaTa WM PEBMATOHJICH apTPUT

. JIEKapCTBO, HAPEYCHO KOJIECTUPAMUH (M3MOJI3BAaHO 32 HaMallsiBaHEe Ha BUCOKHS XOJIECTEPOI) MU

AKTHUBCH BBIJICH, TBU KaTO TE3H JICKapCTBa Morat ga HaMaJiaT KOJIMYE€CTBOTO He(I)HYHOMI/II[
medac, KO€TO C€ Mo€Ma OT OpraHmusMma.

AKo Beye IpueMaTe HecTepOUIHU NPOoTHBOBBL3NaduTeHu cpeacrsa (HCIIBC) n/unn
KOPTUKOCTEPOUIH, MOKETE A2 NPOIBIDKUTE 1a TH B3eMaTe CJIEH 3alI0YBaHE Ha JICUYCHHUETO C
Jlepmynomua medac.

Bakcunanum

Axo TpsiOBa 1a ObJieTe BAKCUHHUPAHU, onuTaite Bams jgekap 3a chBet. Onpe/ieNieHr BaKCUHAITUH HE
TpsiOBa Ja ce mpujarat qokaTo npuemMate Jledrynomua medac U U3BECTHO BpeMe CJIie]] CIIUPaHe Ha
JICYCHUETO.

Jleduaynomua medac ¢ XxpaHa, HAMUTKHA M AJTKOXO0JI

Jlepmynomua medac Moxe Aa ce mpueMa chC Win 06e3 XpaHa.

He ce mpenoppuBa 1a ce KOHCyMHpa alKOXoJI 1o Bpeme Ha jiedeHue ¢ Jlehmynomun medac.
Koncymanusra sHa ankoxon mokato nmpuemare JledmyHomua medac Moke 1a yBEITHYH PUCKA OT
yBpeXKIaHe Ha YepHUsI Apo0.

BpemeHHOCT 1 KbpMeHe

He npuemaiite Jlehaynomun medac, ako cTe UM cMsATaTe, Ye MOXKE J1a cTe OpeMeHHa. AKO CTe
OpemeHHa, win 3abpeMeHeere, Jokato npuemare Jlegynomun medac, puckbT OT paxkzaaHe Ha Oede
ChC CEPUO3HH BPOJICHH Ae(eKTH € MOBHIICH. JKeHnTe ¢ AeTepoeH MOTeHINal He TpAOBa 1a mpuemMar
Jlepmynomua medac, OCBEH ako He M3MOI3BAT HAASKIHA MEPKH 3a Mpera3Bane oT 3a0peMeHsBaHe.

HNudopmupaiite Bamist gekap, ako Bp3HaMepsiBaTe Ja 3a0peMeHeeTe clie/l CIIMPaHe Ha JICYCHUETO C
Jlepmynomua medac, Thi KaTo € HEOOXOAMMO Jla CE YBEpUTE, Y€ HE ca OCTAHAIH CIIEH OT
Jlepmynomua medac B oprann3ma Bu npenu na npaBute onuTH 3a 3a0peMeHsBaHe. ToBa MOXe Aa
otHeMe 70 2 ronuHu. ToBa W34aKBaHe MOXKE J]a Ce ChKPATH JI0 HSIKOJIKO CEIMHIIN Ype3 MPUEMaHeTo Ha
JIeKapCTBa, KOUTO YCKOPSIBAT OTCcTpaHsBaHeTo Ha Jlegmynomu medac ot Bammst opranuszbsm.

B®B Bcuuku cnyyan TpsioBa 1a ObAe NOTBBPACHO Ype3 KpbBHU n3cinensanus, ye Jlegmynomun medac
€ OTCTpaHeHa B JOCTaThuHA CTeNeH OT Bamus opranussm, kato Bue TpsOBa qa n3yakare Hali-Maiko
Olle €JIMH Mecel] IPeu Ja 3a0peMeHeeTe.

3a nombiIHUTENHA HH(POpMAIUS 3a T1a00paTOPHOTO U3CIIEIBAHE, MOJIs, 00BPHETE ce KbM Barus
JeKap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1mo Bpeme Ha sieuenneTo ¢ Jlehaynomun medac wmu mpes
2-Te TOJIMHY CIIe/I HErOBOTO CliUpaHe TpsiOBa He3a0aBHO J1a ce CBhpkeTe ¢ Bamus nekap 3a Tect 3a
opemenHoct. [Ipu monoxxureneH TecT 3a OpeMeHHOCT Bammsar siekap Moxe n1a Bu npeanoxu JieueHne
C Ompe/IeTICHH JIeKapcTBa 3a oTcTpaHsBane Ha JledyHomun medac Obp30 U B TocTaThYHA CTETICH OT
opranu3ma Bu, Thi KaTo TOBa MOKE J1a HAMaJIM prcka 3a BameTo 6e6e.

He npuemaiite JledyHomu medac o Bpeme Ha KbpMeHe, Thil KaTo JIe()IyHOMHU/] IPEMHUHABA B
KbpMaTa.

lodupane u padora ¢ MalIMHKA

Jlepmynomua medac moxe fa Bu Hakapa Ja ce modyBcTBaTe 3aMasiHi, KOETO MOXKeE Jia HapyIITH
criocoObHOCTTa B 32 KOHIIEHTpanus U pearupade. Ako ToBa Bu ce ciyun He modupaiite u He
U3MO0JI3BANTE MAILIUHU.

Jledaynomua medac cbabprka JaKTO3a
Axo Bammsr nexap Bu e xa3an, 4e uMaTe HETOHOCUMOCT KbM HAKOHU 3aXapH, KOHCYJITUPANTE ce C
HETO Tpeax Ja MpUeMeTe TOBa JIEKapCTBO.

JleprynHomua medac cbabpika coeB JEHUTHH
AKO cTe aJepru4Hu KbM (QbCTBIM WU COSl, HE IPUEMaiTe TOBa JIEKapCTBO.

JlepryHomua medac cbabpika HATPUiA
ToBa nexapcTBO ChABPKa Mo-Manko oT 1 mmol Hatpwii (23 mg) Ha punMupana TabiaeTka, T.e. MOXKe
Jla ce Kaxke, 4e MPaKTUIEeCKU He ChbpiKa HATPHH.

3. Kak na npuemare Jlegurynomua medac

Bunaru npuemaiite ToBa JIeKapcTBO TOUYHO KakTo Bu e ka3zanm BammsaT nexap nin hapmaneBt. AKo He
CTE CUTYpPHHM B HELIO, onuraiire Bamus nexap wiu gapmanesT.

Oo6wuuaiinara HauanHa jo03a Ha Jlehaynomun medac e 100 mg nedayHOMUA eAMH BT JTHEBHO TPE3
nbpBuTe TpU AHUA. CIie] TOBa MOBEYETO MAIMEHTH CE HYKAasAT OT J103a OT:

. 3a peematouzeH aptput: 10 no 20 mg Jlednynomua medac BeAHBkK THEBHO, B 3aBUCUMOCT OT
TEKECTTa Ha 3a00JISIBAHETO.
. 3a ncopuatmyeH aptput: 20 mg JledguryHoMua medac BeTHBX THEBHO.

TorasniaiiTe TadeTKaTa NAJIA U C JOCTATHYHO BOJAA.

Tps0Ba Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3alI0YBAHETO Ha TeparusITa 3a Ja OYyCTByBaTe
noioopenue BLB Bameto cherosiare. Hsakou manueHT MoxKe IOpH J1a MOJTydaT IMO-ToJIIMO
nonoopenue cien 4 1o 6 Mecena OT JICUSHHUETO.

O6uknOoBeHO Bue mie mpuemate Jledurynomua medac 3a MpoabIHKUTEITHO BPEME.

AKO cTe mpuesH noBeye oT HeoOxoaumaTa n03a Jledgaynomua medac

AKo npueMeTe moBe4e oT HeoOxoaumara no3a Jledaynomun medac, o0bpHETE ce KbM Barius iekap
WA TOThPCETE APYT METUIIMHCKH ChBET. AKO € Bb3MOXHO B3eMeTe ChC ceOe CH TaOIETKUTE HITH
KYTHUSITa, 32 ]a My TH TIOKaXETeE.

Ako cTe nponycHaau na npuemerte Jledaynomua medac

AKo 3a0paBuTe J1a B3eMETE €[Ha J103a, B3€METe s BEHAra clie/l KaTo CU CIIOMHUTE, OCBEH aKO TOBa He
e OJM3KOo 10 BpeMeTo Koraro TpsiOBa Ja nmpueMere clieapamaTa 1o3a. He B3eMaiite 1BoiiHa 1034, 3a 1a
KOMIIEHCHpATe MPOITyCHATaTa J03a.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JIEKAPCTBO, MOJIS
nonutaiite Bamms nekap, ¢papMarieBT WM MEAUIIMHCKA CECTPA.
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4.

Bb3MoKHH HeXKeTIaHH pPeakuuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 11a NMPEAN3BHUKA HEXKCIAaHU p€aKIIuH, BHIIPEKHU Y€ HEC
BCCKM I' ITOJTy4aBa.

YBenomere Baius siekap He3adaBHO U cripere aa Bzemare Jlediaynomun medac:

aKo TOJTy4HTe ¢1a00CT, TOYyBCTBATE C€ 3aMasiHU U By nmprMaree ninm nmate 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Ja OhJIaT MPU3HAIM HAa CEPUO3HA aJISpTUYHA PeaKIus,

aKO IMOJIyYUTE KOKeH 00PUB WU SI3BM B YCTATa, Thil KATO T€ MOXKE J1a Ca MPOsiBa HA TEXKHU,
MOHSAKOTA KUBOTO3acTpamaBaiy peakiuu (Hanp. Cuaapom Ha CtuBbHC-/[)KOHCHH, TOKCHYHA
enuiepMaliHa HeKpoJIn3a, epuremMa MynTudopMe, JIeKapcTBeHA PEaKIHs ¢ €O3MHO(PIINS 1
cucteman cumnromu [ DRESS]), BmkTe Touka 2.

Yeenomere Bamus iexap He3a0aBHO, aKO TIOTYUUTE:

0J1e1a KoKa, yMOpa, WM CHHUHM, Thil KaTO T MOJKE Ja ca NPU3HAK Ha HApYILICHUS Ha KPHBTa,
IMPUYIMHCHHU OT HAPYIICH Oaitanc Ha PA3IIMYHUTE BUAOBC KPBbBHU KJIICTKU, KOUTO ChCTAaBAT
KpPBBTA,

yMOpa, KopeMHa 60JIKA WK KbJTeHHIa (KBJITO OIBETSBAHE HA OYUTE WJIM KOXKAaTa), Thid
KaTO T€ MOYKE J1a Ca IPU3HAK Ha CEPHO3HU ChCTOSHUS KaTO YepHOAPOOHA HETOCTHYHOCT, KOSTO
MOe 1a ObJie (aTaHa,

BCSIKAKBH CHMIITOMHU HAa HH()EKIUS KaTO MOBHIIIEHA TeMIIepaTypa, Bb3NaJeHO I'bPJI0 WK
KaIJIMIA, 3aII0TO TOBA JIEKAPCTBO MOYKE Ja YBEJIMYHM PHCKA OT TeKKa WH(PEKIHS, KOATO MOXKE
Ja Ob/ie )KUBOTO3acTpallaBala,

KalLTUIA WK 3aTPY/AHEHO AUIIAaHe, Thil KATO TOBAa MOXeE Jia 03HayaBa MmpobaeMu ¢ Oerust
Ipob (MHTepcTUIMATHA OerropoOHa OoecT, OemoapoOHa XUIIEPTOHNUS, FITH BH3EN B Oeus
1pob),

HEOOMYaifHO U3TpBIIBaHe, cIaboCT Wi 00JKa B PhIETE WU CThIIanarta, Thil KATO TOBa MOXE J1a
€ TIpU3HaK Ha ipobnemu ¢ HepBUTe (TeprdepHa HEBPOTIATHS).

YecTH HexeIaHM peakunu (Moxke aa 3acerHar a0 1 na 10 gymu)

cnabo HaMansBaHe Ha Opost Ha OeluTe KPbBHH KIIETKHU (JICBKOIICHHS),
JICKH allepTUYHU PEaKIIHH,

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

yMopa (acTeHus),

rjiaBo0oJINe, 3aMaliBaHe,

HEOOMYaHN KOXKHU YCEIIaHus KaTO N3TPBIIBaHE (TTapecTe3ns),

JIeKO TIOBUIIIABAHE HA KPHBHOTO HAJISTaHE,

KOJIUT,

Japusi,

rajieHe, IOBpbIIaHe,

Bb3NaJICHUE Ha ycTaTa WU S3BH B yCTara,

KopeMHa 00JIKa,

yBEeTUUEHHE Ha HAKOM PE3YJITaTH OT YEPHOIPOOHHU TECTOBE,

yBeJIUYEH KOCOMaI,

eK3eMa, cyxa Koxka, 00puB, ChpOeXK,

TeHIUHUT (O0JIKa, MPUIMHEHA OT Bh3IaJeHNEe Ha MeMOpaHaTa, 0OBHBAIIA CYXOKIIUATA
OOMKHOBEHO Ha KpakaTa WU pbLeTe),

MOBUIIIABAHE HA ONPEACIICHN €H3UMH B KpBBTa (KpeaTuH GochoKnHa3a),
npo0JeMHy ¢ HEpBUTE Ha PBLIETE WK Kpakata (riepudepHa HEBPOTIaTHS).

HeuecTu He:keslaHH peaknuu (Mo:xe 1a 3acerHat a0 1 Ha 100 qymm)

HaMaJIABaHEe Ha Opos Ha YEPBEHNTE KPHBHU KJIIETKH (aHEMHsI) M HaMaJIsiBaHE Ha Opost Ha
KPBBHUTE TPOMOOLIUTHTE (TPOMOOIIUTOICHHS),

HaMaJlsIBaHE Ha HUBOTO Ha KaJIM{ B KPHBTA,

TPEBOXKHOCT,
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. BKYCOBH HapyIICHHA,

. ypTHKapHs (KOPUBHA TPECKa),

. CKBCBaHE Ha CYXOXKHUIIHE,

. MTOBUINIABaHE HA HUBOTO Ha JIUMUIUTE B KPBBTA (XOJIECTEPOI M TPUTIIULICPHIIN ),
. MOHIKaBaHE Ha HUBOTO Ha pocdaru B KpbBTA.

Peaxu Hexxennanu peakuuu (Moske 1a 3acernat 10 1 va 1 000 qyuin)

. yBeJMYeHNEe Ha Oposi HAa KPHBHUTE KIIETKH, HApedeH! e03MHO(HIH (€03UHODUIINS); JTEKO
HamaJsBaHe Ha Opos Ha OenuTe KPhBHU KIETKH (JIEBKOIICHUS ); HaMaJsiBaHE Ha OpOsi Ha BCUYKH
KPBBHU KJIETKH (MAaHLUTONECHNU),

. 3HAYUTEITHO MTOBUINIABaHE Ha KPHBHOTO HAJISTaHE,

. Bhb3MajJICHUE Ha Oenust qpo0 (MHTePCTHIIMATIHO 3a00sIBaHe Ha Oeus 1po0),

. YBEJIMYESHHE HA HAKOU PE3YITATH OT YEPHOPOOHH TECTOBE, KOUTO MOTAT Jia JIOBEAAT 10
CEPHO3HU ChCTOSIHHASA KAaTO XETAaTUT U XKBITCHUIIA,

. TEXKH MH(EKIMH, HApSYCHH CEIICKC, KOMTO Morat Ja ObJaaT (aTaiHu,

. MOBHUIIIABAHE Ha ONPEACIICHN €H3UMH B KPBBTa (JIAKTaT AEXUIAPOTreHas3a).

MHoro peakn HexelaHu peakiun (Moxke na 3acernat a0 1 ma 10 000 xymm)

. W3pa3eHoO HaMaJIeHUE Ha HSIKOW OeIM KPBbBHU KJIETKH (arpaHyJIoIHnTo3a),

. TEXKH ¥ MMOTSHIIUAIHO TeXKH AIEPTUIHH PEAKIIHH,

. BB3MAJICHHE Ha KPhbBOHOCHH ChJ0BE (BaCKYJIHUT, BKIIFOUHUTEITHO KOXKEH HEKPOTHU3HUPAII]
BacCKYJINT),

. BB3MAJICHNE Ha MTaHKpeaca (MaHKPeaTwuT),

. TEXKO YePHOAPOOHO yBpeXIaHEe KaTO YePHOPOOHA HETOCTATHYHOCT WM HEKPO3a, KOUTO
MoraT Ja Obaat (haTajiHu,

. TE€XKH, MOHIKOTa )KMBOTO3acTpalliaBaIiy peakuu (cuaapoM Ha CTuBbHC-/[)KOHCHH, TOKCHYHA

enmuIepMaliHa HeKpoI3a, epuremMa Myntadopme).

Jpyru HexxenaHu peakiu Karo ObOpedHa HeIOCTAThUYHOCT, HAMAJICHUE HA HUBOTO HA TTMKOYHA
KHCEITNHA B KPBBTa, 0€10Jpo0Ha XUIISPTOHH, OE3ILIONE IPU MBKE (KOSTO € 00paTUMO Ciie]l KaTo
BEJIHBXK CE CIIPE JICUSHUETO C TOBA JICKAPCTBO), KOXKEH JIYITyC (XapaKTepu3nupall ce ¢
00pHB/3auepBsIBaHE HA KOXKHH y4aCThIIM, KOUTO Ca U3JI0KCHH Ha CBETIIMHA), IICOPHA3UC (HOBOIOSIBIIT
ce wm Biiormasani ce), DRESS u koxHa s13Ba (KpbIvia, OTBOPEHA paHa Ha KOXKaTa, Ipe3 KOATO MoraT
Jla Ce BUJIAT MOJISKANUTE THhKaHH), ChIII0 MOTAT JIa CE MOSIBAT C HEM3BECTHA YECTOTA.

Cho01aBaHe Ha HesKeJIAHH PeakIuu

AKO MOJTyuHnTe HIKaKBU HEXEJIaHH JICKapCTBEHU peakuy, yBeaomere Bammus nekap, GpapmaueBT uin
MeIUIHCKA cecTpa. ToBa BKIIIOUYBAa BCUUKU Bb3MOXKHU HEOIMCAHU B Ta3U JIMCTOBKA HEXKeJaHH
peakiy. MokeTe ChII0 a ChOOIIUTE HEXKENaHH PEaKIUU JUPEKTHO Ype3 HAMOHAIHATA CHCTEMa 32
cbobIIaBane, mocodeHa B [lpuioskenue V. Kato cpob1aBate HexXeJIaHN peakiy, MOKETE Ja JajieTe
CBOS IIPUHOC 3a MOJTyyaBaHe Ha MoBe4e HH(OopMaIs OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak na cexpansiBate Jledprynomun medac

[a ce cbxpaHsBaiiTe Ha MACTO, HEJIOCTBITHO 32 JIela.

He u3znon3BaiitTe TOBa JIEKapCTBO CJIE] CPOKA HA TOHOCT, OTOENA3aH BEPXY KapTOHEHATA OMAaKOBKA U
BBpXY OyTmikara cien ,,l 'ogeH no:”. CpoKbT Ha TOTHOCT OTTOBAPS HA TOCIEAHIS ICH OT MOCOYCHUS
Mecell.

CoxpaHsBaiiTe OyTHIKaTa ITBTHO 3aTBOPEHA, 3a JIa Ce MPEJINas3u OT Bjiara.

He u3xBbpisiite nekapcTBaTa B KaHATU3AIUATA WIK B KOHTEHHEpa 3a JOMAITHH OTIIa bIIH.

Ilonuraiite Bamms q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Te3n
MCPKHU 1€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.
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6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHpOpManus
Kakso cbabpixa Jledguaynomun medac

. AKTHBHO BemIecTBO: JIe(hIyHOMHU.

Enna ¢unmupana tabnetka Jlepmynomun medac punmupanu tabietku ot 15 mg cbabpxa
15 mg nedryromm.

. Jpyru chCTaBKHU: JIAKTO3a MOHOXHJIPAT, HUCKO HACHTEHA XUPOKCHITPOTIHII LIETyJI03a, BUHEHA
KHCEJIMHA, HATPHUEB JIAypUICYI(aT 1 MarHe3ueB creapar B TaOJIETHO SIPO, KAKTO U JISHUTUH
(coeBu 3bpHA), NOJIU(BUHMI aJIKOXO0I), TaJK, TuTaHueB Anokcun (E 171) u ryma kcanTad BbB
(UIMOBOTO TIOKPHTHE.

Kak m3rnexna Jlegurynomua medac M KaKBO CbIbPKa 0NIAKOBKaTAa

Jlepnynomun medac 15 mg punmupanu TabneTku ca 0eiu 10 MOYTH OSIM U KPBIUIUA C TUAMEThP
okoso7 mm. OT egHaTa cTpaHa Ha TabieTKaTta UMa BATbOHATO penedHo o3HaueHue “15”.

TabneTkuTe ca OMaKoBaHH B OyTHIIKH.
Jlepmynomug medac 15 mg punmmupanu Tadnerku: Bumose onakosku ot 30, 60, 90 wmu
100 ¢punmupanu TabIeTKH B e1Ha Oy THITKA.

He Bcuuky BHoBe OMAaKOBKU MOTarT j1a ObJaT IMyCHATH B IPOJax0a.
IIpuTeikaTen Ha pa3pelIeHUETO 32 yHoTpeda

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

T'epmanus

ITpousBoauTe

Haupt Pharma Miinster GmbH
Schleebriiggenkamp 15

48159 Miinster

I'epmanus

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

T'epmanus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA NPUTCKATECIIA Ha pa3pClIICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien Kvbmpog

Pharmanovia Benelux B.V. Gidamed Medical Supplies Ltd.
Tél/Tel: +31 76 560 0030 TnA: +357-257 510 30
Leflunomide@medac.cu Leflunomide@medac.cu
Bbnarapus Luxembourg/Luxemburg
medac GmbH medac GmbH

Ten.:+49 4103 8006-0 Tél/Tel: +49 4103 8006-0
Leflunomide@medac.cu Leflunomide@medac.eu

47


mailto:Leflunomide@medac.eu
mailto:Leflunomide@medac.eu
mailto:Leflunomide@medac.eu
mailto:Leflunomide@medac.eu

Ceska republika / Slovenska republika

medac GmbH organizacni slozka
Tel: +420 774 486 166
Leflunomid@medac.cu

Danmark / Sverige
medac
Gesellschaft fur klinische

Spezialpriparate G.m.b.H, Tyskland, filial

TIf.: +46 44 7850 666
Leflunomide@medac.cu

Deutschland

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu

Eesti / Latvija / Lietuva
ViaSana

Tel: +370 5 2788 414
Leflunomide@medac.cu

E)\AGdo

medac GmbH

TnA: +49 4103 8006-0
Leflunomide@medac.cu

Espaiia

Laboratorios Gebro Pharma, S.A.

Tel: +34 93 205 86 86
Leflunomida@medac.eu

France

medac s.a.s.

Tél: +33 437 66 14 70
Leflunomide@medac.cu

Hrvatska

Medis Adria d.o.o.

Tel: +385 (0) 1 230 34 46
Leflunomid@medac.cu

Ireland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

island

Vistor ehf.

Simi: + 354 535 7000
Leflunomide@medac.eu
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Magyarorszag

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Malta

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.eu

Nederland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Norge

medac

Gesellschatft fiir klinische
Spezialpraparate G.m.b.H, Tyskland, filial
TIf: +47 90 63 81 04
Leflunomide@medac.eu

Osterreich

EVER Valinject GmbH
Tel: +43 7665 20555
Leflunomide@medac.cu

Polska

medac GmbH Sp. z.0.0.
Tel: +48 22 430 00 30
Leflunomid@medac.cu

Portugal

medac GmbH - Sucursal em Portugal
Tel: +351 21 410 75 83
Leflunomida@medac.cu

Romania

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.eu

Slovenija

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu

Suomi/Finland

medac

Gesellschaft fiir klinische
Spezialpriparate G.m.b.H, Tyskland, filial
Puh/Tel: +358 10 420 4000
Leflunomide@medac.cu


mailto:Leflunomid@medac.eu
mailto:Leflunomide@medac.eu

Italia

medac Pharma S.r.l.
Tel: +39 06 515912 1
Leflunomide@medac.eu

JlaTa Ha mocJieaHo mpepasriexkaade Ha Jucropkata {MM /I'TTT}

JApyru u3rouHunm Ha uHGopMmauus
[TonpoOHua nHpOpManUs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
o nekapcrteara https://www.ema.europa.eu.

49


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

JlucroBka: undopmanus 3a norpeduTeNs

Jledaynomun medac 20 mg ¢puamupanu tadieTku
neduynomus (leflunomide)

IIpouereTe BHUMATEIHO LSLJIATA JIMCTOBKA, IIPEIM 12 3all0YHeTe 1A IpHeMaTe TOBa J1eKapcTBo,
ThH KaTo T ChbAbPsKa BaxHa 32 Bac nadopmanus.

. 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH JIa sl MPOYETETE OTHOBO.

. AKO MMaTte HAKaKBH JOTTBIHUTETHN BBIIPOCH, TTONTMTaiiTe Barmms iekap, hapMarieBT wim
MEJIULIMHCKA CECTPA.

. ToBa JiekapcTBO € MPeNKUCaHo eIUHCTBEHO U InuHO Ha Bac. He ro mpeorcrhnBaiite Ha Apyru

xopa. To Moke J1a UM HaBpEIH, HE3aBUCUMO, Y€ MTPU3HAIIMTE Ha TAXHOTO 3a00JIABaHE ca
chIMTE KaTo Bammre.

J AKO TIONTyuuTe HAKAKBU HEXEJaH! peaklny, yBeaoMeTe Bamms nekap, GpapmareBT niu
METUITMHCKA cecTpa. ToBa BKIIIOYBA M BCHUKH BH3MOXKHH HEXKEJIaHU PEaKIINH, HEOHCaH! B
Ta3u JUCTOBKA. Bikte Touka 4.

KakBo chabp:ka Ta3u JUCTOBKA

Kakgo npeacrasnsisa Jlepmynomua medac u 3a KakBo ce U3MOI3BA
KakBo Tpsi0Ba na 3Haere, npeau na npuemere Jlepmynomun medac
Kaxk na npuemare Jledmynomua medac

BB3M0XHU HEXKETTaHU PEaKLIUU

Kak ma cexpanssare Jlehmynomun medac

CpIrpprkaHre Ha OTIAaKOBKATa M JOIIBIHUTEIHA HHPOpMANUs

ourwLNE

1. Kakso npeacrasiasia Jledpaynomua medac u 3a KaKBo ce M3I10JI3Ba

Jlepnynomu medac npuHaAISKU KbM TPYIIa JICKAPCTBA, HAPCUCHHU aHTUPEBMATUYHU JieKapcTBa. Ts
CBHABPKA aKTUBHOTO BEIIECTBO JIS(HITyHOMHUI.

Jlepnmynomun medac ce n3MosI3Ba 3a JeYEHUE Ha Bb3PACTHU MALMEHTH C aKTUBEH PEBMATOUICH
apTPUT WM aKTUBEH IICOPUATUYEH apTPUT.

CuMnOTOMHUTE HA PEBMATOUJICH apTPUT BKIIFOUBAT Bh3MAJIICHUE HA CTABUTE, MOyBaHe, 3aTPyAHEHO
JIBHKCHHE U 00JIKa. J[pyru CUMIITOMH, KOMTO 3acsrarT ISUIOTO TSUTO BKJIFOUBAT 3ary0a Ha areTur,
MTOBUIIIEHA TEMITEpaTypa, 3aryda Ha eHeprus 1 aHemus (JINTica Ha YepBEHU KPHBHU KIIETKH).

CUMOTOMUTE HA AKTUBEH IICOPUATUYEH apTPUT BKIIOUBAT BH3MAJICHUE HA CTABUTE, MOAyBaHe,
3aTpyIHEHO ABIDKEHHUE, 0OJKa M YIacTHIM Ha 3a4epBeHa, JIIOMIeIa ce KoXa (KOKHU M3MEHEHHS).

2. Kakso Tps6Ba na 3Haete, npeau Aa npuemere Jlegpaynomua medac

He npuemaiite Jledsrynomua medac:

. aKo HSKOTra CTE MMaJY aJePruYHH PEaKIUuU KbM JIeIyHOMH] (0COOEHO CEpHO3HHU KOXKHU
pEaKIH, YeCTO MPUAPYKEHH C TOBUIIEHA TEMIIEPATypa, CTAaBHU OOJIKH, YePBEHH IIETHA T10
KO’kKaTa WM MeXypH, Harp. cuHApoM Ha CTuBBHC J[)KOHCBH), MM KbM HSKOS OT OCTAHAJINTE
CHCTaBKHM Ha TOBA JICKApCTBO (M30pOCHHU B TOUKA 6), WIIM aKO CTE aJlepIrUIHU KbM
TepruITyHOMUT (M3MI0JI3BaH 3a JICUYSHNE Ha MHOYKECTBEHA CKIIEp03a),

. aKo MMaTe HIKAKBH YePHOAPOOHM MpodiemMu,

. aKo MMaTe YMEPEHHU A0 TEKKH ObOpedHH MpodaemMu,

. aKO MMaTe CHJIHO MOHIKEHKE Ha 0eJThbIUTE B KPbBTa (XUIIONPOTENHEMHS),

. aKo cTpajare OT HAIKaKbB MpobiIeM, KOHTO 3acsira MMyHHaTa Bu cucrema (Hanpumep CITNH),

. aKo UMaTe HAKAKHB IIPOOJIEM C KOCTHHSI MO3bK HJIM aKO UMaTe HUCHK Opoi YepBEHH WU Oenn
KPBBHHU KJIETKU B KPBbBTa WJIM HaMaJeH Opoil TpoMOOLIUTH B KPBBTA,

. aKo CTpajare OT cepro3Ha MHpeKuus,
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. aKo cte OpeMeHHa, CMsATaTe Y€ MOXe Ja CTe OpeMEHHA WK KbpPMUTE.

IpexynpexaeHns u npeanasHu MePpKU

T'oBopete ¢ Barus nekap, hapMaieBT Wid MEIUIIMHCKA cecTpa, npeau Aa npuemere Jledmynomug

medac

. aKko crte 00JIeIyBaIN OT Bh3NMajeHne Ha Getust Apod (nHTepcTHIHaaHa OeaoapobHa 6oecT).

. aKo HAKOTa CTe UMK Ty0epKyJI03a Win cTe OMIK B OIM3bK KOHTAKT ¢ HIKOW, KOWTO MMa HITH
e uman TyoepKyso3a. BammsT gekap Moxe Jia HalpaBy M3CJICIBAHUS, 32 [1a IPOBEPHU T
uMare TyOepKyIo3a.

. aKo CTe Mb:K U HCKaTe Jia cTaHere Oama. Thil KaTo He MOKe J1a ce U3KIII0YH BEPOSITHOCTTA 3a
npemuHaBane Ha JlehnyHomun medac B ciepmara, TpssOBa J1a ce M3MOJI3Ba CUTYpPHA
KOHTpaIEIIHs 10 BpeMe Ha JieueHunero ¢ Jlepmynomun medac. Mbxere, ’xenaenu aa Obaat
Oamy, TpsAOBa 12 ce 00BPHAT KbM CBOS JieKap, KOWTO MOJXKE Jia TH TIOChBETRA J]a CIIpaT
npuemaneto Ha Jlepaynomun medac u 1a B3eMaT HIKOH JICKApCTBA 3a J1a OTCTPAHSAT
Jlepnynomua medac O6p30 U B IOCTaTh4HA CTEICH OT opranusma cu. llle e HeoOxomumo na Bu
Ce HalpaBH U3CJIe/IBaHE HAa KPBBTA, 3a J1a ce MOTBBPAH, Ye JledyHomun medac e OTcTpaHeH B
JIOCTaThyHA CTETCH OT Balus oprann3bM U cliesl ToBa Bue TpsOBa na n3yakare Hal-Manko
omie 3 Mecela Ipe/iv J1a ce OMUTBATE JIa Ch3/IaBate Jiela.

. ako TpsOBa na Bu ce HanpaBu onpeieneH BUJ U3cieIBaHe Ha KPbBTa (HUBO Ha KaJIHiA).
BB3M0OKHO € n3MepBaHeTo J1a MoKake (aalliiBO HUCKH HUBA Ha KaJILUH.
. ako Bu npezacTon uinm cTe npeThpnenn CKOpOIIHa TeXKa olepanys NI ako BCE OILE uMarte

He3apacHaja paHa cien onepanys. Jledurynomu medac Moxxe 1a ObJie TPUYUHA 32 TPYTHO
3a3/IpaBsBaHE HA PAHUTE.

Jlepnynomua medac MoKe MOHSKOTa Ja MPUYKMHHU HAKOU IPOOJEMH Ha KPBBTA, YepHHS Ipo0, OemnTe
IpoOoBe, UK HEPBUTE Ha PhIIETE MM KpakaTa. Moxe ChILo Ja MPUIMHU CEPUO3HH AIEPTUUIHI
peaxuuu (BKIIOUMTEIHO JIEKapcTBEHa peakus ¢ eo3nHodumms u cucteMuu cumnromu [DRESS]),
WM J]a YBEJIMYHU PUCKa OT TeKKa nH(eKknus. 3a moBedye nHpopMaIus 3a TOBa, MOJISL, IPOYETETE
Touka 4 (Bp3MOXXKHM HEXXETIAaHU PEaKIIHH).

DRESS ce nosiBsiBa mppBOHAYAIHO KAaTO TPHUIIONOIO00HH CUMIITOMU M OOPHB MO JIUIETO, CIIE TOBA
o01IMpeH 0OpUB ¢ BUCOKA TEMIIEpaTypa, IOBUIIICHA HUBA HA YePHOPOOHUTE SH3UMU MPH U3CIIEIBAHE
Ha KpbBTAa, IOBUILABAHE HAa €AWH BUJ Oelr KPBBHU KICTKH (€03MHOMMINSA) U YBEIUICHU TUMPHU
BB3JIH.

BamusT nexap e u3BbpiIBa KPbBHU U3CJeABAHUS PEIOBHO, IPEAN U 110 BpeMe Ha JIEYSHHUETO C
Jlepnmynomuza medac, 3a na mpocneasiBa KppBHUTE By kiteTku u uepHus Apo6. Bamusat gexap cbiio
Taka Ie MpoBepsBa KppBHOTO By Hamsirane peqoBHO, Thi kKato Jlegmynomua medac Moxe na
MIPUYUHY [TOBUINIaBaHE Ha KPBBHOTO HAJISTAHE.

I'oBopere ¢ Bamms nekap, ako nmaTe HeoOsSCHUMA XpOHUYHA Auapus. Bammst gexap Moxe ia
W3BBPIIU JOMBIHUTEIIHU U3CICABAHMS 32 TU(epeHIIMaiHA TUAarHO3a.

VYBenomere Bamms nekap, ako pa3BueTe Ko)KHa s13Ba 10 BpeMe Ha sieueHue ¢ Jledmynomun medac
(BuKTE CBHIO TOUKA 4).

Jlena v IOHOIIH
JlepnyHomua medac He ce Mpenopb4Ba 3a ynorpeda npu Jiena v IHOIIU HA BH3PacT mojg
18 roaunu.

JApyru nexapcerBa u Jledaynomua medac
Tps6Ba na kaxere Ha Bamms nexap wim GapmaiesT, ako IpueMare, HACKOPO CTE MPUEMall WK €
BB3MOXHO J1a pHeMaTe APYTH JekapcTa. ToBa BKIIIOUBA U JIEKapCTBa, OTILyCKaHH 0e3 peuenTa.

ToBa ¢ ocobeHO BaXXHO, aKO IMpUueMate:

. JIPYTH JICKapCTBa 32 PEBMATOU/ICH apTPUT KaTO aHTUMAaIapUIHU JIeKapCcTBa (HAIp. XJIOPOXHUH U
XUIPOKCUXJIOPOXHH), 3]1aTO, MPHUIIOKEHO HHTPAMYCKYITHO MK TIEpOpaHo, [l-ieHuimiaMuH,
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a3aTHUOTIPUH U APYTH UMYHOCYIPECUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thid KaTo Te3:
KOMOWHAIIMU HE Ca MPENOPbUYNUTEITHU

. Bap(apyH U IPYTH EPOPATHH JICKaPCTBA, U3IOJI3BAHN 32 pa3pexkIaHe Ha KPHBTA, Thi KaTo €
HEo0X0MMO HaOJFOICHHUE, 3a JIa CE HAMAJIM PUCKBT OT TI0sBa HA HEXKEJIAHU PEeaKIUy Ha TOBa
JIEKapCTBO

. TepruITYHOMH]T 32 MHOYKECTBEHA CKIIEp0O3a

. penariauHuI, THOTIUTAa30H, HATETJIMHU/L WK PO3HUTIIMTA30H 32 TUadeT

. JayHOPYOHIIMH, JOKCOPYOUITMH, TAaKITUTAKCEN FIIA TOTIOTEKAH 3a pak

. JIyJIOKCETHH 32 JCTIPECHsl, HHKOHTUHEHIUS Ha ypyuHaTa Wik 0bOpeuHo 3a00J1sBaHe pu
nradeTuIu

. AJIOCETPOH 3a JICYCHUE Ha TeXKKA TUapus

. Teo(MIIHH 32 acT™Ma

. TU3aHUVH, MyCKYJICH PEllaKCaHT

. OpaJTHA KOHTPAIENTHBH (ChIbPXKAIIY ETHHUIECTPAINOI 1 IEBOHOPTECTPEI)

. tedakaop, OCH3WIMEHUIIWINH (MeHUIIMH G), TUIpoQIIoKCaIH 3a HUHOEKIIUN

. WHJIOMETAIIMH, KeTopog)eH 3a 00JIKa WK Bh3MaJICHHE

. (bypocemun 3a chpAcUHO 3a00ABaHe (IUYPETUK, OTBOHSIBAIIO JICKAPCTRO)

. 3unoByauH 3a HIV undexius

. pO3yBacTaTUH, CHMBACTaTHH, aTOPBACTATHH, ITPABACTATHH 32 XUIIEPXOJIECTEPOIEMHUs (BUCOK
XOJIECTEPOI)

. cyJadacanasuH 3a Bb3NATUTEIHO 3a00JIIBaHE HA YepBaTa WM PEBMATOHJICH aPTPUT

. JIEKapCTBO, HAPEYEHO KOJIECTUPAMUH (M3MOJI3BAHO 32 HaMaJlsiBaHEe Ha BUCOKHS XOJIECTEPOI) MU

AKTHUBCH BBIJICH, TBU KaTO TE3H JICKapCTBa Morat a HaMaJiaT KOJIM4YE€CTBOTO .He(i)ﬂyHOMI/II[
medac, KO€TO C€ Imoe€Ma OT OpraHusma.

AKo Beye IpueMaTe HecTepOUIHU NPoTHBOBBL3NaauTeHu cpeacrsa (HCIIBC) n/unun
KOPTUKOCTEPOUIAH, MOKETE 12 NPOIB/DKUTE 1a TH B3eMaTe CJIEH 3alI0YBaHE Ha JICUYCHHUETO C
Jlepmynomu medac.

Bakcunanumn

Axo TpsiOBa 1a ObJieTe BAKCUHHUPAHU, MonuTaite Bammis jgekap 3a chBer. OnpeesieHr BaKCUHAITUH HE
TpsiOBa Ja ce mpujarat qokaTo npuemMate JledryHomua medac U M3BECTHO BpeMe CJIie]] CIIMPaHe Ha
JICYCHUETO.

Jleduynomua medac ¢ XxpaHa, HAMUTKHA ¥ AJTKOXOJI

Jlepmynomua medac Moxe Aa ce mpueMa chC Win 06e3 XpaHa.

He ce mpenopbsuBa 1a ce KOHCyMHpa alKOXOoI 1o Bpeme Ha jiedeHue ¢ Jlehbmynomun medac.
Koncymanusrta Ha ankoxon mokato nmpuemarte JledmyHomua medac Moke 1a yBEITHYM PHUCKA OT
yBpeXKIaHe Ha YepHUsI Apo0.

BpemeHHOCT 1 KbpMeHe

He npuemaiite Jlehaynomun medac, ako cTe UM cMsATaTe, Ye MOXKE J1a cTe OpeMeHHa. AKO CTe
OpemeHHa, wiu 3abpeMeHeere, [okato npuemare Jlegurynomun medac, puckbT OT paxkaaHe Ha Oebe
ChC CEPUO3HH BPOJICHH Ae(EeKTH € MOBHUIICH. JKeHnTe ¢ AeTepoeH MOTeHNHal He TpA0Ba 1a mpuemMar
Jlepmynomua medac, OCBEH ako He M3MOI3BAT HAASKIAHA MEPKH 3a Mpeana3Bane oT 3a0peMeHsBaHe.

WNudopmupaiite Bamist gekap, ako Bp3HaMepsiBaTe Ja 3a0peMeHeeTe Clie/l CIIUPaHe Ha JICUYCHUETO C
Jlepmynomua medac, Thi KaTo € HEOOXOAMMO Jia Ce YBEpUTE, Y€ HE ca OCTAHAIH CIIEIH OT
Jlepmynomua medac B opranu3ma Bu npenu a mpaBuTe OMUTH 3a 3a0peMeHsBaHe. ToBa MOxe 1a
OTHEME 0 2 TOJWHHU. ToBa n3yakBaHe MoXxe Ja C€ CbKpPAaTH 10 HAKOJIKO CEAMHIN YPE3 PUEMAHETO Ha
JICKapCTBa, KOMTO YCKOPSBAT OTCTpaHsBaHeTo Ha Jlediynomun medac oT Bamust opranusbm.

B®B BCHUKH ciiydan TpsAOBa Aa ObJie MOTBBPACHO Ype3 KpbBHU n3cieaBanus, e Jlehaynomua medac
€ OTCTpaHEeHa B JIOCTAThYHA CTENEH OT Barvs opranu3bM, kaTo Bue TpsOBa 1a n3yakare Hall-Maiko
Ollle €JIMH Mecel] IPeu Ja 3a0peMeHeeTe.

3a AonBIHUTENTHA HHPOPMAITUS 3a 1a00paTOPHOTO U3CIIEABAHE, MOJIs, 00bpHETE ce KbM Barus
JeKap.
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AKo UMaTe ChbMHEHHE, Ue cTe 3abpeMeHsiia 1mo Bpeme Ha sieuenneTo ¢ Jlehaynomun medac wmu mpes
2-Te TOJIMHY CIIe/I HErOBOTO CliUpaHe TpsiOBa He3a0aBHO J1a ce CBhpkeTe ¢ Bamus nekap 3a Tect 3a
opemenHoct. [Ipu monoxkuTeneH TecT 3a OpeMeHHOCT Bammsar iekap Moxe fa Bu npeanoxku ieueHne
C Ompe/IeTICHH JIeKapcTBa 3a oTcTpaHsBane Ha JledayHomun medac Obp30 U B focTaThYHA CTEIICH OT
opranusMa Bu, Thi KaTO TOBa MOKE J1a HAMaJIu prcka 3a BammeTo 6e6e.

He npuemaiite JledyHomu medac o Bpeme Ha KbpMeHe, Thil KaTo Jie()TyHOMHU/] IPEMHUHABA B
KbpMaTa.

lodupane u padora ¢ MalIMHK

Jlepmynomua medac moxe fa Bu Hakapa Ja ce modyBcTBaTe 3aMasiHi, KOETO MOXKeE Jla HapyIITH
criocoObHOCTTa B 3a KOHIIEHTpanus U pearupade. Ako ToBa Bu ce ciyun He modupaiite u He
U3MO0JI3BalTEe MAILIUHU.

Jledaynomua medac cbabprka JaKTO3a
Axo Bammsr nexap Bu e xazan, 4e nMaTe HEITOHOCUMOCT KbM HAKOHW 3aXapH, KOHCYITUPANTE ce C
HETOo Tpeax Ja MpUeMeTe TOBa JIEKapCTBO.

JleprynHomua medac cbabpika coeB JEHUTHH
AKO cTe aJepru4Hu KbM (QbCTHIM UIIH COsl, HE IPUEMaiTe TOBa JEKapCTBO.

JlepryHomua medac cbabpika HATpUid
ToBa nexapcTBO ChABPKa Mo-Manko oT 1 mmol Hatpwii (23 mg) Ha punMupana TabiaeTka, T.e. MOXKe
Jla ce Kaxke, 4e MPaKTUIEeCKU He Chbp)Ka HATPHU.

3. Kaxk na npuemare Jlegurynomua medac

Bunaru npuemaiite ToBa JI€KapcTBO TOUYHO KakTo By e xa3zan BammusT nexap nin hapmaneBt. AKo He
CTE CUTYpPHHM B HEIIO, onuraiire Bamus nexap wiu gapmanesT.

Oo6wuuaiinata HayanHa jo03a Ha Jlehmynomun medac e 100 mg nedayHOMUA eAMH BT JTHEBHO TPE3
nbpBuTe TpU AHA. CIie] TOBaA MOBEYETO MAIMEHTH CE HYKAasAT OT J103a OT:

. 3a pesmatouzeH aptput: 10 go 20 mg Jlednynomug medac BegHBkK THEBHO, B 3aBUCUMOCT OT
TEKECTTa Ha 3a00JISIBAHETO.
. 3a mcopuatmueH aptput: 20 mg JleguryHoMua medac BeTHBX THEBHO.

HMorabmaiite TabjeTKaTa UsAJIa U C JOCTATHYHO BOAA.

TpsOBa Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3all0YBAHETO HA TepaIusITa 3a Ja IOYyCTByBaTe
notoOpeHre BbB Barero chcTosiHue. Hsikon nmarieHTu Moxe Jopu Jia oIydar Mo-rojsMo
nofoOpenue ciex 4 10 6 Mecena oT JIeYSHUETO.

O6ukHOoBeHO Bue mie mpuemate Jledurynomua medac 3a MpoabHKUTEITHO BPEME.

AKO cTe puesu noBeye oT HeoOxoaumaTa n03a Jlegaynomua medac

AKo npreMeTe moBeye oT HeobxoaumMara jao3a Jlepaynomun medac, o0bpHETE ce KbM Barius jgekap
WA TOThPCETE APYT METUIIHCKH ChBET. AKO € Bb3MOXHO B3eMeTe ChC ceOe CH TaOJIETKUTE HITH
KYTHSTA, 33 1a My TH IIOKaXeTe.

Ako cTe nponycHaau na npuemere Jledgaynomua medac

AKko 3a0bpaBuTe /1a B3eMETe €]1Ha /1033, B3EMETE s BEJHAra CIie/l KaTO CH CIOMHHUTE, OCBEH aKO TOBa HE
e OJM3KOo 10 BpeMeTo Korarto TpsiOBa Ja npueMmere clieapaiaTa 1o3a. He B3emaiite 1BoitHA 7034, 3a 1a
KOMIIEHCHpAaTe MPOoITyCHaTaTa J03a.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebaTa Ha TOBa JIEKAPCTBO, MOJIS
nonuTaiite Bamms nekap, papMarieBT WIM MEAUIIMHCKA CECTPA.
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4.

Bb3MoKHH HeXKeTIaHH pPeakuuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHU PE€aKIIUH, BBIIPEKU Y€ HE
BCCKM I'l ITOJTy4aBa.

YBenomere Baius siekap He3adaBHO u cripere aa Bzemare Jlediaynomua medac:

aKo TIOJTy4HTe c1a00CT, TOYyBCTBATE CE€ 3aMasiHU U By nmprMarnee nnm nmate 3aTpyAHEHO
JQHIIAHE, Thil KATO TOBA MOTaT Aa ObJIaT MPU3HAIM HA CEPUO3HA aJISpTUYHA PEaKIus,

aKO IMOJIyYUTE KOKeH 00PUB WU SI3BM B YCTATa, Thil KATO T€ MOXKE J1a ca MPOsiBa HA TEXKKHU,
MOHSIKOTA )KUBOTO3aCTpaIllaBallly peakiiuu (Hamp. cuaapoM Ha CTuBbHC-/[PKOHCHH, TOKCHYIHA
enuepMaliHa HeKpoJIn3a, epuremMa MynTudopMe, JIKapcTBeHA PEaKIUs ¢ €O3MHO(IITUS 1
cucteman cumnromu [ DRESS]), BmkTe Touka 2.

YBenomere Barus iekap He3a0aBHO, aKO TIOTYYUTE:

0J1e1a KOKa, yMOpa, WM CHHUHM, Thil KaTO T MOYKE Ja ca PU3HAK Ha HapyILICHUS Ha KPHBTa,
IMPUYINHCHHA OT HAPYIICH Oajranc Ha PA3IMYHUTE BUAOBE KPBbBHU KJIICTKU, KOUTO CHCTABAT
KpPBBTa,

yMopa, KopeMHa 00JIKa WM KbJTeHHIA (KBJITO OIBETSBAHE HA OYUTE MJIM KOXKAaTa), Thid
KaTO T€ MOJKE J[a Ca IPU3HAK Ha CEPHO3HU CHCTOSIHUS KaTO YePHOAPOOHA HETOCTBYHOCT, KOSTO
MoOKe J1a ObJie (aranHa,

BCSIKAKBHM CHMIITOMH Ha HH()eKIUS KaTO MOBUIIEHA TeMIepPaTypa, Bb3NAJeHO I'bPJIo WK
KaIJIMIA, 3aI[0TO TOBA JIGKAPCTBO MOYXKE Ja YBEIIMUHM PHCKA OT TeXKKa WH(EKIHS, KOSTO MOXKE
na Ob/1e )KUBOTO3acTpallaBala,

KalUINIA WK 3aTPy/AHEHO ANIIaHe, Thil KaTO TOBa MOXeE Jia 03HayaBa MmpobaeMu ¢ Oemnust
Ipo6 (mHTEepcTHIMATHA OenopoOHa OoecT, OemoIpoOHa XUIIEPTOHNS, HITH BH3EI B Oeus
7pod),

HEoOMYaifHO U3TpBIBaHe, c1aboCT WK 00JKa B PhIETE W CThIIANAaTa, Thil KATO TOBa MOXE J1a
€ TIpU3HaK Ha npobnemu ¢ HepBuTe (TeprdepHa HEBPOTIATHS).

YecTH Hexe1aHU peakuuu (Moxe aa 3acersat a0 1 na 10 gymu)

cnabo HaMansBaHe Ha Opost Ha OeIuTe KPHBHH KIIETKHU (JICBKOIICHHS),
JICKH alIepTUYHU PEaKIIvy,

3ary0a Ha aIneTHT, 3ary0a Ha Terjio (0OOMKHOBEHO HE3HAUYUTEIHO),
ymopa (acTeHus),

riaaBo0oJIKe, 3aMaliBaHe,

HeoOWYailHN KOXKHU yCeIIaHns KaTo U3TPhIIBaHE (TTapecTe3us),

JIEKO TIOBUIIIABAaHE HA KPHBHOTO HAJISTaHe,

KOJIUT,

THapHsl,

rajicHe, NOBpPBILAHE,

BB3MAJICHUE HA yCTaTa WM S3BU B yCTaTa,

KopeMHa 00JIKa,

YBEJIMYCHHE Ha HSAKOHM PE3yJATaTH OT YSPHOAPOOHU TECTOBE,

YBEJIMYEH KOCOMa/,

eK3eMa, cyxa Koxka, 00puB, ChpOeK,

TeHIUHUT (O0NKa, MpUYMHEHA OT Bh3MaJIeHHe Ha MeMOpaHaTa, 00BHBaIa CyXOKHITHATA
OOMKHOBEHO Ha KpakaTta Wid pbLeTe),

MMOBHINIABaHE Ha OMNpE/Ce/ICH! eH3UMHU B KPbBTa (KpeaTuH GochoknHasza),
poOJeMH C HEPBUTE Ha PhIIETE WK Kpakara (rmepudepHa HeBpomaTus).

HedvecTn Hexkesanu peaknun (Mozxe Aa 3acerHat a0 1 Ha 100 qymm)

HamallsiBaHe Ha Opost Ha YepBEHHUTE KPBBHU KIIETKH (aHEMUs) ¥ HamMallsiBaHe Ha Opos Ha
KPBBHHUTE TPOMOOIMTHTE (TPOMOOIIUTOTICHUS),

HaMaJIsIBaHEe Ha HUBOTO Ha KaJIMH B KPHBTA,

TPEBOXKHOCT,
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. BKYCOBH HapyIICHHA,

. ypTHKapHs (KOPUBHA TPECKa),

. CKBCBaHE Ha CYXOXKHUIIHE,

. MTOBUINIABaHE HA HUBOTO Ha JIUMUIUTE B KPBBTA (XOJIECTEPOI M TPUTIIULICPHIIN ),
. MOHIKaBaHE Ha HUBOTO Ha pocdaru B KpbBTA.

Peaxu Hexxenanu peakuuu (Moske 1a 3acernat 10 1 va 1 000 qyuin)

. yBeJMYeHNe Ha Oposi Ha KPHbBHUTE KIIETKH, HApedeHH e03MHO(HIH (€03MHODMIINS); JTEKO
HamassBaHe Ha Opos Ha OenuTe KPhBHU KIIETKH (JIEBKOIICHUS ); HAaMaJIsIBaHE HAa OpOsi Ha BCUYKH
KPBBHU KJIETKH (TAHLUTONCHHU),

. 3HAYUTEIHO [TOBUINIABaHE HA KPHBHOTO HAJISTaHE,

. BB3MaJICHUE Ha Oenust qpo0 (MHTePCTHIIMATIHO 3a00sIBaHe Ha Oeus 1po0d),

. YBEJIMYEHHE HA HIKOU PE3YITATH OT YEPHOPOOHH TECTOBE, KOUTO MOTAT Jia JIOBEAAT 10
CEPHUO3HU CHhCTOSIHUSA KAaTO XETATUT U XKBJITCHUIIA,

. TEXKW UH(EKIMH, HAPSYCHH CEIICKC, KOUTO Morat Ja ObJaaT (aTaiHu,

. MTOBHUIIIABAHE HA OMPEACIICHN €H3UMH B KPBBTA (JJAKTaT AEXUIAPOTreHas3a).

MHoro peaku HexelaHu peakiun (Moxke na 3acernat a0 1 ma 10 000 xymm)

. M3pa3eHo HaMaJieHUE Ha HIKOW OeIl KPBbBHU KJIETKH (arpaHyJIoIHnTo3a),

. TEXKH U MOTSHIIUAITHO TeXKH AJIEPTUIHH PEAKIIHH,

. BB3MAJICHHE HAa KPHbBOHOCHH CHJ0BE (BaCKYJHUT, BKIIFOUHUTEITHO KOXKEH HEKPOTHU3HUPAIIT
BacKYyJINT),

. BB3IMAJICHNE Ha MTaHKpeaca (MaHKPeaTwuT),

. TEXKO YePHOAPOOHO yBpeXKIaHEe KaTO YePHOAPOOHA HETOCTATHYHOCT WJIM HEKPO3a, KOUTO
Morat Jia Obaat (haTayiHu,

. TEXKH, MOHIKOTa )KMBOTO3acTpalllaBaIiy peakiuu (cuaapoM Ha CTuBbHC-/[KOHCHH, TOKCHYHA

enmuiepMaliHa HeKpoIn3a, epuremMa Myntadopme).

Jpyru HexXelaHu peakuy KaTo Ob0peyHa HelocTaThYHOCT, HaMaJIeHHe Ha HUBOTO Ha MMUKOYHA
KHCEINHA B KPBBTa, 0emopoOHa XUNIepTOHH, 0e31IIoue IPH MBbXke (KOETO € 00paTHUMO CIIel] KaTo
BE/IHBXK Ce CIpe JICYCHNUETO C TOBA JICKAPCTBO), KOJKEH JIYITyC (XapaKTepu3Huparl ce ¢
00puB/3auepBsiBaHE HA KOXKHU YHaCTBLIU, KOUTO Cca M3JI0KEHH Ha CBETIIMHA), ICOPHA3HC (HOBOMOSBUI
ce iy Biomasam ce), DRESS u kokHa s13Ba (KpbIla, OTBOPEHA paHa Ha KOXKaTa, IIpe3 KOATO MOraT
7la ce BUIAT MOJISKANIUTE THKAHM), CHIIIO MOTAT J1a Ce MOSABAT C HEU3BECTHA YECTOTA.

Cpho01aBaHe HA HeKeJIAHU PeaKIuu

AKO TIOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIVH, yBenoMere Bams nekap, hapmaieBT wim
MEJIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknur. MoXKeTe ChITO Ja ChOOIINUTE HEXKEITAHN PEaKIny JUPEKTHO Upe3 HaIlHOHATHATa CUCTEMA 3a
choOIIaBane, mocoueHa B [Ipmnokenue V. Kato cho0IaBaTe HeXKENaHN PeaKIuy, MOXKETe Ja JajieTe
CBOSI MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Jledprynomun medac

[a ce cbxpaHsBaiiTe Ha MACTO, HEJIOCTBITHO 32 JIela.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKA HA TOHOCT, OTOENsI3aH BEPXY KapTOHEHATA OMAaKOBKA U
BBpXY OyTmikara cien ,,l 'ogeH no:”. CpoKbT Ha TOTHOCT OTTOBAPS HA TIOCIEAHIS ISH OT MOCOYCHUS
Mecell.

CoxpaHsBaiiTe OyTHIKaTa ITBTHO 3aTBOPEHA, 3a JIa Ce MPEJNas3y OT Bjiara.

He u3xBbprsiite nekapcTBaTa B KaHAIU3AIMATA WIA B KOHTEHHEPA 32 JOMAITHH OTIIA bIIH.

Ilonuraiite Bamms q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Te3u
MCPKHU 1€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.
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6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHOpManus
Kakso cbabpixa Jledguaynomun medac

. AKTHBHO BemIecTBO: JIe(hIyHOMHU.

Enna ¢unmupana tabnetka Jlepmynomun medac punmupanu tadierku ot 20 mg chabpKa
20 mg nedyHoMu.

. Jpyru chCTaBKHU: JIAKTO3a MOHOXHUJIPAT, HUCKO HACHTEHA XUPOKCHITPOTIHII LIETyJI03a, BUHEHA
KHCEJIMHA, HATPHUEB JIAypUIICYI(aT 1 MarHe3ueB creapaT B TaOJIETHO AP0, KAKTO U JISHUTHH
(coeBu 3bpHA), NOJIU(BUHMI aJIKOXO0I), TaJK, TuTaHueB Anokcun (E 171) u ryma kcanTan BbB
(UIMOBOTO TIOKPHTHE.

Kak m3rnexna Jlegurynomua medac M KaKBO CbIbPiKa 0NIAKOBKaTAa

Jlepnynomun medac 20 mg punmupanu TabneTku ca 0eu 0 MOYTH OeIM U KPBIUIUA C THAMEThP
OKOJIO 8 mm ¢ JeJMTeNIHA YepTa OT eHaTa CTpaHa Ha Tabjerkara. TabieTkarta Moxe j1a Ob/e
pasJesieHa Ha JIBe paBHU MOJIOBHHHU.

TabneTkuTe ca OMaKOBaHH B OYTHIIKH.
Jlepmynomug medac 20 mg punmmupanu Tadnerkn: Bumose onakosku ot 15, 30, 60 umu
100 ¢unmupanu TaOIETKH B e1HA OyTHIIKA.

He Bcuuky BHoBe OMaKOBKU MOTarT j1a ObJaT IMyCHATH B IPOJaX0a.
IIpuTeikaTen HA pa3pelIeHUETO 32 yHoTpeda

medac

Gesellschaft fiir klinische Spezialprdparate mbH
Theaterstr. 6

22880 Wedel

I'epmanus

IIpousBoauTe

Haupt Pharma Miinster GmbH
Schleebriiggenkamp 15

48159 Miinster

T'epmanus

medac
Gesellschaft fiir klinische Spezialpraparate mbH
Theaterstr. 6

22880 Wedel
T'epmanus

3a AoNBIHUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEICTaBUTEN HAa PUTEKATENS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Kvnpog

Pharmanovia Benelux B.V. Gidamed Medical Supplies Ltd.
Tél/Tel: +31 76 560 0030 TnA: +357-257 510 30
Leflunomide@medac.eu Leflunomide@medac.eu
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bbarapus

medac GmbH

Ten.:+49 4103 8006-0
Leflunomide@medac.eu

Ceska republika / Slovenska republika

medac GmbH organizacni slozka
Tel: +420 774 486 166
Leflunomid@medac.cu

Danmark / Sverige
medac
Gesellschaft fur klinische

Spezialpriparate G.m.b.H, Tyskland, filial

TIf.: +46 44 7850 666
Leflunomide@medac.cu

Deutschland

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu

Eesti / Latvija / Lietuva
ViaSana

Tel: +370 5 2788 414
Leflunomide@medac.cu

EArada

medac GmbH

TnA: +49 4103 8006-0
Leflunomide@medac.cu

Espaiia

Laboratorios Gebro Pharma, S.A.

Tel: +34 93 205 86 86
Leflunomida@medac.eu

France

medac s.a.s.

Tél: +33 437 66 1470
Leflunomide@medac.cu

Hrvatska

Medis Adria d.o.o.

Tel: +385 (0) 1230 34 46
Leflunomid@medac.cu

Ireland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu
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Luxembourg/Luxemburg
medac GmbH

T¢l/Tel: +49 4103 8006-0
Leflunomide@medac.eu

Magyarorszag
medac GmbH
Tel: +49 4103 8006-0

Leflunomide@medac.cu

Malta

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Nederland

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.cu

Norge

medac

Gesellschaft fiir klinische
Spezialpraparate G.m.b.H, Tyskland, filial
TIf: +47 90 63 81 04
Leflunomide@medac.eu

Osterreich

EVER Valinject GmbH
Tel: +43 7665 20555
Leflunomide@medac.cu

Polska

medac GmbH Sp. z.0.0.
Tel: +48 22 430 00 30
Leflunomid@medac.cu

Portugal

medac GmbH - Sucursal em Portugal
Tel: +351 21 410 75 83
Leflunomida@medac.cu

Roméania

medac GmbH

Tel: +49 4103 8006-0
Leflunomide@medac.eu

Slovenija

medac GmbH

Tel: +49 4103 8006-0
Leflunomid@medac.cu



Island Suomi/Finland

Vistor ehf. medac
Simi: + 354 535 7000 Gesellschaft fur klinische
Leflunomide@medac.eu Spezialpréparate G.m.b.H, Tyskland, filial

Puh/Tel: +358 10 420 4000
Leflunomide@medac.cu

Italia

medac Pharma S.r.l.

Tel: +39 06 515912 1
Leflunomide@medac.eu

JlaTa Ha mocJieaHo mpepasriexaade Ha gucropkara {MM /I'TTT}

JApyru n3rouyHunu Ha nHopmanus
[Honpobna nnpopmanys 3a TOBa JEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBponelickara areHuus
10 JIeKapcTBata https:// www.ema.europa.eu.
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