NNPUJIIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlepnynomua ratiopharm 10 mg ¢punmMupanu tabiaeTku
Jlepmynomua ratiopharm 20 mg ¢punmupanu TabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Jledurynomus ratiopharm 10 mg dunmupanu tabieTku
Besika ¢punmupana tabietka ceabpka 10 mg nedmynomun (leflunomide).

Jlerynomup ratiopharm 20 mg ¢punmupanu TabIeTKu
Besika dpunmmupana tabierka ceabpika 20 mg nedaynomun (leflunomide).

[ToMOIITHY BEIIeCTBA C U3BECTHO ACHCTBHE

Jlegrynomuo ratiopharm 10 mg unmupanu mabaremxu

Besika gpunmMupana TabseTka chabpika 76 mg nakros3a u 0,06 mg coeB JCHUTHH.
Jeghnynomuo ratiopharm 20 mg unmupanu mabremxu

Beska dummupana TabneTka cpabpka 152 mg makro3a u 0,12 mg coeB JICIUTHH.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BECUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Odunmupana TadiieTka (TadyieTka)

Jledbsnynomup ratiopharm 10 mg dbwimupanu TabIeTKH
Bsina no nourtu 0sna, kpbria GpuiMupaHa TabJIeTka ¢ JUaMEThp OKOJI0 6 MmM.

Jledbnynomup ratiopharm 20 mg dbwiMupanu TabIeTKH
Bsina no nourtu 0s1a, kpbria GuiMupana TabJaeTka ¢ TUaMeThp 8§ mm ¢ JeTUTeIHA YepTa OT eHaTa
ctpana. TabmeTkaTa Moke 1a ObJie pa3/iecHa Ha 1B€ PaBHU IIOJOBHHH.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU NOKA3AHMS

JledryHOMU € IOKa3aH 3a JiedeHNe Ha Bh3PACTHH MAIFEHTH C:

. AKTHBEH PEBMATOHUIEH apTPUT KaTo “‘0oJecT-MoAn(UIMPAIIO aHTUPEBMAaTHIHO
nekapctBeHo cpenctBo” (BMAJIC),
o AKTUBEH IICOPUATUYEH apTpHUT.

CKOPOIITHO WK eTHOBPEMEHHO JICUCHHE C XEIMaTOTOKCUYHH WiIH XeMaroTokcnaan bBMAJIC (aamp.
METOTpPEKCaT) MOXeE J1a I0BE/Ie A0 YBEIUYEH PUCK OT CEPHO3HU HEXKETaH! PEAKIINH; CIe0BATEIHO,
Npear 3all0YBaHe Ha JICYCHUETO ¢ TeIyHOMU I, TpsOBa 1a Obie BHUMATEITHO NPEIIEHEHO
CHOTHOIIICHUETO TI0JI3a/pUCK.

Hemio noBeue, mpemuHaBaneTo ot jeduayrHomua Ha apyro BMAJIC Ge3 cna3BaHe Ha O4MCTBAIIATa
nporeaypa (Bx. Touka 4.4), MOXe J1a YBEIHYH PUCKA OT CEPUO3HU HEXKEIIaH! PEaKIUU JIOPU ABJITO
BpEMe cJie]l TOBa.

4.2 Jlo3upoBKA M HAYMH HA MPUJIOKEHHE

Jleuenueto TpsiOBa a ce 3all04YHE U ce HAaOJII0/aBa OT CIELUAIMCTH C ONUT B JICYCHUETO Ha
PEBMATOUJEH ApPTPUT U IICOPUATHYEH apTPUT.



EnHoBpeMeHHO U Ha €JHAKBH MHTEPBAJIHN TPAOBa [1a ce ONpPEAEIT AIaHMH aMHUHOTpaHcdepaszaTa
(AJIAT) (wm cepymHara riryramaT-nupysat Tpanchepasa - CI'TIT) u mbiHaTa KpbBHA KapTHHA,
BKJIIOUUTENHO AU epeHInanHo OpoeHe Ha OennuTe KpbBHU KIETKU U Ha TPOMOOLIUTHTE:

. MIpe/Iu 3alI0YBaHE Ha JICYCHHUETO C JIehIyHOMUI,

° BEJIHBK HA JIBE CEAMUIIN Mpe3 MbPBUTE 6 Mecela OT JICYCHUETO U

. BEJHBK Ha BCEKH 8 CEIMHUITH ciie ToBa (BK. Touka 4.4).

Jlo3upoBka

. [Ipu peBMaTOUICH apTPUT: TepamuaTa ¢ Je(IyHOMHUI OOMKHOBEHO 3aIl04Ba ¢ HaTOBapBaIla

nmo3a ot 100 mg enuH BT THEBHO B MPOIbIDKeHNE Ha 3 1HU. [IpomyckaneTo Ha HaToBapBaiara
J103a MOXKE Jia HaMaJIM PHCKa OT HeXeJIaH!u ChOMTHS (BXK. Touka 5.1).
[IpenopwrunTtennara noyIbpikaia g03a ¢ 10 mg mo 20 mg edayHOMUI €IMH BT JHEBHO, B
3aBHCHUMOCT OT TeXeCTTa (AKTUBHOCTTA) Ha 3a00JIsBaHETO.

. [Ipu ncopuaTHdeH apTpUT: TepanuaTa ¢ JehIyHOMHU 3allouBa ¢ HaToBapsaria mo3a ot 100 mg
€IVH ITbT JTHEBHO B MPOABIDKEHNE HA 3 THH.
[IpenoprunTennara noabpikaia g03a ¢ 20 mg nedryHOMU] €IUH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHUHUAT €PeKT OOMKHOBEHO HACTHIIBA ciiel 4 10 6 CeAMMIIM U MOXKE J]a IOMTBIHUTENO 13 Ce
noto0pw 3a repuox ot 4 1o 6 mecena.

Cneyuannu nonynayuu
He ce npenopbuBa npoMsiHa Ha J1o3aTa MPH MALUEHTH C Jieka ObOpeuHa HeIOCTAThUHOCT.

He ce u3nckBa mpomsiHa Ha 7j03aTa MPU NANKUEHTH HaJl 65 TOAUIIHA Bb3pacT.

Tleouampuuna nonynayus

JledayHoMup ratiopharm He ce mpenophUBa 3a ynorpeda MpH ManueHTH Mo 18 roanHu, Thil KaTo
e(eKTHBHOCTTA U 0€30IMacHOCTTa P FOBeHWIIEH peBMaron e apTput (FOPA) He ca yctaHOBeHH (BiK.

TOUkH 5.1 u 5.2).

Haunn Ha npuinoxxeHue

Jledbnynomun ratiopharm 10 mg dhunmupanu tabieTku

JlebayroMmun ratiopharm e 3a mepopanHo npuinoxkenue. TadbmeTkuTe TpsiOBa 1a ce MOTIBIIAT MEJH C
JIOCTAThYHO KOJIMYECTBO TeuHOCT. CTeneHTa Ha abcopOius Ha e TyHOMH/] HE Ce TIOBJIHIBA, aKO CC
npueMa ¢ XpaHa.

JledryHomu ratiopharm 20 mg dbunMupanu TabaeTKu

JledryHomuy ratiopharm e 3a epopaiHo npuioxenue. TadneTkure TpsOBa 1a ce MprUeMar ¢
JIOCTaThYHO KOJMYIECTBO TeuHOCT. CTereHTa Ha abcopOums Ha JehIyHOMU HE ce TTOBIHABA, aKO CE
npreMa ¢ XpaHa.

4.3 TIlpoTuBOmMOKAa3aHUSsA

. CBpPBXYIYBCTBUTEIHOCT (0COOCHO TpeIIecTBall CHHAPOM Ha Stevens-Johnson, TokcuaHa
enuaepMaliHa HeKpoIn3a, epureMa MyaTaudopMe) KbM aKTUBHOTO BEILIECTBO, KbM IJIaBHUS
AKTHBEH MEeTa00NUT TepU(DIYHOMUJT, KbM (GBCTHIIN WIH COSI, HIIH KbM HIKOE OT MOMOIIHUTE
BeIeCTBa, M30POCHU B ToUKa 6.1.

. [ManuenTtu ¢ yBpeneHa uepHOAPOoOHa QPYHKIIUS.

° [NanuenTtu ¢ Texkn UMyHHOISDUIUTHU CheTOsiHMS, Hanp. CITNH.



° ITanpeHTH ¢hC 3HAYNTEIIHO YBpE€IAcHa ®YHKHHH Ha KOCTHHUSA MO3BK HUJIN TCKKA aHCMHU,
JICBKOIICHU S, HCYTPOIICHUA WA Tp0M60LII/ITOHCHI/I$I, rnopaav NpuinHU, pa3jImiHu OT
PEBMATOUACH W ICOPUATUYCH apTPUT.

. [ManuenTr cbe cepruo3nu nHdekiwn (Bxk. Touka 4.4).

L ITanmeHTH ¢ yYMEpCHaA A0 TCKKa 61;6peqHa HEJOCTAaTBhYHOCT, 3al10TO JIUIICBA JOCTATHYHO
KIIMHWUYCH OIIUT IIPpH Ta3U Irpyla ManuceHTH.

o [areHTH C TeXKa XUMOMPOTEHHEMHS, HATIP. TP HEPPOTHIEH CHHIPOM.

o BpemMeHHM KEeHH WITH KESHH C ICTEPOICH MTOTCHIHAJ, KOUTO HE U3I0JI3BaT HA/ICHKTHA
KOHTpALEHIHS M0 BpeMe Ha JICYSHHETO ¢ JIeITyHOMHUT U CJIE]] TOBA, JIOKATO MIa3MEHUTE
HUBa Ha akTHBHHA MeTabomut ca Hazg 0,02 mg/l (Bxk. Touka 4.6). [Ipenu 3amouBade Ha
JIEYCHHUETO C JiepryHOMET TPsIOBA /1a ce U3KIII0UH OPEMEHHOCT.

) Kbpmauku (Bk. Touka 4.6).
4.4 CneuuajHM mpeaynpe:kaeHUus U Mpeana3H MePKH NpH ynorpeda

EnHOBpeMEHHOTO NPMIIOKEHHE HA XEMATOTOKCHYHHU WM XeMaToTokcnuHu BMAJIC (namp.
METOTPEKCAaT) He Ce IPEropbUBa.

AKTHUBHUAT MeTaboauT Ha ieaynomua, A771726, vMa IbJIBT IOJIY)KUBOT, OOMKHOBEHO OT 1 110 4
ceIMHUIM. MoraT ja Bb3HHUKHAT CEPHO3HU HEXETaHU peakyy (Hap. XenaTOTOKCUYHOCT,
XEMaTOTOKCHUYHOCT WJTH aJIEpPTUYHU PEaKINH, BXK. TIO-I0IY), TOPH aKO JICUYEHHETO C JePIyHOMU €
ouno crpsiHo. CleoBaTeIHO, KOTaTO Bh3HUKHE M0J00HA TOKCHYHOCT WIIH aKO 110 pajIyl HAKaKBa Apyra
npuurHa A771726 TpsabBa na Obae oTcTpaHeH ObP30 OT OpraHu3Ma, TpsiOBa Jia ce crasBa
ouycTBaIaTa npouenypa. Ilpoueaypara Moxe ja ce IOBTOPH, aKO € KIMHUYHO HEOOXOIUMO.

3a ouncTBaIIaTa NpoIeypa U JpYTH MPENOPHYUTEITHE MEPKH B CIy4ail Ha jKeJaHa WIH
HEeIpeaBuIeHa OPEeMEHHOCT, BIKTE TOUKa 4.6.

quHOZ[DO6HI/I PCAKIIN

Penxu cirydan Ha TeXKO 4YepHOAPOOHO YBpEXKIIaHe, BKIIOUUTEIHO ¢ (aTaieH U3X0J ca Ouin
CHOOIIaBaHU MO BpeMe Ha JeueHneTo ¢ Jedaynomua. [loBedero ot cnyyante ca Bb3HUKHAIN TIpe3
mppBUTE 6 Mecela Ha JiedeHHeTo. YecTo e Hanuile ChIThTCTBAINA TePaNsl ¢ APYTH XEMAaTOTOKCHYHU
JIeKapCTBEHU MPOAYKTH. BaskHO € /1a ce cieaBaT TOYHO MPETOPHKATE 32 MPOCTeIIBaHe.

AJIAT (CI'TIT) TpsiOBa fa ce ompeaeny Mpeay 3aroyBaHe Ha JEUeHUETO ¢ JeIyHOMU U Aa ce
M3CIIeBa ChC ChIaTa YeCTOTa KaTo ITbIHATa KPhBHA KapTHHA (Ha BCEKH JBE CEAMMIIN) TIPE3 IHPBUTE
IIECT Mecelia OT JICYECHUETO, a CJIe]] TOBA BEAHBIK Ha BCEKH 8 CEIMUIIH.

[Ipu yBennuenne va AJIAT (CI'IIT) ot 2 o 3 mbTH HaJ ropHaTa rpaHULa HA HOpMAaTa, MOXKe Ja ce
o0chau HamansaBaHe Ha qo3ara ot 20 mg Ha 10 mg xaTo TpsaOBa 1a 6bJe MPOBENIEHO €XKECETMUIHO
HaOmonenne. Ako yBennuenuero Ha AJIAT (CI'TIT) e 2 mbTu Hag HOpMAaTa M IEPCUCTUPA HITH
YBEJIMUEHHUETO € MOBeYe OT 3 IbTH HaJl HOpMaTa, IPUEMaHeTo Ha JieduryHOMH TpsiOBa ce
IpeyCTaHOBH U J1a ce IPEMHUHE KbM OUMCTBalIara npoueaypa. [Ipenoppusa ce npoabirkaBaHe Ha
MOHUTOPUPAHETO Ha YEPHOAPOOHUTE EH3UMHU CJIE] [IPEYyCTAaHOBSBAHE HA JICUCHUETO C JICQIIyHOMU] J10
HOpMaJIM3UpaHe Ha €eH3UMHUTE HUBA.

[Mopann BE3MOKHOCTTA 32 JIOITBIHUTEITHH XETIATOTOKCUYHU e(DEeKTH, ce MpernophyuBa ynorpedara Ha
AJIKOXOJI J1a ce U304rBa 10 BpeMe Ha JICYCHUETO C JI1e(ITyHOMUI.

Thit KaTO aKTUBHUAT MeTa0OIUT Ha JedayHoMua, A771726, ce cBbp3Ba B TOJIsIMA CTETICH C
NPOTEHHHTE U CE€ SIMMUHHIpPA Ype3 YePHOAPOOEH METa00IU3bM U JKITbYHA CEKPEIHs, IIIa3MEHUTE
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HuBa Ha A771726 ce ouakBa qa ObAaT MOBUILCHHU MPH MALMEHTH C XUIonpoTernHeMus. JledrynoMun
ratiopharm e MpOTHUBOIOKAa3aH MPH MALMEHTH C TEXKKa XHUITONPOTCHHEMHUS WK yBpeAeHa QyHKIHS Ha
4yepHust apod (Bk. Touka 4.3).

XeMaToJIOTHYHHI PCAKIINN

EnnoBpemenno c onpenensaero Ha AJIAT Tps6Ba 1a ce HalpaBH ITbJIHA KPbBHA KApTHHA,
BKJIIOUUTENTHO AU epeHIHaIHO OpoeHe Ha OennuTe KpbBHH KIETKHA M HA TPOMOOIIMTHUTE, IPEIU
3aII0YBaHe Ha JEUCHUETO C Je(IyHOMNUA, KAKTO ¥ BEJHBX Ha BCEKU 2 CEIMHILIMU IIPe3 IbPBUTE 6
Mecela OT JIEUCHUETO U Ha BCEKU 8 CeIMUIIU CIIE/l TOBA.

HpI/I ManyeHTU C NpcAnIeCTBAIla aHEMUS, JICBKOIICHUA W/WIIH TpOM60LII/ITOHeHI/I$I, a Taka CbIIO U IMPU
ManuEHTHU C YBpEACHA ®YHKHHH Ha KOCTHHA MO3BK, WM ITPU TaKHMBaA C PUCK OT IMOJATUCKAHEC Ha
KOCTHUSA MO3BK, pUCKBT OT XEMATOJIOTUYHN HAPYIIICHUSA € YBCINYCH. AXO Bb3HUKHAT TaKHBa C(beKTI/I,
TpH6Ba Aa €€ B3EMC NpCABU OUUCTBAHC (B)K. HO-,Z[OJ'Iy) 3a HaMaJIsIBaAaHC Ha IJIa3MCHUTEC HHMBA Ha
AT71726.

B cnyuaii Ha TeXXKHM XeMaTOJIOTHYHU PeaKIiy, BKIIOYUTEIHO NaHIUTONeHHs, Jlerynomu
ratiopharm u Bcsika ChITBTCTBAIA MUEIOCYIIPECUBHA Tepanus TpsAOBa Aa ce CIpe U Ja Ce 3arouHe

OUMCTBAallIa TIPoLeaypa 32 JeIyHOMUI.

Kom0Ounanms ¢ Apyru gedeHus

Ynorpebara Ha IeIyHOMH]] ¢ aHTUMAIIAPUHHA TIpEeNapaTH, H3I0JI3BaHHU MPH PEBMaTHYHH
3a001s1BaHUS (HAMp. XJIOPOXHH U XUIPOKUCXIOPOXHUH), HHTPAMYCKYJIHO WM TIEPOPaIHO 31ato, D-
HNEHUIWIAMHH, a3aTHOIIPHUH U APYTH UMYHOCYIIPECUBHH CPEICTBA, BKIIOUUTEIHO HHXUOUTOPH Ha
TYMOpP-HEKpOoTH3HpaIl pakTop-anda, 10 MOMEHTA HE € I0CTaThbUHO U3CNIeABaHa B PAaHJOMH3UPAHH
U3MUTBaHU (C U3KITIOYCHUE HA METOTPEKCAT, BXK. Touka 4.5). PUCKbBT, cCBbp3aH ¢ KOMOMHUPAHO
JieyeHne, 0coOEHO MPU MPOIBIDKUTEIHO JIeUeHHE, HE € U3BeCTeH. Thil KaTo TaKoBa JIEUCHNE MOXKE J1a
JIOBEJIE 10 aIMTUBHA WJIM JOPH 10 CHHEPTUYHA TOKCHYHOCT (HAIp. XeMaTO-WIH XeMaTOTOKCUIHOCT),
xomOunanusTa ¢ npyro BMAJIC (Hamp. MeToTpekcaT) He € IpenopbUYnuTelHA.

EnHoBpeMeHHOTO MpuitokeHue Ha TepuIyHOMH ¢ TeIyHOMU HE Ce IPENopbYBa, Thil KaTo
ne(IyHOMU € U3XOTHOTO CheAMHEHHE Ha TePUPITyHOMH/I.

IIpemMuHaBaHE KBM IPYTO JICUCHUE

Toii kaTo NeIyHOMH] ce 3a1bpXkKa ABJIT0 B OpraHu3Ma, mpeMuHaBaneTo kM apyro BMAJIC (namp.
MeTOTpeKcar) 0e3 U3BbPIIBAaHE HAa OUYMCTBALIATA MPOLEeaypa (BXK. HO-I0y) MOXKE 12 3aCHIIH
BB3MOXHOCTTA OT JOIIBJIHUTEJIHU PUCKOBE, JOPH ABJITO BpeMe ciell TOBa (KHHETUYHO
B3aMMO/IEHCTBUE, OPTaHHA TOKCHYHOCT).

[o chuys HaYnMH, CKOPOILIHO JICYEHHE C XeITAaTOTOKCUYHN MM XeMaTOTOKCUYHH JIEKapCTBEHH
MPOAYKTHU (HAIp. METOTPEKCaT) MOXKE J1a IOBe/Ie JI0 yBelNYaBaHe Ha HeXEJIaHUTe PeaKiui;
CIIeZIOBATEIHO, MIPEIH 3alloYBaHe Ha JEUEHUETO ¢ JedayHoMua, TpsiOoBa ga Obae BHUMATEIIHO
NPELEHEHO ChOTHOIICHUETO T0JI3a/PUCK U Ce MPEHopbhUBa CTPUKTHO NMPOCIeIsBaHe B HaYaIHaTa (asa
CJIe]] MPEMUHABAHETO KbM JIePITyHOMU,.

Kokau peaknnu

B cirydaii Ha ynmepo3eH CTOMaTHT, IPUIIOKEHUETO Ha JIeQIIyHOMH/] TPsiOBa Jla ce TIPEYCTaHOBH.

MHoro peakn ciaydan Ha CHHIPOM Ha Stevens-Johnson mim TOKCHYHA eNUIepMaIHa HEKPOIH3a U
JieKapCcTBeHa peakuus ¢ eo3uHopunus u cucreman cumntoMu (DRESS) ca chobmiaBanu npu
NanyeHTy, JIeKyBaHu ¢ nediyHomua. Koraro ce HabmrogaBaT KOXKHU W/MIM MYKO3HHU ITPOMEHHU, KOUTO
HOpaXKJIaT ChbMHEHHUE 33 TAKMBA TEKKU PEAKIMH, MPUIOKeHneTo Ha Jledurynomus ratiopharm u Besika
Jpyra Bb3MOXKHO CBBbp3aHa Tepanus TpsiOBa Ja ce MPeyCTaHOBSAT, U Ja CE 3all04He He3a0aBHO



OYHCTBaIIaTa Mpoleaypa ot JedyHoMua. B TakuBa ciydan € He0OX0IMMO TBJIHO OYuCTBaHe. B
TaKHMBa CIy4ad MOBTOPHOTO IpHEeMaHe Ha JIe(IyHOMH/ € IIPOTHBOIIOKA3aHO (BXK. Touka 4.3).

Xemogpazoyumna aumpoxucmuoyumosa (haemophagocytic lymphohistiocytosis, HLH)/Cunopom na
akmusupane Ha makpodazume (macrophage activation syndrome, MAS):

XemogarouutHa muMpoxuctuonntosa (HLH), BKIIOYMTENHO CHHIPOM Ha aKTUBUpPaHE Ha
makpodarure (MAS), e cpo01IaBaHa Npy MAMEHTH, JIEKYBaHHU C JIe()IyHOMUI.

Maxkap u psIziKo, JeKapcTBeHata peakius ¢ eosnHodmms u cucremun cumnromu (DRESS), cebp3ana
¢ nepaynomun, Mmoxe na o0bae ycnoxkaena ot HLH wiu MAS. Cnyuan na HLH/MAS ca cro0maBanu
u He3zaBucuMo ot DRESS.

HLH/MAS e ceproseH 1 NOTEHIUAIHO XUBOTO3aCTpalllaBalll XUIIEPBH3MAIUTEICH CUHAPOM.
Knuan4arTe XapakTepruCcTUKY MOTAT Ja BKIIIOYBAT IIEPCUCTHpAIA TPECKa, 0OPUB, HEBPOJIOTMYHH
CHUMIITOMH, XENaTOCIUIEHOMeTalIns, TUM(ageHonaTysl, UTONEHUH, 3HAYUTEIHO ITOBHUILIEH CEPyMEH
(epuTHH, XUTIEPTPUTITHIIEPUACMUS U HAPYIICHUS Ha YePHOIPOOHATa (QDYHKIINS M KOAryJalHsiTa.

ITanmenTHTe TPsiOBA Ma ObIaT WHGOPMHUPAHH 3a MIPU3HAIINTE U CHMITOMHTE, CBBp3anu ¢ HLH/MAS,
n aa 6’bI[aT IMMOCHBETBAHU A MMOTHPCAT He3a0aBHO MCIHUITMHCKA ITOMOIII, aKO TaKhWBa CUMIITOMH CC
MOSIBAIT 110 BpEME Ha JICUCHUE ¢ JIe(IyHOMUI.

AKO MaIMeHTHTE Pa3BUAT HAKOE OT TE3M ChCTOSIHUS, CIIPETE JICUCHUETO C JIe()IYHOMU U U3BBPILETE
MpoIIeTypa 3a YCKOPEHO SNMMIHIPAHE Ha JICKApPCTBOTO (BXK. Touka 4.4). PaHHOTO pa3mo3HaBaHe u
OBP30TO JICYCHHE Ca BaXKHU 3a MOA00psBaHE Ha U3X0/1a.

Mma cpobmieHus 3a MyCTyI03€H TICOPHA3KC 1 BIOIIABaHE Ha IICOPUA3NC Clie]] yroTpeda Ha
neduryHOoMuU . Moske 1a ce 0OMHCIH MPEYCTaHOBSBAHE Ha JICYCHUETO, KATO CE B3EMAT MPEIBH/I
3a00IIIBaHETO HA TMAlMEHTa U aHAMHE3aTa.

[Ipu manueHTH MO BpeMe Ha Tepanus ¢ JeIyHOMHU MOTAT Jia CE MOSBAT KOKHU SI3BU. AKO UMa
ChMHEHHE 32 KOXKHA 53Ba, CBBhp3aHa C JIeIYHOMU/] HITH aKO KOKHUTE SI3BU NIEPCUCTHPAT BBIIPEKU
MOJIXOJISIIIaTa Teparnus, TPAOBa 1a ce OOMHCIH MPEeKpaTsBaHe Ha JICYEHUETO C JIe(TyHOMHU 1
MpoIIeTypa 3a ITBIHO OYHUCTBaHe. PemenneTo 3a Bb300HOBABAHE HA JICUCHHUETO C JISHITyHOMHU/T CIIE]T
KOXKHH 53BH TPsI0Ba J]a ce OCHOBaBa Ha KJIIMHUYHA MPEICHKA 32 aJICKBaTHO 3a3/IpaBsiBaHE HA PAHUTE.

[To BpeMe Ha sedeHnETO ¢ e TyHOMUJI IIPH MAIUSHTH MOXE JIa ce HaOJItojaBa TPYIHO 3a3]paBsBaHe
Ha paHu cliell onepanys. Bp3 ocHOBa Ha MHAMBHyaHa OLCHKA MOXKE J]a ce OOMHUCIIN IPEKbCBaHE Ha
JICYCHUETO C JIeITYHOMHU/] B IEPUXUPYPTUIHUS TIEPUOJI U TIpUIIaraHe Ha OYMCTBaIla MPpoIeaypa,
KaKTO € OMICAHO MM0-10Iy. B ciydaif Ha mpekbCBaHe pelIeHNneTO 3a Bh30OHOBSIBAHE HA JICUSHUETO C
nedayHoMuz TpAOBa Ja ce OCHOBaBa Ha KIMHUYHATA NPEIeHKa 32 aleKBaTHO 3a3/IpaBsiBaHe Ha
panara.

HUudexnuu

W3BecTHO e, 4e neKapCTBEHUTE MPOAYKTH C IMYHOCYTIPECHBHY CBOMCTBA - KaTO JIe(PIyHOMUJ - MOTaT
Jla HapaBsT MAIIMEHTUTE MTO-UyBCTBUTCITHU KM MHGEKIINH, BKIIFOUUTEITHO OMOPTIOHUCTUYHU
uHdpekuu. MHDeknuuTe Morar ga ObJIaT MO-TEKKHU 10 €CTECTBO U CJICIOBATEITHO Ja U3UCKBAT PAHHO
W €HepTUYHO JieueHne. B ciydaii, 4e Bh3HUKHE Te)KKa HEKOHTPOJINpyeMa WHPEKIIUSA, MOXKE Ja €
HEO0OXOMMO Ja ce MPEKBCHE JICUEHUETO ¢ JehIYHOMHU U JIa CE 3al0YHE OYHMCTBAIIA IPOIIeaypa,
KaKTO € OMHICAHO MO-/I0JTY.

Cpo01IaBany ca peaKy CiIydan Ha porpecuBHa MynTH(OKamHa ieBkoeHTedanonatus (PML) nmpu
MAIMEeHTH, pueMaiiy e IyHOMHE 3a€IHO C JPYT'H UMYHOCYITPECOPH.

Ipenu 3amouBaHe Ha JCUYCHUETO, BCUYKH MAIIMEHTH TPAOBA Jia ce U3CIICBAT 32 AaKTHBHA M HEAKTHBHA
,,JJaTeHTHA”’) TyOepKy103a, CHIIIACHO JIOKATHUTE MPEMOphKU. ToBa MOXKe J]a BKITIOUBA MEIUITUHCKA



aHaMHe3a, Bb3MOXKEH IpeAIIecTBaIl KOHTAKT ¢ TyOepKyJI03a H/HiIi MOAXOASII CKPUHUHT, KaTo
HampuMep peHTreHorpadus Ha OenuTe IpoOoBe, TYOSpKYIHHOB TECT W/WIN HHTeppEepOH-TamMma TeCT,
KakTo e mprioxumo. Ha npennucBamiute nekapu TpsiOBa Jia ce HaoMHs 32 pUCKa OT (alIHBO
OTPHULATEIIHH PE3YJITATH OT TYOCPKYIMHOBHUS KOKEH TECT, 0COOCHO MPH MAalUEHTH, KOUTO Ca TEXKKO
OoJTHM W UMyHOKOMIIpoMeTupanu. [lanmenture ¢ anamHe3a 3a TyOepKyIio3a TpsioBa 1a ce
IPOCIeAIBAaT BHUMATEIHO OPaaN BE3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHATa.

PecnupaTtopHu peakuuu

WuTepcrunmanta 0enoapoOHa 00JIeCT, KaKTO U PEIKH Clydan Ha 0eloipo0Ha XUIIEPTOHUS U
0enoIpoOHM HOMTYJIU ca ChOOIICHU IO BPpeMe Ha JICYCHHUETO ¢ JiehayHoMu (BX. Touka 4.8). PUCKBT OT
HACTHIIBAHETO Ha MHTEPCTUIMAIIHA Oel0poOHa 6oecT 1 OeoapoOHa XUTIEPTOHHUS MOXKeE /1a ObJie
MTOBUIIICH MPH TAITMEHTH ¢ aHAMHE3a 3a HHTepCTUIINamHa O6emoapodHa 6omect. MHTepCcTHIINATHA
OemoipoOHa GoJiecT e 3a00JsIBsSHE ¢ TOTCHITUAHO (PaTaieH u3XoJ], KOeTO MOXKE J1a Bh3HUKHE OCTPO 10
BpeMe Ha TepanuaTa. CHMITOMH OT CTpaHa Ha OeluTe IpoOoBe, KaTO KAIIHMIA U 33yX, MOTaT Jia
ObJaT MPUUYKHA 3a MPEYCTaHOBSIBAHE HA JICYCHUETO, a IPH HEOOXOIUMOCT - U 32 JAOIIBJIHUTCIIHO
H3CIIeIBAHE.

Ilepudepua HEBpOIaTHS

[pu naunenTty, nomyyasamy JedIyHOMUA ca ChOOIICHN ClTyyan Ha neprudepHa HeBponaTusl.
[ToBeueTo MaIMeHTH ca ce MOA0OPIIIH Ciie]] MpeKpaTsaBane Ha JednyHomun. Habmonasa ce obaue
IIMPOKa BapUAOWITHOCT 10 OTHOIIICHHUE Ha KPAWHHUS U3XOJI, T.€. P HAKOW MAlMEHTH HeBPOIIATHSATA ©
OT3BYyYala, a HIKOH MAIMEHTH ca UMali IEPCUCTUPALI CUMITTOMHU. Bb3pact Han 60 roauHu,
CHITTCTBAIIM HEBPOTOKCUYHH JIEKAPCTBA U AUA0ET MOTAT Jla MOBUIIAT PUCKA OT nepudepHa
HeBpomaTHsi. AKO IMAIMEHT, KOUTO mpreMa JieIryHOMIT pa3Bue repud)epHa HEBpOIaTHs, TpIOBa 1a
ce 00ChIU MpeKpaTsIBaHe Ha JICUCHUETO ¢ JIQIYHOMHI 1 TTPOBEKAAHE Ha TPOLIEAYpa 32 eTMMUHUPAHE
Ha JIGKapCTBEHUsI NPOJYKT (BXK. Touka 4.4).

Komut
[Ipu manueHTHTe, TEKyBaHU C Ie(QIyHOMUI, € CHOOIICHO 32 KOJUT, BKIIFOUUTEITHO MUKPOCKOITHYEH
kouT. [lanmeHTrTe Ha JIeueHue ¢ JTeITyHOMUI, TIPU KOUTO BH3HUKBA HEOOsICHUMA XPOHUYHA JHAPHS,

TpsiOBa 1a OBAAT MOAIOKECHH HA MOAXO/ISIIN JUATHOCTUIHH MIPOIICTY PH.

KpbBHO Hajysirane

Kp’bBHOTO HaJIAraHne TpH6Ba Ja CC U3MCpHU Npcau HA4YaJIOTO Ha JICUCHUECTO C J'IC(I)J'IyHOMI/II[ n
MNEPUOANYHO CJIEA TOBA.

Bu3mponsBoacTBo (HDCHOD’BKI/I KbM M’b)KCTC)

MmBxeTe ManueHTH TPSAOoBa Ja ObAaT HAICHO 32 BE3MOXKHA MEANMPaHa OT MbXKa (eTaHa TOKCHIHOCT.
TpsiOBa 1a ObJIc OCUTYPEHA CHIIO MOIXO]IA KOHTPALICTILUS 110 BPEeME Ha JICYCHUETO ¢ JIe()IYHOMHUI.

Hsima ToyHm naHHM 3a puCKa OT MeJUHMpaHaTa OT MbXka (eTanHa TokcuyHOCT. [IpoyuBanus npu
JKUBOTHHU 32 OLIEHKa Ha TO3M clelr(UIeH pUCK 0bayue He ca MPOBEKIaHH. 32 HaMalliBaHe Ha BCEKH
BB3MOXKCEH PUCK, MBXKETe, JKeJaeln Aa Obaat Oamu, TpsiOBa 1a B3eMaT NpeABU/ IPeyCTaHOBSBaHE Ha
ynorpebaTa Ha JiehIyHOMHUT ¥ J1a TIpueMat KojecTupaMmuH 8 § 3 mbTu AHeBHO 3a 11 qau nim 50 g
aKTUBEH BBIJICH Ha Mpax 4 mbTU AHEBHO 3a 11 maHwU.

W B nBara ciyvas ria3MeHara KOHIeHTpanus Ha A771726 ToraBa TpsiOBa Jja ce U3MEPH 3a MPHB ITBT.
Cren ToBa m1a3MeHara KoHteHTpamnws Ha A771726 TpsiOBa 11a ce onpeaenu OTHOBO CIIe HHTEPBAIT OT
none 14 nHu. AKo JBeTe Iia3MeHu KoHIeHTparuu ca noj 0,02 mg/l u cien nepuo Ha U34aKBaHe
Haii-MaJIKo OT 3 Mecela, pUCKBT OT (eTaHa TOKCHYHOCT € MHOTO HUCHK.



O‘-II/ICTBaH_[a nopouecaypa

Konectupamun B 103a 8 g ce mpuiara 3 mbTy AHEBHO. ANTepHATUBHO, 50 g aKTHBEH BBIJIEH HA Mpax
MOXe Jia ce MPHIIOKH 4 MbTU AHEBHO. [IpoABIKUTENHOCTTa HA HSJIOCTHOTO OYHCTBaHE OOMKHOBEHO €
11 guu. IIpoabKUTETHOCTTA MOJKE J1a C€ IPOMEHH B 3aBUCHMOCT OT KIIMHUYHHUTE WU J1a00paTopHU
IIOKa3aTelH.

BinsiHue BepXy onpeaeasHeTo Ha HUBaTa Ha MOHU3UPAH KaJIlUi

BB3MOKHO € M3MepBaHEeTO Ha HUBATA Ha HOHM3MPaH KalIIWH J1a MoKaKe (aaiuBO NOHWKEHH
CTOHHOCTH TpH JieueHHe ¢ JeQIyHOMU 1/ Win TepuayHoMuA (aKTUBHUAT META0OIHUT Ha
nedIyHOMUI) B 3aBUCUMOCT OT BUA Ha U3MIOJI3BAHMS aHATN3aTOp Ha HOHM3UPAH KaIui (Hamp.
KPBbBHO-Ta30B aHanu3arop). Illopaau ToBa npu nanueHTUTe, IEKyBaHH C JIeIyHOMU] HIIH
TepuIyHOMH, € HEOOXOAMMO Jja Ce IPOBEPHU JOCTOBEPHOCTTA Ha U3MEPEHUTE MOHMKEHU HUBA Ha
HoHU3UpaH Kanuid. B ciaydaii Ha CBMHUTEIHN pe3yNTaTu ce IPenopbhuBa Aa ce ONpenesu odmara
KOHLIEHTpalXs Ha aJIOYMUH-KOPUTUPAH KM B cepyMa.

IloMonTHM BemiecTBa

Jlakmosa

JledryHoMu ratiopharm chabpika staktro3a. [lanueHTy ¢ penku HacJIeACTBEHN TPOOJIEMH Ha
HEMIOHOCHMOCT KbM TaJlaKT03a, IIbJICH JIAKTa3eH AS(PUIIUT MK TIFOKO30-TAIAaKTO3HA MalabcopOIus He
TpsIOBA Ja IPUEMAT TO3H JIEKAPCTBEH MPOIYKT.

Hampuu
ToBa JrekapcTBO ChABPKA MO-MaKo OT 1 mmol HaTpwii (23 mg) Ha puUIMHpaHa TadJIeTKa, T.€. MOXKE
Jla ce Kake, 4e MPaKTUIECKH He ChIbpiKa HaTpUH.

45 BzaumopeiicTBHE ¢ IPYrd JeKaAPCTBEHH MPOAYKTH U APYTrd (JopMH HA B3auMoaelicTBHE
IIpoyuBaHus 3a B3aUMOAECUCTBUSATA Ca IPOBEXKAAHNA CAMO IIPU Bb3PACTHHU.

YBennuaBaHe Ha Oposi Ha HEXKEJTAHUTE PEeaKIIny MOXe Jla ce HaOJI0jaBa MPU CKOPOITHA WITH
€IHOBPEMEHHA yroTpeda Ha XENaTOTOKCUYHY WIIA XeMaTOTOKCHYHH JICKAPCTBEHU MPOAYKTH, WUITH
KOT'aTo JICYSHUETO C JICIYHOMHU]] C€ TIOCIIE/IBa OT MPUEMAaHETO Ha TAKUBA JICKAPCTBEHU MPOYKTH 0e3
MIEPHOJ Ha OYMCTBAHE (BXX. CHIO YITHTBAHETO OTHOCHO KOMOWHAIIHS C APYTH JieueHus, Touka 4.4). 1o
Ta3W MPUIMHA CE MPEIOPHIBA BHUMATEITHO MIPOCTESAsIBAHE HA YePHOIPOOHUTE SH3UMU U
XEMaTOJIOTUYHUTE TIOKa3aTelld B HaYaiHaTa (pa3a Mpu CMsiHA Ha Teparusira.

MertoTtpekcat

[Ipu manko (n=30) mpoy4uBaHe ¢ eJHOBPEMEHHO NpuiokeHne Ha neduryHoMu (10 o 20 mg qHEBHO)
¢ metotpekcar (10 7o 25 mg cemMU9HO), € HaOII0gaBaHO 2- 10 3-KpaTHO YBEIHUCHUE HA
yepHOApOOHUTE eH3uMH NpH 5 oT 30 mauneHTH. Benyku yBenmueHus ca oT3Bydany, 2 ¢
NpoIbJDKaBaHE W Ha JBaTa JIEKApCTBEHU NPOAYKTa U 3 cje MPeyCTaHOBSABaHE HA IpHeMa Ha
nedayHoMua. YBeIMUCHHUE O-TOSIMO OT 3-IIbTH € HAOJI0AaBaHO MPH IPYyTH 5 manueHTd. Benuku Te
CBIIO Ca OT3BYYaJH, 2 C MPOABIDKABaHE HA TIpUEMa U Ha JIBaTa JICKApCTBEHU MPOAYKTa U 3 cliej
npeycTaHOBsIBaHE Ha MpHUeMa Ha JIeQIyHOMHU].

[pu nanueHTH ¢ peBMaTOWICH apTPUT HE € YCTAHOBEHO (PapMAaKOKHHETHIHO B3aHMOJICHCTBUE MEXKTY
neduryHomus (10 mo 20 mg qHeBHO) M MeToTpekcar (10 1o 25 mg ceIMUYHO).

Bakcunarmm

Hsama knuauYHN JaHHU 3a C(I)I/IKaCHOCTTa u 0€30MacHOCTTa Ha BAKCHMHAIUUTC IO BPEMEC Ha JICUCHUEC C
J'Ie(l)J'IYHOMI/II[. BaKCI/IHI/IpaHCTO C JXUBU aTCHIOMPAHN BAKCUHHA 063‘16, HE CC MMpenopbYBa. I[’LJ'IFI/IXT
IMOJIY>KUBOT Ha JIC(i)J'IYHOMI/IZ[ Tp;1613a Ja C€ UMa NpeaABUa, KOraTto C€ rjianyBa NpUIJIOKCHUEC Ha KHMBa



aTeHIOMpaHa BaKcuHa ciel] cniupade Ha JlepmyHnomun ratiopharm.

BaDd)aDI/IH U APYTH KYMAapWUHOBHU aHTUKOAT'YJIaHTH

Nwma cpobmieHus 3a ciydyan Ha YBEITUYEHO MPOTPOMOMHOBO BpeMe, KOraTo JieIyHOMH ¥ BaphapuH
ce mpueMar eJHOBPEMEHHO. B KIIMHUYHO (hapMaKoJIOTUYIHO TIpOyUYBaHe € HaboaBaHo
(hapMakoIMHAMUYHO B3auMoJieiicTBHE ¢ Baphapud u A771726 (Bx. no-noiy). [Topaau ToBa, nmpu
€THOBPEMEHHO MPUIIOKEHHE Ha Bap(apHH WU IpyT KyMapHHOB aHTHKOAryJaHT, ce IPenopbhiBa
BHHUMATEJTHO MPOCIICIBaHE Ha MEXKTYHAPOTHOTO HOpManu3nupaHo croTHomeHue (INR)
HabIIoIeHNE.

HCIIBC/KopTHKOCTEPOUIH

AKO ManyeHTHT Beue MpreMa HeCTePOUAHN NpoTuBoBb3nanuTeanu cpeactsa (HCIIBC) n/nnmn
KOPTHUKOCTEPOUIN, T€ MOXKE Ja Ce MPOABIDKAT CIIE/ 3all0YBAHE HA JIEYCHUETO C JIe()ITyHOMU.

Ed)eKT Ha JpYyTry JICKAPCTBCHU NPOAYKTH BHPXY HedJJ'IVHOMI/II[Z

XOﬂecmupaMuH UiuU aKmueeH 6vljleH

[IpenopbuBa ce marMeHTUTE, MPUEMAITH JeIYHOMHU], JIa HE CE JISKYBaT C KOJICCTUPAMUH HITU
aKTWUBEH BBIJICH HA Mpax, Thi KaTO TOBA BOJM /10 OBP30 M 3HAYUTEITHO HAMAIIIBaHE Ha Ijla3MeHara
KoHITeHTpamwsa Ha A771726 (akTHBHHUAT MeTa0OJUT Ha JTe(hITyHOMHUIT; BXK. CHIO Todka 5). Cuura ce,
Y€ MEXaHU3MBT CC OBJIKMU Ha IPEKBCBAHE Ha CHTCPOXCIIAaTaIHHUA HUKBJI I/I/I/IJII/I Ha CTOMAIIHO-YpEBHA
nuannia Ha A771726.

CYP450 unxubumopu u uHoyKmopu

IpoyuBanus in Vitro 3a nHXUOHpPaHe MPU YOBEUIKH YSPHOAPOOHH MUKPO30OMH TTOKA3BaT, Y€ IATOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBar B MeTabonm3ma Ha seduryHomMu. [IpoyuBanusra in Vivo 3a
B3aMMOJICHCTBUE C Je(QIyHOMUI U IIUMETUINH (Hecienn(puieH ciiad MHXUOUTOp Ha nutoxpom P450
(CYP)) moka3zBar Jmrica Ha 3HaYMMO BJIMSIHUAE BbPXY eKcro3unuara Ha A771726. Cnen e THOBpeMEHHO
MIPHIJIO’KEHNE Ha eTHOKPATHA /1032 JIe(hTyHOMHUT IPY TIAIIUEHTH, TPHEeMaIi MHOTOKPATHHU J031
pudammuimH (HecenudrueH nuroxpom P-450 namykrop), MakcumanauTe HuBa Ha A771726 ce
yBenuyasat npubiausutenHo ¢ 40%, nokaro AUC He ce mpoMeHs 3HaYUTETHO. MeXaHu3MbT Ha TO3U
e(eKT € HesICeH.

Ed)eKT Ha J'Ied)J'IVHOMI/IH BHPXY APYTH JCKAPCTBCHU ITPOJAYKTH:

Hepopaﬂﬁu KOHmpayenmueu

[Ipu npoyuBane, B K0eTo J1e(IyHOMUA € IPUJIaraH eJHOBPEMEHHO ¢ TpU(a3HU IEPOPATTHH
KOHTPALENTHUBY, ChAbpxKalM 30 |Lg eTHHWIECTPAANOJI, Ha 31PaBU )KEHH JOOPOBOJIKH, HE €
HaOJII0JaBaHO HaMaJIsiBaHEe Ha KOHTpalleNTHBHATA aKTUBHOCT Ha MMPOTHBO3a4aThYHOTO CPEACTBO, a
(hapmakokuHeTnkaTa Ha A771726 e B npeaBmwkaannuTe rpanuny. HabnromaBano € hapMakOKMHETUIHO
B3aMMOJICHCTBHE C TIEPOPATHA KOHTparienTHBH U A771726 (BX. M0-707y).

[IpoBenenu ca crieaunte apMaKOKHHETUYHU U (PapMaKoIMHAMUYHU IPOYYBAHHS 32
B3anMoiericTBusTa ¢ A771726 (T1aBeH akTUBEH MeTa0OIUT Ha JeryHoMu). Thif KaTo mogo0HN
B3aMMO/ICHCTBUS JIEKAPCTBO-JIEKAPCTBO HE MOTAT Ja C€ U3KJI0YAT 32 JIe()IyHOMUT B
MPETIOPHYUTEITHUTE JIO3H, CJICTHUTE PE3YJITATH OT U3IUTBAHUATA U MIPETIOPHKU TPSOBA J1a CE UMaT
NpPEBH/I MIPH MAIIMEHTH, JICKYBAHHU C Je()IyHOMUI:

Edexr Bppxy penarnmuaun (cyocrpar Ha CYP2CS)

HabmonaBano e noBumnaBane Ha cpeHata Cmax 1 AUC Ha penarnuaug (CboTBeTHO 1,7- 11 2,4-1bTH),
cJe MHOTOKpAaTHO mpuiioxkenue Ha A771726, koero npeanoinara ue A771726 e nHXuOUTOp HA
CYP2C8 in vivo. Eto 3aIio ce mpenopbsuBa IpocieaaBane Ha MAlMEHTHTE P €IHOBPEMEHHA



ynorpeba Ha JeKapCTBEHH MPOYKTH, KOUTO ce MeTabomusupat or CYP2C8, kaTo Hanpumep
penariuHu, MAKIUTAaKCel, MUOTINTA30H MM PO3UTIUTA30H, Thi KaTO T€ MOTaT Ja UMaT MO-BHUCOKa
EKCIIO3HITHSL.

Edexr Bppxy xkoeun (cyocrpar na CYP1A2)

MHoTroKpaTHOTO TpHIokeHue Ha A771726 namansasa cpenaata Cmax 1 AUC Ha KodenH (cyOcTpaT Ha
CYP1A2), crotBetHO ¢ 18% u 55%, koeto mpennosara ue A771726 moxe na Obje ¢1ad HHIYKTOp Ha
CYP1AZ2 in vivo. [Topaau ToBa JiekapCTBEHH POAYKTH, KOUTO ce MeTabomu3upar oT CYP1A2 (kato
HarpuMep JTyJIOKCETHH, aJJOCETPOH, TeOGHINH U TH3aHHU/IHMH), TPSIOBA 1a ce U3MOJI3BAT C TIOBHIIEHO
BHUMaHHE 10 BPeMe Ha JICYCHUETO, Thii KaTO TOBa OM MOTJIO JIa JIOBEJIEe /10 HaMalsiBaHe Ha
e(pHUKacHOCTTa Ha TE3U MPOIYKTH.

EdexT BBpxy cyOcTpaT Ha opranndHus annoneH tpauncmoprep 3 (OAT3)

HabnronaBano e nmoumaBane Ha cpenHata Cmax 1t AUC Ha niepakiop (cporBetHO 1,43- 1 1,54-16TH)
cJie]y MHOTOKpaTHO Ipriioxenne Ha A771726, koeto npeamnonara ue A771726 e naxuburop Ha OAT3
in vivo. ITopaau ToBa € HEOOXOIMMO TIOBHIICHO BHUMAHHE, KOT'aTO Ce MpUJIara ¢JHOBPEMEHHO ChC
cyoctpatu Ha OAT3, kaTo nedakinop, OCH3WINMEHUIIMINH, TUIPOGIOKCAIIUH, HHIOMETAIIHMH,
KeTonpodeH, pypoceMu, TUMETHINH, METOTPEKCAT, 3UIOBYAHH.

Edexr Bbpxy BCRP (nmpoTenH Ha pe3uCTEeHTHOCT Ha paK Ha I'bpJaTa) W/WiM cyOocTpaTH Ha
OpraHNYHMsI aHHOHEH TpaHcnopTupar nonunentua Bl u B3 (OATP1B1/B3)

Hab6monasano e nopumasane Ha cpeHUTe Cmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-1eTH) cile; MHOTOKPATHO TIpritoskeHne Ha A771726. Beipeku ToBa, He ce HabII01aBa BUIUMO
BB3/IEIICTBHE Ha TOBA MOBUIIABaHE HA IJIa3MEHaTa eKCIIO3UIUS Ha PO3YBAaCTaTHH BbPXY aKTHBHOCTTA
Ha HMG-CoA penykrazata. AKO ce U3M0N3BaT €AHOBPEMEHHO, 103aTa Ha PO3yBacTaTHH He TpAOBa 1a
HaaxBbpisa 10 mg BeaHBX) qHEBHO. 3a ApyTu cyoctpat Ha BCRP (Hamp. MeToTpekcar, TOIMOTEKaH,
cyndacaiia3uH, 1ayHOPYOHIIMH, JOKCOpyOuIuH) u cemericteoto Ha OATP, oco0eHO HHXUOUTOPH Ha
HMG-CoA penykrasara (Hamp. CMHMBacTaTHH, aTOPBacTaTHH, IPaBacTaTHH, METOTPEKCaT,
HaTErJIMHU, PerariuHui, pudaMIuiH) eTHOBPEMEHHOTO IPHIIOKEHHE TPsiOBa ChIIIO J1a ce
U3BBPIIIBA C MOBHUIIIEHO BHUMaHue. [lanuenTire TpsiOBa 1a ce HaOIr01aBaT BHUMATEHO 33 IPU3HAIN
Y CUMITOMH Ha ITpeKoMepHa eKCIO3UIHUS Ha JISKapCTBEHUTE MPOAYKTH U TPsiOBa /1a ce UMa MPEaBHT
HaMaJsIBaHE Ha J103aTa Ha T€3U JICKapCTBEHU NPOIYKTH.

Edext Bppxy nepopanau koutpatentusu (0,03 mg ernamnectpaanon u 0,15 mg geBoHOprecTpen)
Ha6monaBano e nosuiaBane Ha cpeHata Cmax 1 AUCo.24 Ha eTHHMIIECTpaauol (ChoTBeTHO 1,58- 1
1,54-1bTH) 1 Cax 1 AUCo.24 Ha IeBOHOpTecTpel (choTBeTHO 1,33- 1 1,41-1TBTH) cieq MHOTOKPATHO
npwiokenre Ha A771726. Bpipexu de He ce 0YakBa TOBa B3aUMOJICHCTBHE /1A TIOBIIHSC
HEOJIaronpHUATHO e(PUKACHOCTTA Ha MEePOPATHUTE KOHTPALICHTHBH, TPsiOBa Ja ce 00bpHE BHUMAHUE Ha
BUJIa Ha JICYCHHETO C TIePOpajeH KOHTPAIEITHB.

Edexr Bopxy Bapdapun (cyoctpar Ha CYP2C9)

MHuorokpatHoTO npuitokeHue Ha A771726 He e umaino edekt Brpxy (papmMakoKHHETHKATa Ha
S-Bapdapus, KoeTo nokasBa, ue A771726 He e maxuduTop wim uHIykTop HAa CYP2C9. HabmoxaBano
¢ obaue HamaseHne ¢ 25% Ha MaKCUMAaTHOTO MEKIyHApOIHO HopManu3upano choTHomIeHHe (INR),
korato A771726 ce npuiara eTHOBpeMEHHO C Bap(apHH, B CPaBHEHHE ChC CAMOCTOSTEIHO
npuinoxkeHue Ha Bapdapus. Eto 3ammo, korato BapdapuH ce npuiiara eJHOBpeMEeHHO, c€ IPEnophYBa
CTPUKTHO npociensBane Ha INR u Habnronenue.

46 @epTHiauTeT, )PEMEHHOCT M KbPMEHE

BpemenHocT

AKTUBHUAT MeTa00IUT Ha JedmyHoMu, A771726 Moxe a TPUYNHA TEKKA MajadopMaluy Ha
HOBOPOJICHOTO, aKO ce Tpuiiara 1o Bpeme Ha OpeMeHHOCT. Jledurynomup ratiopharm e
IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMEHHOCT (BXk. Touka 4.3).
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JKenu ¢ nerepojieH nmoTeHnuan TpsOBa Ja U3MON3BAT €PEKTHBHA KOHTPAICIIHS 10 BpeMe Ha U 10
2 roquHM cien nedernero (Bx. “[lepros Ha n3yakBaHe™ 1Mo-10iy) Wiy 10 11 THU ciex JedeHneTo
(Bk. ckbeenus “lleprox Ha ouncTBaHe” MO-AOTY).

[TaruenTkara TpsiOBa 1a Oblle yBeJOMEHA, Y€ aKO MMa HIKaKBO 3a0aBsSHE Ha MEH3HCA WM HIKaKBa
Ipyra mpu4YuHa Ja MoA031upa OpeMeHHOCT, TS TpsOBa BeJHara 1a mpeayrnpenu JeKkaps 3a
U3BBPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKUTEIIHH, JICKAPST U MallMeHTKaTa TpsOBa Jia
00CHAT prCKa 32 OpeMeHHOoCTTa. BE3MOXKHO € upe3 Obp30 HamMalsiBaHE HA HUBOTO Ha aKTUBHUS
MeTaboNHT B KPBBTA, Upe3 3aII0YBaHE Ha MPOIeAypaTa 3a eTMMIHAPAHE Ha JIEKAPCTBOTO, OTHCaHa T10-
JI0J1y, OIIe TIPH ITBPBOTO 3a0aBsiHE HA MEH3HCA JIa Ce HaMaJld PUCKA 32 IUI0/1a OT JIS(ITyHOMH/.

[Ipu MaKo MPOCHEKTUBHO MTPOYYBaHe MpH KeHU (n=64), 3a0peMeHeN! HeIUTaHUPaHo, IOKaTo ca
npueMand JeqryHOMHU/ 32 He TIOBeUe OT TP CEMHUIIH CJIE]] 3a4€BaHETO U C IOCIeBaIlla PoIeaypa
3a eJIMMHUHUPAHE Ha JIEKAPCTBOTO, HE ca HaOJro1aBanu 3HaunMu paziuku (p=0,13) B oOmiara yecrtora
Ha 3HAYUMU CTPYKTYpHH AedexTh (5,4%) B CpaBHEHHE C KOATO H J]a € OT CPABHUTEIHUTE TPYITH

(4,2 % B rpynara cbe 3a0osiBane [n=108] u 4,2% npu 31paBu OpeMeHHH sxeHn [n=78]).

[Ipu >xeHu, KOUTO pUeMaT Jie)TyHOMHU/] M UCKAT Jia 3a0pEeMEHEsT, Ce MPENOoPhUBa S/IHA OT CICTHUTE
MPOLEYPH, 32 Ja € CUTYPHO, Y€ IJIOAbT HE € U3JI0’KEH Ha TOKCUYHU KOHIIEHTpaluu Ha A771726
(tapretHa xoutenTpamnus mox 0,02 mg/l):

Ilepuoo na usuaxeane

Moxe Ja ce odakBa, masMeHnTe HuBa Ha A771726 na 6pnar Han 0,02 mg/l 3a mpoAbIKUTENCH
nepuo. Moxe 1a ce ouakBa KoHUeHTpauusaTa Aa cnagde nog 0,02 mg/l okono 2 rogunu cien
CTIMpaHe Ha JICYEHHETO C JISITyHOMHUI.

Crnen 2-ToauIlieH nepuol Ha U34akBaHe, Ia3MeHaTa KoHeHTpamus Ha A771726 ce n3mepna 3a
nbpBU IbT. Cre ToBa MIa3MeHaTa KoHUeHTpauus Ha A771726 TpsaOBa na ce onpenesnu OTHOBO ClIeH
WHTEpBaJI OT NoHe 14 mHu. AKOo nBeTe ma3sMeHnTe KoHmenTpamnuu ca moxa 0,02 mg/l, He ce ogakBa
TepaTOTreHEeH PHUCK.

3a nombIHKUTENIHA HH(POPMAaLUsI OTHOCHO M3CIIEIBAHETO, MOJIS, CBBPIKETE C€ C IpUTEKaTess Ha
paspelieHreTo 3a yrnoTpeba Wi ¢ JIOKaIHUS My TIPEICTaBUTEIN (BXK. TOUKa 7).

Ouucmsawa npoyedypa

Crnen cniupaHe Ha JICUSHUETO C JSIyHOMU:

° KOJIECCTHUPaMUH § g ce mpujiara 3 mbTH JHEBHO 3a nepuof ot 11 qau

) i 50 g akTUBEH BBIJIEH HA Mpax ce mpuiiara 4 bTU JHEBHO 3a nepuon oT 11 nHu.

W npu aBere nponeaypu obave, ce U3UCKBa MPOBEPKA ¢ 2 OT/JCIHU TeCTa MPE3 UHTEPBAI OT ITOHE

14 nHu u epro/ Ha U34aKBaHE OT MeCel] U ITOJIOBUHA MEX/Ty ITbpBaTa MosiBa Ha TUIa3MeHa
koumentparus mox 0,02 mg/ 1 u omoxkaaHeTo.

JKenure ¢ nereponeH nmoreHMan TpsaoBa ga oObaaT HHGOPMUPAHH, Y€ Ce Hajlara rmepuo]| Ha n34aKkBaHe
OT 2 FOJIMHH CJIe CIMPAHE Ha JICUCHUETO, IPEIU T€ a MOKE Ja 3a0peMeHsIBaT. AKO MEPHOABT Ha
W3YaKBaHE OT MPUOJU3UTEIIHO 2 TOJAMHU C U3IMOJI3BAaHE HA HAJICXKIHA KOHTPAIICTILIUS CE CUUTA 32
HEMPUIIOKUM, MOXKE JIa Ce Ipernopbya NPOPHUIAKTUIHO Ha3HAUYABAHE HAa OUMCTBAIIA IPOIEaypa.

W konecTupaMuH, ¥ aKTUBEH BBIJICH Ha MIpaxX, MOTAT Ja MOBIHUAAT aOCOpOIHATa HA €CTPOTEHU U
MPOTeCTareHH, TaKa ue HaJIeKIHA KOHTPAIICTIIUS C IEPOPATHU KOHTPAIICTITUBY Jia HE MOXe Ja ObJie

OCHUTYpEHa IT0 BpeMe Ha OYMCTBAINATa MPOIIeypa ¢ KOJIECTUPAMUH WM aKTUBEH BBIJVICH Ha Ipax.
[IpemopruBa ce u3MoN3BaHe HA aNTEPHATHBHI KOHTPALENTHBHE METOIH.
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Kopmene

[IpoyuBaHusiTa MPpH )KUBOTHU MOKA3BAT, 4e JIC(ITYHOMU]I HITH HETOBUTE META0OJINTH IPEMUHABAT B
MIIIKOTO. 3aTOBa, KbpPMEIUTE )KEHHU HE TPsOBa 1a mpueMaTt JeIyHOMHU].

DepTuauTer
Pesynrarute oT npoyuBaHuaTa BbpXY (hEPTUIMTETA P )KUBOTHH HE Ca MOKa3aiu eheKT BbPXY

MBIKKHSI M KCHCKHSI (DePTHIIUTET, HO IPH MPOYYBaHUATA 32 TOKCUYHOCT IIPH MHOTOKPATHO TIpHUJIaraHe
ca HaOJIOaBaHy HEXENaHU e(DEKTH BHPXY MBKKUTE PENPOLYKTHBHHE OpraHu (BxkK. Touka 5.3.).

4.7 EdexTu BHpPXY cioco0HOCTTA 32 modupaHe u padoTa ¢ MALIUHH

B ciydaun Ha HexenaH! peakIiH KaTo 3aMastHOCT, CITOCOOHOCTTA Ha MAIlMEHTHTE JIa ¢e KOHIIEHTPHUPAT
U Jla pearrpaT MpaBUIIHO MOKE Jia ObJie HapylleHa. B TakuBa ciyyan nandeHTHTe TpsiOBa Ja ce
BB3ABPIKAT OT IoQupane U paboTa ¢ MaIUHH.

4.8 Hexenanu jiekapcTBeHU peaKIHH

O06006111eH1E Ha TpoduiIa Ha OE30IIaCHOCT

Haii-uecTo choOIIaBaHUTE HEXKEIIAHU PEAKITUH MPH JISIYHOMHU]] Ca: JIEKO MOBHIIIABAHE HA KPBBHOTO
HaJsIraHe, JTeBKOIICHHUS, MAPECTe3Hsl, TTIaBO00INE, 3aMasiHOCT, IUApHs, rajicHe, TOBPBIIAHE,
HapyIIeHUs Ha YCTHATA JIUTaBHIa (Hamp. ahTO3eH CTOMATHT, SI3BU B yCTaTa), KOpEeMHA 00JIKa, 3aCHIICH
KOcomaJl, ek3eMa, 00pHB (BKIIOUUTEIHO MaKyJIONanyIo3eH 00pHB), ChpOeK, Cyxa KoxKa,
TEHOCHHOBHT, noBuinaBane Ha CPK, aHopekcus, 3ary0a Ha Teryio (0OMKHOBEHO HE3HAYNMa), aCTCHHS,
JIEKH aJICpTUIHY PEaKINK U TTOBUIIIABaHE HAa YEPHOAPOOHUTE IMOKa3aTeNH (TpaHCaMIHA3HU (0COOCHO
AJIAT), no-psinko rama-GT, ankanna ¢pocdarasza, OUIHPyOUH).

K.]'IaCI/Iq)I/IKaI_II/IH Ha OYaKBAaHUTC YCCTOTHU!

Msmoro gectn (>1/10); wectu (>1/100 go <1/10); vewectu (>1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muoro pexaku (<1/10 000), ¢ Heu3BecTHA YecToTa (OT HATMYHHUTE JAHHHU HE MOXKE J1a Obi1e
HalpaBeHa OLIEHKaA).

[Ipu Bcsko rpynupaHe B 3aBHCUMOCT OT YECTOTaTa, HeJKEIaHNTE JIEKAPCTBEHU PEeaKIU ce n30posBat
B HU3XOJISAII PeJl 10 OTHOLLIEHHE Ha TSIXHATa CEPHO3HOCT.

Hnghexyuu u ungpecmayuu
Penkn: TEXKH WH(DEKITHHU, BKITFOUUTEITHO CETICUC, KOUTO MOXKe 1a ObJe daTaieH

Kakro npyru cpencTsa ¢ IMyHOCYIPECHBEH IOTEHIMAN, Je()IyHOMUA MOXKE ja yBEINIU
HOIaTIMBOCTTA KbM HH(DEKIMH, BKIFOUUTEIHO ONOPTIOHUCTHYHN HHPEKIUH (BXK. ChIIO Touka 4.4).
CrenoBatenHo o0IaTa 4YecToTa Ha HH)EKIUUTE MOXKE /1a ce yBeTHYH (0cOOE€HO Ha PUHUT, OPOHXUT U
[THEBMOHHS).

Heonnasmu — 0obpoxavecmsenu, 3nokavecmeenu u HeonpeoeneHuy (K. KUCmu U noauni,)
PucksbT OT 3710KaUeCTBeHH 3a00sIBaHUS, 0COOCHO TUMponponnepaTiBHU HAPYIIECHUS, € YBEITUICH

pH ynotpedaTa Ha HIKOM UMyHOCYTIPECOPH.

Hapywenus na kpvema u numgpnama cucmema

YecTn: neskorenus (meskouutu >2 g/l)

Heuecru: aHeMust, JieKa TpombonuToneHus (Tpomoormta <100 g/l)

Penku: HaHIMTONICHHUS (BEPOSATHO IbJDKAIIA CC HA aHTUIIPOJIU(EPATHBEH MEXaHU3bM),
neBkoneHus (eBkounTu <2 g/l), eozuHopmms

MHoro penku: arpaHyJIoNnuTo3a
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CKOpOI_HHa, C€AHOBPEMCHHA UJIK NIOCJICABAaIla y1'[OTp66a Ha NOTCHIIMAJTHO MUCJIOTOKCUYHU CPEICTBA
MOXE Ja 6’[:,[[6 CBBpP3aHa C MMO-BUCOK PUCK OT XEMATOJIOTUYHU pCAKIIUH.

Hapywenus na umynnama cucmema

Yecru: JIEKW aJlepTUYHU PeaKIuu

MHoro penku: TeXKHU aHa(puIaKTHIHN/aHA(DUIAKTONIHN PEaKIINH, BACKYIIUT, BKIFOUUTEITHO
KOXK€H HEKPOTHU3UPAI] BACKYITUT

Hapywenus na memabonusma u xpaneHemo

Yectu: nosumasane Ha CPK
Heuecrtu: XUIOKAJINEMHUS, XUTIEPIUNUaeMusi, xunodocharemus
Penxu: nosuiraBade Ha LDH

C Hem3BeCTHA YECTOTA: XHUIIOYPUKEMUS

Hcuxuunu napywenus
HeuecTtu: TPEBOXKHOCT

Hapywenus na nepsnama cucmema
Yectu: napecrtesus, rnaBoboiue, 3amaliBane, nepudepHa HeBPOATHSI

Covpoeunu napyueHus
Yecrtu: JICKO TIOBUINIABAHE HA KPHBHOTO HAJISITAHE
Penxu: 3HAYHMTEIHO MOBUIIIABaHE HA KPBBHOTO HAJSITAaHE

Pecnupamopnu, epvOHU U MEOUACMUHAHU HAPYULEHUSL

Penxu: HHTEPCTHIIHATHA OeToapoOHa 00JIeCT (BKITIOUNTEITHO HHTEPCTUIIHATICH
MTHEBMOHUT), KOSATO MOKe 1a Obe (aramHa

C HeusBecTHa yecToTa: 0enoApoOHa XUIEPTOHUS, OETOAPOOEH HOTY I

Cmomawino-upesnu HapyuieHus

Yectu: KOJIUT, BKIFOUUTEITHO MUKPOCKOTIMYCH KOJUT, KaTO HAIIpUMeEP JIMMQPOLUTEH KOJIHT,
KOJIAT€HO3€H KOJIUT, TUapus, TaJeHe, TOBPhIlaHe, YBPEKIaHE HA YCTHATA
nuraBuia (Hamp. adhTo3eH CTOMATHUT, 3B B yCTaTa), KOpeMHa 00JKa

Heuectn: HapYyIICHUS BbB BKycCa

MHoro penku: MMaHKPEaTUT

Xenamobunuaphu HapyuieHus

Yectu: MOBUILIABAHE HA YEPHOPOOHUTE TIOKa3aTeu (TpaHncaMuHasu [ocooeno AJIAT],
no-psako rama-GT, ankanna ¢pocdaTasza, OnaupyOun)

Penku: XEMaTuT, )KBbITEHHIA/X0JIecTa3a

MHoro penku: TEXKO YepHOAPOOHO YBpEKAaHE KaTO YepHOApOoOHA HEOCTATHYHOCT U OCTpa

4epHOPOOHA HEKPO3a, KOUTO MOrar Ja ObaaT aTaiHu

Hapymeuwz HA Kodcama u NOOKONCHAMA MbKAH

Yectu: 3acHJICH KOCOMajl, eK3eMa, OOpUB (BKIIOUUTEITHO MAKYJIONAITyJI03eH OOpHUB),
ChpOEK, cyxa Koxa

Heuectu: ypTHKapHs

MHoro penku: TOKCHYHA eMuJepMaliHa HeKpoJin3a, CHHIpoM Ha Stevens-Johnson, epurema
myaTudopme

C HEM3BECTHA YECTOTA: KOXKEH JIyITyC EPUTEMATO/IEC, ITYCTYJIO3€H IICOPHA3UC HITH BIIOIIABaHE Ha
TICOPHA3HC, JJEKAPCTBEHA PEAKIINSA C €O3MHOPIIHNS W CHCTEMHH CHMIITOMHM
(DRESS), xoxHa si3Ba

Hapywenus na myckynno-ckeremnama cucmema i CbeOUHUMeEIHAMa MmvKaH
Yectu: TEHOCUHOBUT
Heuectn: pynTypa Ha CyXOXKUiHe
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Hapywenus na 6v0peyume u nuxounume nvmuua
C Hem3BecTHa YecToTa: OBOpEeYHa HEJOCTATHYHOCT

Hapywenus na v3npoussooumennama cucmema u 2opoama
C Hem3BecTHA YECTOTa: TPAHUYHO (0OpATHUMO) MMOHMKaBaHE Ha KOJHMYECTBOTO HA CIIEPMATO30UINTE,
o0mmrs Opoii CIEpPMAaTO30UIN U MIOABHKHOCTTA UM

Obwu napyuienus u egpexmu Ha MACMOMO HA NPUTOJCEHUEe
Yectu: aHOpeKcHsl, 3aryda Ha TerIo (OOMKHOBEHO HE3HAYMMA), ACTCHUS

Cpo0111aBane Ha HOJO3UPAHH HEXKEIAHU DEAKIIT

CroOImiaBaHeTo Ha IOJO3MPAHU HEeXKEIIaH! PEaKlny CIie/l pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOIYKT € BakKHO. ToBa MO3BOJIABA 1A TIPOIBIKH HAOIIOIEHUETO Ha CHOTHOIIICHUETO T0JI3a/PHCK 32
JeKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIISITUAIMCTH CE€ U3UCKBA Ja ChOOIIaBaT BCAKA
MOT03UpaHa He)KeTaHa peakiys Ype3 HAIlMOHAIHA CUCTeMa 3a ChOOIIaBaHe, TOCOYCHA B

Ipunoxenune V.

4.9 Ilpepo3upane
CuMoromMn

Vma cpoOmeHus 3a ciry4an Ha XpOHUYHO MpeI03UpaHe MpH MaHeHTH, TpueMaIiy JedIyHoMu B
JTHEBHH JI03H 10 NET IBTH HO-TOJEMH OT IPETOPhUNTETHATA JHEBHA 1033, U CIIy4ad Ha OCTPO
npeao3upaHe MpH Bb3PacTHU U Jena. HaMa choO0IeHns 3a HexellaHH ChbOUTHUS TIPH MO-TOJIsIMAaTa 4acT
OT ciIydJauTe Ha npeno3upane. Hexxenanute chOUTHS, ChbBMECTUMH C IpodriIa Ha 0€301acHOCT Ha
nedryHOMHU ca: KopeMHa 00JIka, TafieHe, Anapysi, IIOBUIIEHH YePHOAPOOHN SH3UMH, aHEMUS,
JICBKOTICHHS, ChPOEK U 0OpHB.

OsnaasBaHe

B cnyuait Ha ipefo3upaHe WM TOKCHYHOCT, CE MPEMOPhYBa MPUEMAHETO Ha KOJICCTUPAMUH HITU
aKTUBEH BBIJICH, 32 YCKOPSIBaHE HA eNMMMUHUpaHeTo. KonecTupamuH, IpHUIIOkKeH IIepopaHoO B 032 OT
8 g Tpu mTH AHEBHO 3a 24 Yaca Ha TpUMa 31IpaBy JOOPOBOJIIIM € HaAMAaJWII IIA3MCHHUTE HUBA Ha
A771726 ¢ oxomo 40% 3a 24 yaca u ¢ 49% no 65% 3a 48 yaca.

JlokxasaHo e, ye IPIIOKEHUETO Ha aKTUBEH BBIVICH (TIpax, IPUTOTBEH KaTO CYCIEH3N) IIpe3 ycTara
WM upe3 HazoracTpaidHa conja (50 g Ha Bceku 6 daca 3a 24 yaca), HaMajsBa MIa3MEHUTE
KOHIICHTpAIMK Ha akTHBHHS MeTabonut A771726 ¢ 37% 3a 24 vaca u ¢ 48% 3a 48 vaca. Te3u

OYHCTBALIU ITPOUCAYPU MOKE 1a CC MOBTOPAT IIPU KIMHUYIHA HCO6XOZ[I/IMOCT.

[poyuBanus npu xemoananusa u CAPD (xpoHnuHa aMOynaTopHa EpUTOHEATHA TMali3a) OKa3Bar,
ye A771726, oCHOBHUST MeTabOJIUT Ha JeQIIyHOMHU HE MOXKE JIa C& TUATU3UPA.

5.  ®APMAKOJIOTMYHU CBOMCTBA
51 ®apmakoguHAMHMYHM CBOMiCcTBA
®dapMakoTepaneBTHUUHA rpyma: ceneKTuBHU uMyHocynpecopd, ATC kox: LO4AKO1

dapmakosorus Ipu xopa

Jledayromun e GosecT-MOAU(PHUITMPAII0 AHTUPEBMATHIHO JIEKAPCTBEHO CPEACTBO C
aHTUNIPONTU(EepaTUBHU CBOICTBA.

q)aDMaKOJ'IOFI/IH OpH ) KUBOTHHU
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JlenyHnomua e epekTUBEH MPU MOJIETH Ha apTPUT U PYTH aBTOMMYHHH 3a00JISIBAHUS TIPH KUBOTHH,
a Taka ChIIIO U MPH TPAHCIUIAHTAIUS, TIIABHO aKO ce MPUIIOKH BbB (Daszara Ha ceHcuOmmmsupane. Toi
“Ma UMYHOMO Ty JTHpAIIH/HMYHOCYTPECHBHI CBOMCTBA, IEHCTBA KATO aHTUIIPOIM(EPATHBHO CPEACTBO
U MPOSBSBA MPOTUBOBB3MATUTEIHN CBONUCTBA. [IpH dHUBOTHHCKH MOJICTH HA ABTOUMYHHH
3abossBaHus Je(IyHOMH/I TOKa3Ba Hai-100bp MPOTEKTHBEH e(heKT MPH MPUIIOKEHUE B paHHATa (a3a
Ha pa3BUTHE Ha 3a00JIIBAHETO.

In Vivo To#t 6BP30 M MOYTH HAITBIHO ce MeTabosu3upa 10 A771726, KOWTO € akTHUBEH iN Vitro u ce
MPE/IoIara, ue € OTTOBOPCH 3a TEPANEBTHUHUS €(EKT.

MexaHus3bsM Ha IEUCTBUE

A771726, ak THBHHUST METaOOJIUT Ha JeQIyHOMU], TOITUCKA €H3MMa JUXUAPOOPOTAT IEXUIPOTeHa3a
(DHODH) nipm xopa 1 TiposiBsiBa aHTUIPOIH(PEPATHBHO JCHCTBHE.

Kinnununa edukacHoCT M 6€3001aCHOCT

Pesmamouden apmpum

EduxacHocTTa Ha nedayHOMuUA Ipy JiedeHUE Ha PpeBMATOUICH apTPUT € AoKa3aHa npu 4
KoHTponupanu npoyuBanus (1 BeB ¢asza Il u 3 BbB dasza III). [Tpu daza Il m3nuTBanero, npoyusaHe
YU203, 402 ygacTHUIM ¢ aKTUBEH PEBMATOUJICH apTPUT ca paHIOMHU3MpaHu Ha manebo (n=102),
nedaynomua 5 mg (n=95), 10 mg (n=101) unu 25 mg/auesno (n=104). JIeueHUETO € MPOABIKHIO 6
Mecerna.

Bceuuku nanuenty BbB (asa [l u3nursanusTa ca npuemanu HadaiaHa qo3a oT 100 mg 3a Tpu qHU.
IIpu npoyusanero MN301, 358 ydyacTHULIM C aKTUBEH PEBMATOUICH apTPUT Ca paHIOMU3UPAHHU HA
nedaynomun 20 mg agaeBHo (n=133), cyndacanazun 2 g maeBHo (n=133) wim miamne6o (n=92).
JleduenueTo e mpoaBIIKIIIO 6 Mecera.

[IpoyuBanero MN303 e pakynaTaTHBHO CIAM0 6-MeceyHO NpoabIbKeHHe Ha mpoyyBane MN301, 6e3
wiane0o rpyma, Mpyu KOETo ce cpaBHsABa ePeKTHT OT 12-MeceyHo prueMaHe Ha JIeQIyHOMH 1
cyidacalia3uH.

IIpu npoyusanero MN302, 999 ydacTHHIIM C aKTUBEH peBMATOUACH apTPHUT Ca paHAOMHU3HpPaHU Ha
neduryHomuz 20 mg/nHeBHo (n=501) nim metorpekcar 7,5 mg/cenmuuno 1o 15 mg/ceqmuano
(n=498). NobassiHEeTO Ha (hoMeBa KMCENWHA € OMIIO 110 U300p U e mpritarano camo npu 10% ot
narueHTuTe. Jledennero e mpoapipKmio 12 Mecera.

IIpu npoyusanero US301, 482 ygacTHUIM ¢ aKTUBEH PEBMaTOUJIEH apTPUT ca PaHIOMU3UpAHH Ha
nedayraomun 20 mg/maeBHO (n=182), MeToTpekcaT 7,5 mg/ceamudano o 15 mg/cemmuano (n=182),
i nane6o (n=118). Benyku manyenTn ca noixy4yaBany o 1 mg ¢onmeBa KucennHa ABa MbTH
JTHEBHO. JleuenuneTo e mpoappKuio 12 Mecena.

JledryHomMuz B qHeBHaA n03a Hal-manko 10 mg (10 mo 25 mg B mpoyuBane YU203, 20 mg 8 MN301 u
US301) e nokazax cTaTUCTHYECKH 3HAYUMO T0-100bp eeKT oT mianedo npu HamalsiBaHe Ha
MIPU3HAIMTE ¥ CUMIITOMUTE Ha PEBMATOUIHUS apTPUT MPH BCUYKH 3 TUIANe00-KOHTPOIUPAHU
npoyuBanus. CTelreHTa Ha OTTOBOP Ha JIeUeHHeTo 1Mo Kinacudukanuara Ha ACR (AMepukaHcku
KOJIEXK TI0 PEeBMAaTOJIOTH), B mpoyuBaneTo YU203 e 27,7% npu mnane6o, 31,9% npu 5 mg, 50,5%
npu 10 mg u 54,5% npu 25 mg/nuesHo. [Ipu daza Il nzcneasanusta crenenra Ha otroBop o ACR
3a neduryHomua 20 mg/nHeBHO, cripsiMo 1rianebo e 54,6%, cupsamo 28,6% (npoyuBane MN302) u
49,4%, cuipsimo 26,3% (nmpoyusane US301). Crex 12 Mecena akTUBHO JISUCHHE CTETICHTa HA OTTOBOP
o ACR npu nanuenture Ha iedaynomun ¢ 52,3% (npoyusanus MN301/303), 50,5% (npoyuBane
MN302) u 49,4% (npoyuBane US301), B cpaBHeHHe ¢ 53,8% npu nanueHTUTE Ha cyidacaia3uH
(mpoyuBanmst MN301/303), u meToTpekcar - 64,8% (mpoyuane MN302) u 43,9% (npoyuBaHe
US301). ITpu npoyusane MN302 nrepsryHOMHEIT € 3HAYUTEITHO TO-CIa00 ehEeKTUBEH OT METOTPEKCAT.
Ob6aue npu npoyuBane US301 He ca ycTaHOBEHH 3HAYMMH Pa3IUKU MEXAy JeQIyHOMU U
METOTpEKcaT B IbPBUYHUTE MapaMeTpH 3a epukacHocT. He e HabmrogaBana pa3imka MexIy
nedayromun u cyidacanasut (nmpoyusane MN301). EdbekTsT oT nedeHueTo ¢ iedryHoMua ce e
MPOSIBUI clies 1 Mecell, cTabuimu3upal ce € ciie 3 10 6 Mecela U € MPOABIDKUI 110 BpeMe Ha LIeIHs
Kypc Ha JIeYeHHeE.
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PangomMu3upano, IBOHHO-CIISIO, MapaieIHo IPYIoBO, HOHMH(EPUOPHO MPOyYBAHE CPAaBHIBA
OTHOCHUTETHA e(pUKACHOCT Ha JIBE PA3IMYHU JHEBHU MOIBPKAIIU 103K JedayHoMua ot 10 mg u

20 mg. OT pe3ynTaTUTe MOKE JIa Ce 3aKJIFOYH, Y€ Pe3y/ITaTUTe 3a e(QUKACHOCTTA Ha MO bpKalaTa
J03a ot 20 mg ca mo-0aronpusTHH, HO OT IpyTa CTpaHa, pe3yITaTHTe 3a 6€30MacHOCT ca B Moj3a Ha
noaxbpkamara 1o3a ot 10 mg.

Ileduampuuna nonyrayus

JlepmyHoMuz e u3cnenBaH B OTJETHO MHOTOLIEHTPOBO, PAaHIOMHU3UPAHO, IBOWHO-CIISIIO, AKTUBHO-
KOHTPOJIMPAHO Mpoy4BaHe npu 94 manuenTH (47 B Tpyma) ¢ MOTUAPTUKYJIAPEH THUI IOBEHIIICH
peBmarouen aptpuT. [lanmenTure ca Ha BB3pacT 3-17 TOAWHH, C aKTUBEH NMOJIUAPTUKYJIAPEH TUI
IOPA, He3aBHUCHMO OT HA4aIOTO Ha 3a00JIIBAHETO U HE ca JEKyBaHH JJOCETa C METOTPEKCaT I
nedayHomua. B ToBa u3nuTBaHe, HATOBApBAalIATa 1034 U MOALbPIKAIATA 032 Ha Je(IyHOMuUA ca
OIIPE/ICIICHH B TPU KaTeropuu, B 3aBucumoct ot ternoro: < 20 kg, 20-40 kg u > 40 kg. Cnen 16
CeIMHIIM Ha JICYCHHUE, Pa3JInKaTa B CTEIICHTA Ha OTTOBOP € CTAaTUCTUYECKU 3HAYMMa B I10J13a Ha
metoTrpekcar nipu FOPA Omnpenenenne 3a mogoopenue (OI1) > 30% (p=0,02). I1pu pecrionnepure,
TO3M OTIOBOP € MOUThPKaH B IPOIb/DKEHNe Ha 48 ceaqmunn (Bxk. Touka 4.2).

XapakTepbT Ha HEXeJTaHUTe ChbOUTHS Ha JeQIyHOMUA U METOTpEKCaT U3IIIeKa CXOACH, HO J103aTa,
M3M0JI3BaHa IPU MALUEHTH C IO-HUCKO TErJI0 BOJH JO OTHOCUTEIHO HUCKA EKCIIO3ULUS (BXK.
Touka 5.2). Te3u naHHU HE MO3BOJABAT ePEeKTHBHA U Oe30IMacHa MpenopbhKa 3a JO3UPOBKA.

THcopuamuuen apmpum

EduxacHoctTa Ha nedIryHOMH]] IPH JICYCHUE HA TICOPUATHYCH apTPUT € JI0Ka3aHa IPU KOHTPOJIHUPAHO,
paHIOMU3UpPaHO, ABOWHO-cIsANO0 npoyuBaHe 3101 npu 188 mauueHTH ¢ ncopuaTuyeH apTpur,
nexyBanu ¢ 20 mg/neH. [IpobInKUTETHOCTTA Ha JIEUeHHE € 6 Mecera.

Jledrynomu 20 mg/neH € 3HaYUTEIHO O-A00bp OT Mmiare0o 3a HaMalsIBaHe Ha ApTPUTHUTE
CUMTOMH NpH nanueHTH ¢ ncopuarnder aptput: KOJIIIA (Kputepun 3a OTTOBOp KbM JICUEHHETO Ha
TICOpUATUYCH apTpHT) pearupanute ca 59% B rpymara Ha edayHomun u 29,7% B Tpynara Ha
tane6o a0 6 mecena (p<0,0001). EdexThT Ha nednyHOME] BBPXY TOJ00pSIBaHE HA (PYHKIIUATA U
HaMaJsiBaHe Ha KOXKHUTE JIE3UU € YMEPEH.

IHocmmapkemuneosu npoyusanus

Panpomusupano npoyuBaHe OLEHsIBa KIMHUYHO e(hUKacHaTa CTETICH Ha OTTOBOP IPH HEJIEKYBAHU C
BMAUJIC mauuenTn (n = 121) ¢ panen PA, kouto ca momyuasanu 20 mg wnn 100 mg nedayromun B
JIBE TapaJIeJHU TPYyTH, IO BpeMe Ha HaualHHUsA TPUIHEBEH JBOMHOcCHAN nepuon. Hauannuar nepuon e
rocyieIBaH OT TPUMECEUEH OTKPUT MOJABPIKAIL IEPHOA, IO BpEME HA KOMTO U JBETE IPyIH ca
noiy4asaiu jedayHoMua B no3a 20 mg nHesHo. He e HaGmogaBaHo HapacTBaHe Ha o0IIaTa M0J3a B
u3cre/BaHaTa MomyJanus Mpy MpUIoKEHNEeTO Ha HaTOBapBallla cxeMa Ha npuiarase. Jlanaure 3a
0e30macHOCT, MOJYYEeHHU OT JIBETE IPYIIN Ha JISYEHHUE, Ca B CbOTBETCTBHE C U3BECTHHS NPOQUI HA
Oe3onacHOCT Ha eIyHOMH, KATO YeCTOTaTa Ha CTOMAIIHO-UPEBHU HEXKeJaHU ChbOUTHS U Ha
MOBHIIIEHN Y€PHOAPOOHH €H3MMH € TI0-BHUCOKA MPH MAIMeHTHTE, ITOJTyqaBallly HaToBapBaIia 103a OT
100 mg nedayHoMuI.

5.2 dapmakoKHHETHYHHU CBOHCTBA

JlepmynoMua Obp30 ce MeTabOIM3HUpPa 0 aKTUBHUS ¢ MeTabosuT, A771726 upes “first pass”
MeTab0JIM3bM (Upe3 OTBapsHE HA MPHCTEHA) B UpEBHATA CTEHA U YepHUs po0d. [Ipu npoyusane ¢
paanoakTuBHO Gensazan “*C-medryHOMII IPH TpHMa 3paBH JOOPOBOJIHM HE € OTKPHT HEPOMEHEH
nedayHOMU/ B TIa3Mara, ypuHata wid (ekamuute. [Ipu Apyru nIpoy4BaHusl psITHO CE OTKPUBAT
KOJIMYECTBA HEMTPOMEHEH JIe(IyHOMH/T B TU1a3Mara, B ITa3MEHN HUBA OT TOpsiabKa Ha ng/ml.
EauHCTBEHUAT pagnoakTUBHO OeJs3aH METa0OoIuUT B TiazMara € 6un A771726. To3n MeTaboauT €
OTrOBOpEH U 3a epekTrTe Ha JedayHomMu in Vivo.

AGcopOuus
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JlaHHU 32 eKCKpeuusTa OT IPOyUBaHe C 4¢c MOKa3BarT, ue Haru-Mainko 82 mo 95% ot mos3ara ce
abcopbupa. BpemeTo 3a mocTurane Ha MAKOBA IJIa3MEHA KOHIIeHTparus Ha A771726 e MHOTO
pa3IMyYHO: MUKOBY INIA3MEHU HUBA MOXKE Ja C€ IOCTUTHAT Mexay 1 u 24 yaca cies eTHOKPaTHO
npunarase. JlegryHoMu Moxke fa ce mpuiara eTHOBpEMEHHO C XpaHa, Thil KaTo CTETIeHTa Ha
abcopOIus € cpaBHAMA Ha TIJIATHO | cjea XpaneHne. [lopaman MHOTO IBIATHS MOTYXUBOT Ha A771726
(oko10 2 ceaMuIN), TP KIMHUYHUTE IPOYYBAaHUS € H3M0JI3BaHa HaToBapBaa 1o3a ot 100 mg 3a

3 1M 32 MO-0BbP30 JOCTHTaHEe Ha CTallMOHAPHU HUBA Ha A771726. M3uncneno e, ue 0e3 HaToBapBalla
[103a, 3a JOCTUTaHe Ha CTAIlOHAPHH TUTa3MEHU KOHIIEHTPAIINH IIIe ca HeOOXOIUMHU TTOYTH JIBa Mecela
npusnoxenne. [Ipu mpoyyBaHusl ¢ MHOTOKPATHO MpHJIaraHe, MpH MalueHTH ¢ PEBMATOH/IEH apTPHT,
(hapMakoKHHETHYHHTE TapaMeTpu Ha A771726 ca TuHEWHY 3a JO30BUs JUana3oHa ot 5 1o 25 mg.
[Ipu Te3u npoyuBaHUs KIMHUYHHAT €EKT € MPSKO CBbP3aH C MIa3MeHara KoHIeHTpanus Ha A771726
U ¢ mHeBHaTta nmo3a edurynomua. [Ipu mo3a ot 20 mg/mHEBHO cpeaHAaTa MIa3MeHa KOHIICHTpAITisI Ha
A771726 B cTanmoHapHO ChCTOsIHUE € mpubIm3uTenHo 35 pg/ml. Ilpu cranimoHapHO ChCTOSTHHE
TUTa3MEHUTE HHUBA Ca OKOJIO 33-35 MbTH HO-BHCOKH, CPABHEHH C T€3U IPHU SIMHUYHATA J103a.

Pasnpenenenue

B goBemkara mazma A771726 ce cBbp3a eKCTEH3UBHO C poTenHuTe (andymunute). HecBbp3anara
yacT e okoyo 0,62%. Csp3Banero Ha A771726 ¢ nnazmeHus anOyMuH € IMHEHHO B paMKHUTE Ha
TepaneBTUYHUTE TIa3MEHH KOHIEHTpauy. To u3riexaa JeKo HaMaJIeHO M [0-BapuaduiIHO B
TUTa3Mara Ha MalueHTH ¢ PeBMaTOH/IeH apTPUT HIIM XPOHUYHA ObOpeYHa HEeZOCTAThYHOCT.
ExcTen3uBHOTO cBBbp3BaHe HA A771726 ¢ MpoTENMHUTE MOXKE Jla TOBEE O U3MECTBaHE Ha JPYyTU
eKCTEH3MBHO CBbP3aHH JieKapcTBa. [IpoyuBaHusTa in VItro 3a B3aumMoieiicTBIsATa 3a CBbP3BaHe C
TUTa3MEHUTE TIPOTEUHU C Bap(hapHH B KIMHAYHO 3HAYNMH KOHIICHTpaIK 00adye He TIOKa3BaT
B3aumoericTBus. [logoOHN npoyuBanms ¢ nOynpodeH U TMKIO(EeHaK ChIO HE ITOKa3BaT N3MECTBAHE
Ha A771726 oT MICTOTO My Ha CBBP3BaHe, JIOKaTO HecBbp3aHaTa (pakius Ha A771726 ce yBeanuasa
2 1o 3 bTH NpH HaM4ue Ha TonOytamu. A771726 uzmectsa ubynpodeH, AukaopeHax u
TONIOYTaMUJI, HO HECBBbp3aHaTa (Ppaklvs Ha TE3U JEKapCTBEHH MPOIYKTH ce yBenudara camo ¢ 10 mo
50%. Hsama ganny 3a KIMHAYHO 3HaYeHHE Ha Te3u e(eKTh. B choTBETCTBHE ChC CBBP3BAHETO CH C
TUTa3MEHUTE TIPOTHEHU BB BUCOKA cTereH, A771726 uMa HUCHK IPUBHUICH 00EM Ha pa3npeaeHue
(okono 11 mutpa). He e ycTanoBeHO mpedepeHIaTHO TOeMaHe OT epUTPOIUTHTE.

buorpanchopmarus

JlebayroMun ce MeTaboM3upa 10 eauH ocHOBEH (A771726) 1 MHOTO BTOPOCTECTICHHH METa0O0JINTH,
BkrounTenHo TFMA (4-tpuduryopomermnanwiis). MerabonutHata Onorpanchopmaius Ha
neduryHOMuU 10 A771726 u mocnenBamuar Metabonu3sm Ha A771726 He ce KOHTPOJIUpA OT
€JIMHUHCTBEH €H3HM U C€ M3BBPIIBA KAKTO B MUKPO30MallHATa, TaKa M B IMTO30JHATA KIETHYHH
(dhpakmun. [IpoyduBanusaTa 3a B3aUMOICHCTBHAATA C IUMETUANH (HecIen(udeH HHXHOUTOp Ha
utoxpom P450) u pudamnuiun (Hecneunduyen uutoxpom P450 unaykTop) nokasear, ye in vivo
CYP enszumuTte yyactBat B MeTa0OIM3Ma Ha JIeIyHOMUI CAMO B MaJIKa CTEIEH.

EnumuHupane

EnmnvunanpaneTo Ha A771726 e 6aBHO U ce XapaKTepu3upa ¢ IPUBHJIEH KIMPBHC OT TOPSAbKA Ha

31 ml/h. EnTMMUHAIIMOHHUAT TOIYKHUBOT IIPU NAIIMEHTH € OT Mmopsiabka Ha 2 ceamunm. Ciexn
NpUIOKEeHHE Ha Oelsi3aHa ¢ M30TOI 1032 JepIyHOMUA paJioaKTHBHOCTTA CE OTAECNS €IHAKBO BHB
(hexanmuTe, BEPOSTHO Ype3 SIMMUHHUPAHE C XKITbYKaTa, U B ypuHaTa. A771726 e Bce olle OTKpHUBaeM B
ypuHata u ¢pexanuute 10 36 IHU clell eAHOKpaTHO npuiaraie. OCHOBHUTE METa00IMTH B ypUHATa ca
TIIOKYpOHUIU Ha nedmyHoMu (raaBHo B mpobdute oT 0 10 24 yaca) U OKCaHUIIOBO MTPOU3BOIHO HA
A771726. BB pexanunte ce oTkpra rimaBHo A771726.

YcTaHOBEHO €, Ue IpU X0pa NPUII0KEHUETO Ha TIepopaTHa CyCIIeH31s aKTUBEH BBIVICH Ha Mpax WIH
KOJIECTUPAaMHUH BOJU /10 OBbP30 U 3HAYMMO YCKOpsIBaHE Ha eNMMHUHHUpaHeTo Ha A771726 u HamansBaHe
Ha IUTa3MEHHUTE KOHLEHTpauuu (Bx. Touka 4.9). ToBa ce IbJKM Ha CTOMAIIHO-YPEBEH MEXaHU3bM Ha
OTJICTISTHE W/WITH Ha TIPEKbCBAaHE HA CHTEPO-XCTATATHHS [IUKbBIL.
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Br0Opeuno yBpexaane

JledryHOMU € IPUIOKEH B MHUYHA TepopaiHa 103a oT 100 mg npu 3 marueHTy Ha XeMoIualin3a
U 3 TaIMeHTy Ha MpobIDKUTENHA epuToneanna quanusa (CAPD). ®apMakoknHeTHKaTa Ha
A771726 npu manuentute Ha CAPD m3rmexma cxomHa ¢ Ta3u npu 3apaBu 1o0poBoity. [1o-66p30
enuMuHupane Ha A771726 e HaOnMr0naBaHO MPH MAllMEHTUTE HAa XEMOUAN3a, KOETO HE CE IBJDKU Ha
EKCTPAKIIMS Ha JICKAPCTBEHHS MTPOJYKT B JUATTN3aTa.

YepuoapoOHO yBpeKaaHe

Hsma nanHM 3a ledeHne Ha MAMEHTH ¢ YePHOIPOOHO yBpekaaHe. AKTUBHUAT MeTaboaut A771726 e
CBBP3aH B TOJIsIMA CTETICH C MPOTHCHHUTE U C€ SIIMMHHHPA IPe3 YSPHOAPOOSH METAOOIM3BM H JKITHUHA
cekpenus. Te3u mpoiiecu Moxke J1a ObaT MOBIUSHU OT YSPHOAPOOHA TUCHYHKITHSL.

IlenuarpuanHa momyamnus

dapmakoknHeTnkaTa Ha A771726 cien nepopaiHo MpUIoKeHHE Ha JeIyHOMU € U3clieiBaHa Py
73 meAuaTpUIHY IMAIIMECHTH ¢ TIOJIMAPTUKYJIapEH THI I0BeHUJICH peBMaTtouacH apTput (KOPA) na
BB3pacT ot 3 110 17 roaunu. Pesynrature oT nomyialMoHeH papMakOKHHETHYCH aHAIM3 Ha TE3U
NpOYYBaHUS MMOKa3BaT, 4e NeAUaTPHYHNUTE MAHEeHTH ¢ TeaecHo Terno < 40 kg nmar HamaneHa
cucreMHa excrio3unms (n3mepena upe3 Css) Ha A771726 B cpaBHEHHE C BE3PACTHHUTE MAIMEHTH C
peBMaTOnIEeH apTpuT (BK. Touka 4.2).

Crapuecka Bb3pacT

dapMaKOKMHETUYHUTE JJAHHU TIPH JIMIA B CTapuecka Bb3pact (> 65 roanHm) ca orpaHUueHH, HO
CHOTBETCTBAT Ha (DapMaKOKMHETHKATA IPH IO-MJIaJUTe Bb3PACTHU.

5.3 IlpenkJIMHUYHM JAHHU 32 §€30MACHOCT

JledryHOMU, IPHUIIOKEH MTEPOPATHO U MHTPATICPUTOHEATHO € U3CJIeIBaH B IPOYUYBAHMS 32 OCTpa
TOKCHUYHOCT MTPH MHUTIKH U TUTEX0BE. [I[poydIBaHMs MPH MHOTOKPATHO ITEPOPAITHO MPHUIIOKEHHE Ha
nedTyHOMU/I IPH MUIIKH 3a TIEPUOJT OT 3 Mecella, INTbX0BE M KydeTa 710 6 Mecella U MaiiMyHH J10

1 Mecer moka3Bat, 4e TIaBHUTE TapreTHH OPraHU 3a TOKCHUYHO YBPEXKIaHE ca KOCTHUSI MO3bK, KPBBTA,
racTPOWHTECTHHAIHHS TPAKT, KOXKATa, lajaKka, THMyca U TUMGHUTE BB3IIH.

I'maBHuTE ehekTH ca aHEeMUsI, JICBKOTICHNUSI, HaMaJleH Opoii Ha TPOMOOIIMTHTE M TAHMHUEIIONATHS U
OTpa3sBaT OCHOBHHSI MEXaHHM3bM Ha JICHCTBHE Ha BEIIECTBOTO (MOATHCKaHEe Ha cuHTe3aTa Ha JIHK).
[Ipu nirpxoBe U Kydera ca HamepeHu tenua Ha Heinz n/unn Howell-Jolly. [pyrure edexru,
YCTaHOBEHH BBPXY CHPIIETO, YEPHUS IPOO, KOPHESITa U PECITUPATOPHHS TPAKT, MOTAT J1a ce OOSICHAT C
MH(EKINHU BCIEICTBHE Ha UMYHOCYTpecusnTa. TOKCHYHOCT IPH KMBOTHUTE € YCTaHOBEHA MPH 03U,
€KBHUBAJICHTHH Ha TEPAIIeBTUYHUTE JO3H MIPH XOpa.

Jlepnynomua He e myTtareHeH. Bropocrenennust meradonmut TFMA (4-TpuduryopoMeTHIIaHIITHH)
o0aye mpeTU3BIKBA KIIACTOICHHOCT U TOYKOBU MYTAIlMH IN VIitro, KaTo JMICBAT J0CTAThYHO JaHHH,
JIaJIM TOM MO’Ke J1a IpeAn3BuKa To3u edexT in Vivo.

[Ipu npoyuBaHe 3a KaHIEPOTCHHOCT MPH ILTBXOBE, JIe()IYHOMU/ HE € MOKa3aJl KaHIIePOreHEeH
noteHuuan. Ilpu nzciaenBane 3a KaHIEPOreHHOCT MIPHU MUILKH € HaOoJaBaHa o-BHCOKa YECTOTa Ha
37I0Ka4eCTBEH JTMM(OM IIpU MBKKHUTE B IpylaTa Ha Hai-BUCOKA /103a, Hali-BEPOSITHO AbJDKAIL CE Ha
“MyHOCyTIpecuBHHA e(eKT Ha JedryHoMmu. [IpH >KeHCKH MUIIKK € HaOII01aBaHO JT0303aBHCHMO
yBEeIUUYEHHE Ha YeCTOTaTa Ha OPOHXHOJIO-aIBEOJIAPHHU aJeHOMH U KaplIMHOMH Ha Oemust Jpo0.
3Ha4YeHUETO Ha TE3U HAXOAKH [P MHIIKH 3a KIMHUYHATA yHIoTpeba Ha nedIyHOMUN HE €
YCTaHOBEHO.

.He(i)JIYHOMI/IIl HSIMa aHTUTCHHHU CBOMCTBA IIpU J XKUBOTUHCKH MOJCIIHN.
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JledryHOMU € EeMOPUOTOKCHYEH M TEPATOTCHEH MPH ILTHXOBE U 3alI B pAMKUTE Ha
TEPANeBTUIHNTE JI03U TIPY XOPa U MPUIHHSBA HEXXEIIaH!U PEAKIIUH BbPXY MBXKUTE PEIPOTYKTUBHU
OpraHy IpH MPOYYBAHUATA 32 TOKCUYHOCT IIPYU MHOTOKPATHO Npujiarane. @epTUIIMTETHT HE €
HaMaJIcH.

6. DAPMAIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOIIHHUTE BelllecTBa

Tabnremmo 50po

JlakT03a MOHOXHIpAT

XUApOKCUTIPOTIHIIIEINYJI03a, YACTHYHO 3aMeCcTeHa

BuHeHna kucenuHa

Hatpues naypuncyndar

Marunesues cTeapat

Quamoso nokpumue

JleruTuH (coeBU 3BpHA)

[Tonm(BUHUIIOB aTKOX0JT)

Tank

Turanos muokcun (E171)

KcanTantoBa ryma

6.2 HecbpBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauau

6.4 ChenuajaHu ycJa0BHS HA ChbXpaHeHHe

CrexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 3a JIa Ce Mperasu oT Biara.

6.5 Buawu chabpKaHue HA ONMAKOBKATA

40 ml HDPE 6yTuika ¢ mmpoko repiio, ¢ Kanayka Ha BUHT OT MOJUIPOIIIIEH, C BIPaJACH CYIIUTEIN
(6511 cumkaren), Beska, chabpxkama 30 wu 100 dumMupanu TabaeTKy.

He Bcuuky BujoBe ONakoBKM Morar Aa ObAaT IyCHATH Ha Masapa.
6.6 CnenuaJHu npeanazHu MepKH NPH U3XBbPJIsiHE U padoTa

Hsama CricliaJIHUu U3UCKBAHUA 3a U3XBBPJISHC.

7. IMPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
ratiopharm GmbH
Graf-Arco-StrafRe 3

89079 Ulm
T'epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
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Jledayaomun ratiopharm 10 mg driMupanu TablIeTKH
EU/1/10/654/001
EU/1/10/654/002

Jlednyaomup ratiopharm 20 mg dbriMupanu TaOIETKH
EU/1/10/654/003
EU/1/10/654/004

9. JATA HA ITBPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

[lara Ha mepBoO paspemaBane: 29 HoemBpu 2010 r.
JlaTa Ha nocienHo noaHoBsBane: 19 roam 2015 r.

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MonpoGHa nHbOpMAaIUs 3a TO3M JICKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o Jiekapcreara https://www.ema.europa.eu.

20


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

INPUJIOKEHHUE I1

MNPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUS U UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUSA NJIK OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT
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A. MPOU3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA IIAPTUIU

Hme u agpec Ha nmpoussoauTeisi(Ure), OTTOBOPEH(HI) 32 OCBOOOKIaBaHe HA IAPTUINTE

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster

I'epmanus

Merckle GmbH
Ludwig-Merckle-Str. 3
89143 Blaubeuren
T'epmanus

IleyaTHaTa nTuCTOBKA Ha JICKApCTBCHUA MPOAYKT TpSI6Ba Ja CbAbpiKa UMCTO U aJpecCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCBO60}K,I[aBaHCTO Ha CbOTBETHATA NapTruia.

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT c€ OTITyCKa 110 OrpaHMYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue |:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. APYI'H YCJOBUSA N U3UCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA
. Iepuoauynm akTyaJau3upaHu aoxkjaaau 3a oezonacuoct (ITAIB)

MsuckpanusTa 3a nogasane Ha [TAJIb 3a To3u JeKkapcTBEH NPOAYKT Ca MOCOUYEHHU B CITUCHKA C
pedepentaure natu Ha EBponeiickus cpio3 (EURD cnucek), mpeasuzes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BB BCHUKH CJIE€IBAIIM aKTyaJIN3alliH, TyOJUKyBaHH HA €BPOIEHCKUS
yeOropTa 3a JeKapcTBa.

r. YCJI0BUs NWJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TIPOAYKT

o Iliaan 3a ynpapienue Ha pucka (ITYP)

IIputexarenar Ha pa3pemenneTo 3a yrmoTpeda (IIPY) TpsoBa 1a H3BBPIIBA H3UCKBAHUTE ACHHOCTH U
JEHCTBHA, CBBP3aHHU C IIPOCIEeIIBaHE Ha JIEKapCTBEHaTa 0€30I1acHOCT, MOCO4YeH! B oo0penus [1YP,
npencrased B Moy 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIIECABAIIH 0100peHI
akTyanuzanuu Ha [TYP.

Axryanmsupan [1YP TpsOBa na ce monasa:

. 1o uckaHe Ha EBpomneiickaTta areHIus 1o jeKapcrnara;

o BMHArH, KOTAaTO C€ M3MEHs CHCTeMaTa 3a yIpaBJIeHre Ha pHUCKa, 0COOSHO B pe3yiTaTr Ha
MoJTy4aBaHe Ha HOBAa MH(GOPMAIHS, KOATO MOXKE Ja JOBEJIE 10 3HAYNMH MPOMEHH B
CHOTHOIIEHHUETO TTOJI3a/PUCK, WITH CIIE/ JOCTUTaHEe Ha BayKeH eTall (BbB BPh3Ka C MPOCIeIIBaHe
Ha JIeKapcTBeHaTa 0€30MacHOCT MJIH CBEXKAAaHE Ha PUCKA 10 MHHAMYM).

L I[OH’LJ'IHI/ITC.TIHI/I MEPKH 3a CBEK/IaHEC HA PUCKA 10 MUHUMYM

IIputexarenar Ha pa3pemeHneTo 3a yrnorpeda (IIPY) tpsoBa ga mpegoctaBu Ha BCHUKH JIEKapH,
KOHTO Ce€ OYaKBa Jia peanucear/usnon3sat Jlegpmynomus ratiopharm, 00y4UTEIIHA MaTepUATTU ChC
CIIETHOTO ChABP)KAHHUE!

e  KpaTkaTa XapaKTepHCTHKa Ha MIPOIYKTa
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Bbpoirypa 3a nexaps

Bpomrypara 3a nekapst Tpa0Ba fa ChAbPKA CICAHNUTE KIOUOBH CHOOLICHHUS:

UYe chlIecTBYBa PUCK OT TEXKKO YEPHOAPOOHO YBPEXKIAHE U 3aTOBA € BAKHO PEIOBHOTO
n3MepBane Ha HuBata Ha AJIAT (CI'TIT) 3a mpocneasiBaHe Ha YepHOIPOOHATA QYHKIIUSI.
Wndopmanusra, npencraBeHa B Opourypara 3a jekaps TpsOBa aa npenoctassi HHGopManus 3a
HaMaJsiBaHEe Ha J03aTa, IPeKpaTsBaHe Ha JICUCHUETO U OUYMCTBALIM MPOLEIYPH.

VY CcTaHOBEHUAT PUCK OT CHHEPTHYHA XEIaTO- WIK XeMaTOTOKCHYHOCT, CBBP3aH €
KOMOWHHWpaHa Tepamus ¢ APyro 00JIeCT-MOIUGHUITAPAIIO aHTHPEBMATHIHO JIEKApCTBO (HATIP.
METOTpEKCar).

Ye cpiecTBYBa PUCK OT TEPATOTEHHOCT M ITOPAJIX TOBa TPIOBa Jia ce n30srBa OPEMEHHOCT,
JIOKaTO IIA3MEHNUTE HUBA Ha JIe(IyHOMH]I HE Ca Ha ChOTBETHOTO HUBO. Jlekapute u
[alMeHTUTe TPsIOBa J1a ca HAasCHO, Y€ € Ha Pa3IoJIoKEHHUE CIeLHalHa KOHCYITaTUBHA CIyx0a,
3a mpeiocTaBsiHe Ha HH(popManys 3a 1a00paTOpHO U3CIIEABaHE HA TUIA3MEHOTO HHBO Ha
neQIyHOMHU].

PuckbT oT nH(}EKINH, BKIIOYUTETHO ONOPTIOHUCTUYHN UH(EKINU U IPOTUBOMIOKA3aHUETO 32
MPUIOKEHHE IPU UMYyHOKOMITPOMETUPAHH MALIUEHTH.

Heo6xomumocTTa OT chBeTBaHE HAa MALMEHTUTE 33 3HAUNTEITHUTE PUCKOBE, CBBP3aHU C
TepanusTa ¢ Je(GIyHOMU U ChOTBETHUTE MPEIIa3HA MEPKH, KOTaTO U3IOJI3BAT JIGKAPCTBOTO.

[Ipurexarensat Ha pa3pemiernero 3a ynorpeda ([IPY) me ocurypu He3a0aBHOTO BBBEXKIaHE, 110
oTHOMIeHHUE Ha JledmyrHoMun ratiopharm, Ha BCHYKH IpoMeHH B TIpoduiia Ha 0e301MacHOCT Ha
pedepeHTHUS JIEKapCTBEH MPOAYKT, Hajaraiiy npoMeHu B [lnaHa 3a ynpaBieHHe Ha pUCKA WIIH
WndopmanusiTa 3a npoaykra.
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHU BBPXY OITIAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

Kapronena onakoBka

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepmynomun ratiopharm 10 mg ¢punmupanu tabiaeTku
e ITyHOMUT

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

Beska dunmMupana TabneTka cpabpka 10 mg medryHOMHAT.

| 3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

ChpIbpika JaKTo3a M COSB JICITUTHH. BIkTe MUCTOBKATA 3a JOMBIHUTEIIHA HH(OPMAITHS.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

¢$bunMupanu TabaeTKu
30 dunmupanu TabaCTKH
100 dpunmupaHu TaOIETKH

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXX/IAHE

[IepopanHo mpumnoxeHue
[Ipenu ynoTpeba nmpodereTe IMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

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

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y oT Bjara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

ratiopharm
Graf-Arco-Stralie 3
89079 Ulm
T'epmanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/10/654/001 30 punmuparu TabaeTku
EU/1/10/654/002 100 ¢punmupanu tabreTku

13. TAPTHJAEH HOMEP

ITapTugen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Jlepmynomup ratiopharm 10 mg

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

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HICHTU(PHUKATOP

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA I'IBPBUYHATA OITAKOBKA

Bytmika

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepmynomun ratiopharm 10 mg tabnerku
e ITyHOMHUT

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

Bcska tabnerka cpabppka 10 mg aedayHomMu.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChpIbpika JJaKTo3a M COSB JISITUTHH. BrkTe MHUCTOBKATA 32 JOMBIHUTEIIHA HH(OPMAITHS.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TaOIETKHA
30 Ttabnerku
100 tabneTku

5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[IepopanHo mpumnoxeHue
[Ipenu ynoTpeba nmpodereTe IMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBHIIHO 3a JCIIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

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

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y oT Bjara.
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10.

CHHELUWAJIHU TPEJAITA3HA MEPKMU IIPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTITIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11.

HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Ratiopharm GmbH

| 12.

HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/10/654/001 30 dpunmuparu TabaeTku
EU/1/10/654/002 100 ¢hunmupasu TabaeTKH

13.

HNAPTUJEH HOMEP

ITaptunen Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

YHUKAJIEH NJEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

Kapronena onakoBka

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepmynomun ratiopharm 20 mg ¢punmMupanu TabiaeTku
e ITyHOMUT

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

Beska dummupana TabneTka cpabpika 20 mg medryHOMHUT.

| 3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

ChpIbpika JaKTo3a M COSB JICITUTHH. BIkTe MUCTOBKATA 3a JOMBIHUTEIIHA HH(OPMAITHS.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

¢$bunMupanu TabaeTKu
30 dunmupanu TabaCTKH
100 dpunmupaHu TabIETKH

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXX/IAHE

[IepopanHo mpumnoxeHue
[Ipenu ynmoTpeba nmpodereTe IMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBHIIHO 3a JCIIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

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

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y oT Bjara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHUAJIHU ITPEANIASHU MEPKU NMPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

ratiopharm
Graf-Arco-Stralie 3
89079 Ulm
T'epmanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/10/654/003 30 punmuparu TabaeTku
EU/1/10/654/004 100 ¢punmupanu TabreTku

13. TAPTHJAEH HOMEP

ITapTugen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Jlepmynomup ratiopharm 20 mg

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

JByn3mepeH 0apKoJ ¢ BKIIIOYECH YHUKAJICH UACHTH(PHUKATOP

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA I'IBPBUYHATA OITAKOBKA

Bytmika

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepmynomun ratiopharm 20 mg tabnerku
e ITyHOMUT

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

Bcska tabnerka cpabppika 20 mg gedryHOMU.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChpIbpika JaKT03a ¥ COEB JICITUTHH. BIKTe MHCTOBKATA 33 MOIMBITHUTEIHA HH(DOpMAITHSI.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TaOIETKHA
30 Ttabnerku
100 tabneTku

5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[IepopanHo mpumnoxeHue
[Ipenu ynoTpeba nmpodereTe IMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

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

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y oT Bjara.
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10.

CHELUWAJIHU TPEJAITA3HA MEPKMU IIPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTITIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11.

HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Ratiopharm GmbH

| 12.

HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/10/654/003 30 punmuparu TabaeTku
EU/1/10/654/004 100 ¢hunmupasu TabaeTKH

13.

HNAPTUJEH HOMEP

ITaptunen Ne

| 14,

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

YHUKAJIEH NJEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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b. JUCTOBKA
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JIncroBka: nHpopManMs 3a NOTpeOUTEIs

Jlepaynomun ratiopharm 10 mg ¢puamupanu TadaeTkn
nedaynomug (leflunomide)

IIpoueTeTre BHMMATEIHO ISJIATA JIMCTOBKA, IIPeM 1A 3all0YHeTe /1a pueMaTe TOBa JIeKapcTBO,
Thil KaTo TS ChbABbPKA BaxkHa 3a Bac undopmanus.

o 3amazere Ta3u JIMCTOBKAa. MoJKe /1a ce HaJO0XH JIa sl IPOYETeTe OTHOBO.

o AKO UMaTe HIKaKBH JIOIBIIHUTEIHN BBIIPOCH, TIONUTaiTe Bamms iekap, GpapmaneBT uim
MEIUIMHCKA CECTpa.

. ToBa nekapcTBo € npeanucano JuyHo Ha Bac. He ro npeorcThnBaiiTe Ha npyru xopa. To Moxke
Jla IM HaBpeIly, HE3aBICHMO UYe TPU3HAIUTE Ha TSAXHOTO 3a00IsIBaHE ca ChIIUTE KaTo BammuTe.

. AKO TIONTyYHTe HAKaKBH HEXEJIaHU peakllny, yBeaoMeTe Bamus nekap, GpapmareBT nin

MEIUITMHCKA cecTpa. ToBa BKIIIOUBA U BCHYKH BH3MOKHU HEXKEIIAHU PEAKIIUU, HEOTIMCAHH B
Ta3u JINCTOBKA. BukTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

KakBo npencrasnsBa Jlepmynomuz ratiopharm 1 3a KakBO ce U3M0JI3Ba
Kakgo TpsiOBa na 3Haere, npenu aa npuemere Jledynomun ratiopharm
Kax na mpuemare Jledrynomm ratiopharm

BB3MOXKHH HEXeJIaHU PeaKIuu

Kak na cexpansBare Jledurynomun ratiopharm

ChIpprkaHne Ha OTIAKOBKATa M JOIBIHUTEIHA HHPOpMaus

s E

1. Kakso npeacrasiasiBa Jlegurynomua ratiopharm m 3a kakBo ce H3M0J13Ba

JledryHoMu ratiopharm chabpika aKTUBHOTO BEIIECTBO JIC(DIYHOMUJI, KOSTO MPUHAIICIKN KbM
rpyma JIeKapcTBa, HapeUYeHU aHTUPEBMATHYHH JICKApCTBA.

Jlednyromun ratiopharm ce u3mosn3Ba 3a JieueHrne Ha Bh3PACTHH MAIECHTH ¢ aKTHBEH PEBMATOUICH
ApTPUT W aKTUBCH ICOPHUATHYCH apTPHUT.

CUMITOMHUTE HA PEBMATOUICH apTPUT BKIIIOYBAT BH3MAaJICHUE HAa CTAaBUTEC, ITIOAYBAHE, 3aTPYAHCHO
JABHKXCHHC U 0oka. I[pyrH CUMIITOMH, KOUTO 3acCiArarT OAJ10TO TsJIO0 BKIHOYBAT 3ary6a Ha aricTuT,
MOBHUIICHA TEMIIEpATypa, 3ary6a Ha CHCPIrusd U aHEMUS (HHHC& Ha Y€PBCHU KPBbBHU KHGTKI/I).

CUMITOMHTE HA aKTUBEH TICOPHUATHUYCH apTPUT BKIIIOYBAT BH3MAJICHUC HAa CTAaBUTEC, ITIOAYBAaHE,
3aTPpYAHCHO ABUXXCHUC, OoJKa U yY4acThlM Ha 3a4CPBCHA, JIFOIICIIA CC KOXKa (KO)KHI/I I/I3MCH€HI/I$I).

2. Kakso TpsadBa 1a 3Haete, npeau aa npuemete Jledaynomun ratiopharm

He npuemaiite Jledaynomua ratiopharm

o aKo HAKOTA CTe MMAaJi aJepru4Ha peakius KpM JeuryHoMu (0cOOEHO cepro3Ha KOXKHA
peaxiusi, 4ecTo NpUApYy’KeHa ¢ MOBHUILIEHa TEMIIEpaTypa, CTABHU OOJIKH, YEPBEHH ME€THA 110
KO)KaTa WM MeXypH, Harp. CHHApOM Ha CTUBBHC-/[)KOHCHH), KbM (VBCTBIM WX COSI, WA KbM
HSIKOSI OT OCTaHAJIMTE ChCTAaBKM Ha TOBA JIEKApCTBO (M30pOeHH B TOYKa 6), MIIK aKo CTe
IePTUYHH KbM TepuIyHOMH (M3TON3BaH 32 JISYeHNE Ha MHOYKECTBEHA CKIIEp03a),

aKo MMaTe HIKaKBU YePHOAPOOHHU NMpodiemMHu,

aKo MMaTe YMEPEHH JI0 TeXKH 0bOpeuyHu NMpodieMu,

aKo MMaTe CUJTHO NIOHIKEHHE Ha 0eJThIUTE B KPbBTA (XUIIOMPOTEHHEMHS),

aKo cTpajaTe OT HIKaKbB MpobieM, KOHTO 3acsira uMyHHaTa Bu cucrema (mampumep CIINH),
aKO MMaTe HIKAKbB MPOOJIEM ¢ KOCTHHUSI MO3BK WIIH aKO UMAaTe HUCHK OpOil UepBEHH, W Oeln
KPBBHU KJIETKU B KPBBTa, UM HaMaJieH Opoi TPOMOOLIMTH B KPBBTA,

o aKo cTpajJaTe OT CepHMO3HA HH(peKIusl,
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. aKo cTe 6peMeHHa, cMsTaTe 4e MOXKe Jia CTe OpeMEeHHa WK KbPMUTE.

IpenynpexaeHus U NpeaNna3Hl MEPKH
T'oBopeTte ¢ Bammst nekap, dhapmarieBT Wik MEIUITMHCKA CECTpa, pean 1a npuemere Jledaynomung
ratiopharm

o aKko cTe OoeayBany OT Bb3NajleHne Ha Getus Ipod (MHTepCcTUIMATHA OenoapooHa
boecr).
o aKo HSAKOTa CTe MMM Ty0epKyJio3a WK cTe OWIN B ONM3bK KOHTAKT C HIKOU, KOWTO MMa

WK € UMall TyOepKys03a. Bammsar iekap Moxe Jia HarpaBy U3CIICBAHNS, 3a Ja TPOBEPU
JTaTi UMaTe TyOepKyo3a.

o aKo CTe Mb3K U McKate Jia craHere Oama. Thil KaTo He MOXKe Jja c€ H3KJIIOYH BEPOSITHOCTTA
3a mpemMuHaBaHe Ha JledayHoMus ratiopharm B criepmara, TpsiOBa Jia ce M3MOJI3Ba CUTypHA
KOHTpAIIeHITHs 10 BpeMe Ha JieueHueTo ¢ Jledmynomun ratiopharm. MexeTe, Jkeaemu aa
Obaar Oamu, TpsiOBa /1a ce 0OBPHAT KBM CBOS JIEKap, KOMTO MOKE Jla TH ITOCHBETBA J1a CIIpaT
npuemaneTo Ha JledmyHoMun ratiopharm u fa B3eMaT HAKOM JIEKapCTBa, 3a 1a OTCTPAHST
Jlepnynomua ratiopharm 66p30 U B JOCTaThuHA CTENEH OT opranusMa cu. [lle e
HeoOxouMo Jia Bu ce HanpaBu H3cienBaHe Ha KPBBTA, 3a Jia ce MOTBBPIH, e JledryHoMuI
ratiopharm e oTCTpaHEH B JIOCTaTh4HA CTEICH OT Barust opranu3sMm U ciiej] ToBa Bue
TpsiOBa J1a U3yaKaTe Hal-Maiko Olle 3 Mecela MpeIr J1a ce ONUTRATE JIa Ch3/1aBarte Jela.

) ako TpsAOBa a Bu ce HanpaBy onpeesieH BU U3CJIeIBaHe HA KPbBTA (HUBO HA KAJIHIA).
BB3M0XHO € m3MepBaHEeTO Ja oKake (pasIiBO HUCKW HIUBA Ha KaJIIIHH.
) ako Bu nipeacTon wim cre mpeThpIein CKOPOIITHA TesKKA Onepamusi ik ako BCE OIe

uMare He3apacHaJjia paHa cieq onepamus. JlehayHoMua ratiopharm Moxe 1a ObJe
NpUYMHA 32 TPYHO 3a3]paBsiBaHe HA PAHUTE.

Jlepmynomua ratiopharm Moxke MOHSKOTA Jia TPUYUHH HIKOW NPOOJIeMH Ha KPBBTA, YEPHUS IPO0
Oenure 1poOOBE, MIIM HEPBHUTE HA PBIETE U KpakaTta. MosKe ChILo Ja MPUYHHU CEPHO3HH AIEPTHYHH
peakuuy, (BKIIOYUTEIHO JICKApCTBEHA peakys ¢ €03uHoGmIus u cucreMan cumntomu [DRESS]),
WK 12 YBEIWYM PUCKA OT TeXKa nHeknus. 3a noseue nHpopmanus 3a ToBa, MOJIA, IIPOUYETETe
Touka 4 (Bb3MOXKHU HEKEaHU PEaKIUn).

DRESS ce nosiBsiBa mbpBOHAYATHO KaTO TPUITONIOIOOHH CHMITTOMH M OOPHB TIO JIMIIETO, CJIE TOBA
oOmpeH oOpUB ¢ BICOKa TeMIIepaTypa, MOBHUILIEHN HUBA HA YePHOAPOOHUTE EH3UMHU IIPY U3CIIEIBaHE
Ha KPBBTAa, MOBHUILABAHE HA €IWH BHJ| O€JIM KPBBHH KIETKH (€03MHOMMINS) U YBEIUICHU TUMPHN
BB3JIH.

XemoparonutHa JumpoxuctuonuTosa (XJX)
Nma cpobuienns 3a psiaka, HO MHOTO CEpUO3HA PEeaKis] HA UIMyHHATa CUCTeMa IIPY HalueHTH,
rpuemanty Jledynomun ratiopharm.

- Cpbpikere ce He3a0aBHO ¢ Bamus Jexap win ¢papMaueBT, aKko MOIYIUTE HIKOW OT
CIIETHUTE CUMIITOMH, ToKaTo mpuemare JledmyHomun ratiopharm: tTpecka, o0pus,
HEBPOJIOTHYHHU CUMIITOMH (HAIp. TPETEepeHe U TPEMOP, ChbCTOSHUE HAa 0OBPKAHOCT,
HapyIIeHUs Ha MO3bYHATA PYHKIINSA).

Bammst nekap e u3BbpIIBa KPHBHU H3CJIEABAHUS PEIOBHO, IPEIU U TI0 BpEME Ha JICYEHHETO C
Jledrynomup ratiopharm, 3a ga mpocnensBa KppbBHATE By KieTku 1 uepHus apo6. Bammsr gexap
CBIIO TaKa IIe POoBepsBa KPHBHOTO Bu Hansirane penoBHO, Thil kKaTo Jledurynomup ratiopharm mosxe

Ja IPUYINHU MOBUIIIABAHC HA KPBbBHOTO HAJISITaHE.

T'oBopete ¢ Bammst mekap, ako mMate HeOOsCHIMA XpOHWYHA Auapus. Bamusr gexap Moxe 1a
U3BBPIIU JONMBIHUTEITHN U3CIEABAHNS 32 JU(epeHIaliHa TUarHo3a.

VYBenomere Barims nekap, ako pa3BreTe KOKHa si3Ba 1o Bpeme Ha sieuenune ¢ Leflunomide ratiopharm
(BmXKTE CHIIO TOUKA 4).

Jlena v OHOIIIH
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Jlegaynomup ratiopharm He ce npenopb4Ba 3a ynorpeda npu /iena U IOHOIIN HA Bb3PacT MO/
18 rogunu.

Jpyru nexapcrBa u Jlegaynomun ratiopharm
Tps6Ba na kaxere Ha Bamus nexap uiu gapmaiesT, ako IpreMare, HACKOPO CTe IPUEMaH W €
BB3MOXHO Jla IpHeMaTe APYTH JeKapcTBa. ToBa BKIIIOUBA M JEKapCTBa, OTIIYCKaHM 0e3 peLenTa.

ToBa e 0coOeHO BaKHO, aKO IIpHEMaTe:

- JpyTH JICKapCTBa 32 peBMaTOU/IeH apTPUT KaTO aHTUMAJIapUITHM JIeKapcTBa (HaMp. XJIOPOXHH
U XUJIPOKCUXJIOPOXHUH), 3J1aTO, MPHIIOKEHO HHTPAMYCKYITHO WU MIEPOPaTHO, D-TIeHUITMIIaMIH,
a3aTHONPHH U IPYTH UMYHOCYIIPECUBHH JIeKapcTBa (HAIp. METOTPEKCAT), Thil KATO Te3H
KOMOMHALIMK HE ca NPENOPBUYUTEIHH,

- Bap(dapuH 1 Jpyru NEepOpaHU JICKapCTBa, U3MOI3BaHM 32 pa3pexaaHe Ha KpbBTa, ThH KaTo e
HEoOX0JMMO HaOII0/ICHUE, 32 JIa Ce HaMaJIi PUCKBT OT N0sIBA Ha HEXKEJIAaHW PEaklMi Ha TOBA
JIEKapCTBO

- Tepu¢IIyHOMH] 32 MHOXKECTBEHA CKIIEPO3a

- penarauHu, THOTIIMTA30H, HATETJIMHUA WK PO3UIIIMTA30H 3a [uadeT

- JayHOPYOHILIMH, JOKCOPYOHIIMH, aKJINTaKCces WIH TOMOTEKaH 3a PaK

- IYJIOKCETHH 3a Jienpecsi, HHKOHTUHEHLUS Ha ypUHaTa WK 0b0peyHo 3a0omsBane npu
IHa0eTUIIN

- AJIOCETPOH 32 JICYEHUE Ha TEXKa JUaAPHS

- Teo(HJINH 32 acTMa

- TU3aHUJNH, MYCKYJICH PEJIaKCaHT

- OpaJTH! KOHTPALUENTHBH (ChABPIKAIIN €THHUIECTPAAHOI 1 JIEBOHOPTeCTpem)

- uedaxiop, GeH3uAneHUIMINH (neHnumwinH G), nuopoQIIoKcauH 3a HHPEKIuU

- WHJIOMETAIIH, KeTonpogeH 3a 00JIKa WK Bb3MaleHue

- dbypoceMu 3a ChbpIeTHO 3a00IIBaHe (INYPETHUK, OTBOTHSBAIIIO JICKAPCTBO)

- sunoByauH 3a HIV naexms

- pO3yBacTaTHH, CHMBACTaTHH, aTOPBACTATHH, IPABACTATHH 32 XUIIEPXO0JIECTEPOIEMHsI (BUCOK
XOJIECTEPOT)

- cyJdacana3uH 3a Bb3MAIUTETHO 3a00I1BaHE HA YepBaTa WM PEBMATOHUJICH apTPUT

- JIEKAPCTBO, HApe4YeHOo KoJ1eCTUPAMMH (M3M0JI3BAHO 32 HAMAJIsIBaHe HA BUCOKHSA
XO0JIeCTEPOJI) HJIM AKTHBEH BBIJIEH, THHI KaTO TE3U JICKApCTBA MOTAT Ja HAMAJISIT
kosmuecTBoTO JledmyHomu ratiopharm, KoeTo ce moema OT opraHu3Ma.

AKo Beue IpreMaTe HeCTePOMIHU NPoTUBOBb3naauTeaHu cpeacrsa (HCIIBC) u/nmm
KOPTHKOCTEPOMIM, MOKETE J1a MPOJBIDKUTE J1a TH B3eMaTe CJIe/l 3alI04YBAHE Ha JISYEHUETO C
Jledrynomu ratiopharm.

Bakcunanuu

Ako TpsiOBa J1a ObJIeTe BaKCUHUPAHU, onuTaiTe Bamms jgekap 3a cbBet. Onpe/ie/ieH BAKCUHAIIUN HE
TpsOBa Ja ce mpriaraT nokaro npueMare Jledrynomun ratiopharm u U3BECTHO BpeMe ClIeNT CITHpaHe
Ha JICYCHHUETO.

Jlegaynomun ratiopharm c¢ xpana, HAMUTKH U ATKOXO0J

JledayroMun ratiopharm mMoske fa ce mpuemMa CbC Witk 0e3 XpaHa.

He ce npenopbuBa J1a ce KOHCyMHpa aJIKOXO0JI IT0 BpeMe Ha yieuenue ¢ Jledaynomun ratiopharm.
KoncymanusaTa Ha ainkoxon gokaTto npuemate JledayHomua ratiopharm Moxke J1a YBETUYH PUCKA OT
yBpEXKIaHe Ha YepHHUs Apo0.

BpemenHocT U KbpMeHe

He npuemaiite JledmyHnomun ratiopharm, ako cte uiu cMsTaTe, 4Ye MOXKe Ja cTe OpeMeHHa. AKO cTe
OpemenHa, nnm 3abpeMeHeeTe, fokaro npuemare Jledaynomun ratiopharm, pucksT OT paxkaHe Ha
0ebe cbe cepro3Hu BpojieHu aedekTu e noBuiieH. JKeHnuTe ¢ IeTepoicH OTSHIIMA He Tp10Ba 1a
npuemar Jledmyrnomun ratiopharm 0e3 ga U3M0I3BAT HAISKIHU MEPKH 3a MpeaNa3BaHe OT
3a0peMeHsBaHe.

37



Tps6Ba na kaxxere Ha Bamus nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIIUpaHe Ha
neuyenueto ¢ JlepmyHnomun ratiopharm, Thi KaTo € HEOOXOAMMO Ja CE YBEpUTE, Y€ HE Ca OCTAaHAIIH
cienu ot Jlepmynomun ratiopharm B opranusma Bu nipeau 1a npaBute onmuTH 3a 3a0peMeHsIBaHe.
ToBa Moe 1a oTHeMe /10 2 ToAnHHU. ToBa U3UakBaHEe MOJKE /1a C€ ChKPATH JI0 HAKOJIKO CEIMUILIU Upe3
NpUEMaHEeTO Ha JIEKapCcTBa, KOUTO YCKOpSBAaT oTcTpaHsaBaneTo Ha JledayHomua ratiopharm ot Bamms
OpPIaHU3bM.

B®B Bcruku ciydan TpsiOBa 1a Obe IOTBBPACHO Ype3 KPBBHU H3CIeABaHus, ye JlepmyHnomun
ratiopharm e oTcTpaHeHa B JOCTaThbuHa CTENEH OT Bammst opranu3bm, kaTo Bue TpsOBa 1a nzyakare
Hali-MaJIKko OIlle eJ1H Mecell IIpeau 1a 3adpeMeHeere.

3a gombiIHMTENTHA HHPOPMALU 3a 1a00paTOPHOTO U3CIeIBaHe, MOJIsl, 00bpHETE ce KbM Barms
JeKap.

AKo0 UMaTe CbMHEHHE, Ue cTe 3a0peMeHsiia 1o BpeMe Ha jiedeHueTo ¢ JledayHomun ratiopharm wimu
npe3 2-Te TOAMHY cJie]l HETOBOTO CIMpaHe, TpsiOBa He3a0aBHO J1a ce CBbprkeTe ¢ Bamms jgekap 3a tect
3a OpemenHocT. [Ipu momoxkuTeseH TecT 3a OpeMeHHOCT BamusT nekap Moxe 1a Bu npemmoxu
JICYUEHHE C OTIpeJIeNIeHH JIeKapcTBa 3a oTcTpaHsiBaHe Ha JlemyHnomus ratiopharm 66p30 U B
JOCTaThyuHA CTENEH OT oprann3Ma Bu, Thii KaTo ToOBa MOKe Ja HaMali prcka 3a Bamero Gebe.

He npuemaiite JledhryHomua ratiopharm no Bpeme Ha KbpMeHe, Thi KaTo JedayHoMua MpeMHUHaBa B
KbpMarTa.

Ilodupane u padora ¢ MAIIUHH

JledryHoMu ratiopharm mMosxe 1a Bu Hakapa J1a ce mouyBCTBaTe 3aMasiH{, KOETO MOJXKE Ja HapyIIH
crocoOHocTTa BY 32 KOHIIEHTpanus U pearupane. Ako ToBa Bu ce ciryun He modupaiite u He
H3II0JI3BAUTE MAITHHU.

Jlegaynomun ratiopharm cbabpska Jakro3a
Axo Bammar nexap Bu e ka3zain, 4ye uMaTe HEHOHOCHUMOCT KbM HSIKOM 3aXapH, KOHCYITHpaiTe ce ¢
HETO NPEAHN Ja B3EMETE TOBA JEKapCTBO.

Jlepaynomup ratiopharm cbabpaka HaTpHid

ToBa nexapcTBO chABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha puMupana TabieTka, T.e. MOXKe
Jla ce Kaxe, 4e MPaKTUIECKH He ChIbpiKa HaTpUH.

Jleurynomup ratiopharm cbabpska coeB JieHUTHH

AKO cTe anepruyH KbM (YBCTHIM WK COA, He TPHEManTe TOBa JIEKAPCTRO.

3. Kaxk na npuemare Jleguynomua ratiopharm

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTo Bu e ka3an Bammst nekap nnu ¢papmanest. AKo He
CTE CUTYpHHM B HElIO, nonuTaire Bamms nexap uinu papmanesr.

Oo0uuaiiHata mbpBOHaUaNHA 1032 Ha JledyHomu ratiopharm e eana tabnerka ot 100 mg enquH mbT
JTHEBHO TIpe3 IrbpBuTe Tpu JHU. Clie]] TOBa TOBEUYETO MAIIMEHTH CE HYKIAsT OT J103a OT:

. 3a peBmarouzeH aptput: 10 wim 20 mg JledmyHomup ratiopharm BeIHBX JHEBHO, B
3aBHCHMOCT OT TEXECTTa Ha 3a00JsIBaHETO.
. 3a ncopuatudaen aptput: 20 mg Jledayromun ratiopharm BeAHBXK JHEBHO.

Horabimaiite TabmeTkaTa sij1a 1 ¢ MHOT'O BOJA.

TpsiOBa 1a MUHAT HAl-MaJIKO 4 CEIMUIIM OT 3aI0YBAHETO HA JICUCHUETO 3a Jla II0YyCTBYBATe
noobpeHre BsB Barero chcTosiHue. Hsikon marieHTd Moxe JOpH J1a ToIydar Mo-rojasmMo
nojobpenue cnen 4 10 6 Mecela Ot JICYCHUETO.

ITo npuammmn JledayHomu ratiopharm ce mpuema IbITr0 BpeMe.
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AKO cTe IpHeJIM TOBevYe 0T HeoOxoanMaTa no3a Jledgurynomun ratiopharm

AKo mpueMmeTe noseue oT Heobxoaumarta fo3a Jlegiynomun ratiopharm, o0bspHeTe ce kbM Bamms
JIeKap WIK MOThPCETe APYT METUIIMHCKH ChBET. AKO € Bb3MOXHO B3eMeTe ChC ce0e CH TabJIeTKUTE
WM KYTHATA, 32 J1a TH ITIOKAYKETE Ha JIeKaps.

AKo cTe mponycHau 1a npuemete Jledpaynomua ratiopharm

AKo 3a0paBuTe /1a B3EMETE €/IHa /1033, B3EMETe 51 BeJHara cjie/i KaTo CH CIIOMHHUTE, OCBEH aKo He €
HAOMMKUIIO BPEMETO, KOraTo TpsiOBa Jla MpueMeTe ciieBaiiara j103a. He B3emaiite nBoitHa 103a, 3a 1a
KOMIIEHCHpATe MPOoITycHaTaTa 03a.

AKO MMaTe HIKaKBH JIOMIBIIHUTEIHN BBIIPOCH, CBBP3aHU C YIOTpebaTa Ha TOBa JEKapCTBO, MOMUTANTE
Bamus nekap, papmaneBt nin MEAUIIMHCKA CECTPA.

4, Bb3MoOKHN HeKeTaHU PeaKIuu

Kakro Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NPCAU3BHUKA HEKECIIaHN PCaKIUU, BBIIPEKU Y€ HE
BCCKMU I' I1IOJTy4aBa.

TpsibBa na kaxkete Ha Baius nekap He3adaBHO U cripere aa B3emare Jledaynomun ratiopharm:

o aKo IOJIy4uTe cJI1ad0CT, IOYYBCTBATE ce 3aMasiHU ¥ Bu npumanee win uMmate 3aTpyIHEHO
AWIIAHe, ThH KaTo TOBa Morar Aa ObAaT NPU3HALM HAa CEpPHUO3HA aJieprUYHa peaKiysl,
o aKo MOJIy4YHTE KOKeH 00PHB WK A3BH B yCTATA, ThI KaTO Te MOXKE Ja ca MpOosiBa Ha TEXKKH,

MOHSKOTa KUBOTO3aCTpalllaBally peakiuu (Hanp. CHHApoM Ha CTHBBHC-/[?)KOHCHH, TOKCHYHA
enuIepMaliHa HeKpoin3a, epurtemMa MynTtrudopMme, JIeKapcTBeHA PEeaKIUs C €03MHOPIINS 1
cucremuan cumntomu [DRESS]), Bmxre Touka 2.

Tpsa06Ba na kakere Ha Bamms rekap He3abaBHO, aKo:

. Ko:kaTta Bu crane 0sena, M3nuTBaTe YMOpAa, WIK MoJy4aBaTe CMHHMHU, ThI KaTo T€ MOXe Ja
ca NMpHU3HAaK Ha HapyIIeHHUs Ha KPbBTa, IPHYMHEHH OT HApYIIeH OajaHC Ha pa3TMYHUTE BHIOBE
KPBBHH KJICTKU, KOUTO ChCTaBAT KPHBTA

o W3MUTBATE YMOPA, KOPeMHAa 00JIKA WK TOJIYYUTE KbJITEHHIA (KBJITO OI[BETSIBAHE HA OUUTE
WM KOXaTa), Thi KaTo Te MOXKE J1a Ca MPU3HAK HA CEPUO3HU ChCTOSHUS KaTO YePHOAPOOHA
HEJOCTHYHOCT, KOSATO MOXe Ja Objae (paranmHa,

o MOJYYHTE HAKAKBH CUMIITOMH Ha WH(}EKIUs KaTo MOBUILIEHA TeMIIEPaTypa, Bb3NajJleHo
rbPJI0 WK KAULIULA, 3aI0TO TOBA JEKAPCTBO MOKE /14 YBEJIIMYH PUCKA OT TeXKa HHPeKUus,
KOSITO MOJKe J1a ObJie )KUBOTO3aCTpallaBala,

o MOJTyYUTE KANLINIA WY MPO0JIeMH ¢ TUIIAHETO, Thi KaTO TOBa MOKE JIa 03HauaBa MpodIemMu
¢ 6enmus npo0 (MHTepCTUITHAIHA OeoapoOHa OoecT miu 0eI0apoOHa XUIIEPTOHMSI, HITH BH3eT
B Oesmst 1po0),

o HEoOMYaiiHO W3TPBIIBAHE, CIa00CT MM 0OJIKa B PBIETE HIIM CTHIIANATA, ThI KaTO TOBA MOXKE Jia
€ MPU3HAK Ha MpoOJieMH ¢ HepBUTE (NepudepHa HEBPOIATHS).

YecTu HexkeTaHU peakuuu (Moxke na 3acernat 10 1 na 10 xymm)
c1abo HamMalIABaHEe Ha Opos Ha OenrTe KPBBHU KIETKH (JIEBKOIICHUS),
JIeKH aJIeprUYHU PEaKilvy,

3ary0a Ha ameTuT, 3ary0a Ha Terio (OOMKHOBEHO HE3HAYUTEIHO),
yMmopa (acTeHus),

rinaBoOoJive, 3aMaiiBaHe,

HEeOOMYalHU KOKHU YCEIIaHus KaTo U3TphIIBaHe (Mapecresns),
JIEKO TIOBUINIABaHE Ha KPHBHOTO HAJISTaHE,

KOJTUT,

Tapwsi,

rajieHe, MoBpbIlIaHe,

BB3MAJICHUE Ha yCTaTa WIH SI3BH B yCTaTa,

KopeMHa Oouka,
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MOBHILIEHHUE NP HAKOU PE3YITaTH OT YepHOAPOOHHU TECTOBE,

yBEJIMYEH KOCOoMas,

eK3eMa, cyxa Koxa, 00pHB, ChbpOeK,

TEHIUHHT (0O0JKa, NPUYNHEHA OT Bh3MaJICHUE HA MEMOpaHHUTE, OOBUBAILY CYXOKUIIUATA,
0OMKHOBEHO Ha Kpakarta I pbLeTe),

TIOBHIIIaBaHE HA ONPEACICHN EH3UMH B KpBBTa (KpeaTtuH (ocdoknHaza),

o npo6JeMu ¢ HepBUTE Ha PhLETe WK KpakaTa (epudepHa HEBpOMaTHs).

HeuecTn He:kenanu peakiuuu (Mo:xe na 3acernat 10 1 xo 100 qymm)

. HaMaJIeHue Ha Oposi Ha YepBEHUTE KPHBHU KJIETKU (aHEMUs1) U HaMaJIeHue Ha Oposi Ha
TPOMOOLUTHTE B KPBBTA (TPOMOOLIUTOTICHHS),

HaMmaJIeHUE Ha HUBOTO Ha KaJlus B KPBBTA,

TPEBOKHOCT,

BKYCOBHU HapyIICHHS,

ypTHKapusi (KOTIPHBHA TpecKa),

CKBbCBaHE Ha CyXOXKUJIHE,

MOBHIIIABaHE HA HUBOTO HA JIMIUIUTE B KPBBTA (XOJIECTEPOII U TPUTITULICPHIH ),
MOHW)KaBaHe HAa HUBOTO Ha (ocdaruTe B KPHBTA.

Penxu Hexesanu peakuum (Moxke 1a 3acerHat a0 1 Ha 1 000 xymn)

. YBEITMUCHHE Ha OpOst Ha KPHBHUTE KICTKH, HApEUeHU €03MHOMP N (€O3MHODIIIHS); IEKO
HaMaJICHUE Ha Opos Ha OeNUTe KPhBHU KJICTKH (JIEBKOTICHUS ); HAMAJICHUE Ha OpOsl Ha BCUYKU
KPBHBHH KJIETKH (TTAHIIUTOIICHUS ),

. 3HAYUTEITHO TOBHUINICHHE HA KPHBHO HANATAHE,

° BB3MAaJIeHne Ha Oenus qpod (MHTepcTHIIMANHA OeNoIpoOHa OoecT),

. MOBHIIICHUE MTPU HIKOU PE3yJTATH OT YePHOJAPOOHH TECTOBE, KOUTO MOTaT Jia JIOBEIAT 10
CEpHO3HU 3a00/ISIBAHKS KaTO XCHATHUT U JKBJITCHHUIIA,

. TeXKa HHQEKITNsS, HapeueHH! CETICUC, KOSITO MOXKe 1la ObIaT aTarHa,

. MOBHILIABAHE HA ONPEACICHH EH3UMHU B KPbBTa (JIaKTaT ICXUIPOIreHa3a).

MHoro peaku He:keJaHU peakuuu (Mo:xe 1a 3acernar A0 1 Ha 10 000 xyumum)

o M3pa3eHO HAMaJICHUE Ha Opos Ha HSIKOU OeNMy KPhBHU KIIETKH (arpaHyJionuTo3a),

o TEXKH U MOTCHIMATHO TEXKKH alepPrUUHU PEaKIlvy,

o Bh3MAJICHHE Ha KPHBOHOCHH CHJIOBE (BACKYIUT, BKIFOUUTEIHO KOXEH HEKPOTHU3UPAIIL
BaCKYJIUT),

. BB3MAJICHUE HA TTaHKpeaca (TTAaHKPEaTHT),

o TEKKO YEPHOJIPOOHO YBPEKIAHE KAaTO YepHOIPOOHA HEIOCTATHYHOCT WIIM HEKPO3a, KOUTO
MoraT J1a Obaat (haTayiHu,

o TEXKH, MOHIKOTa )KUBOTO3acTpallaBaIiy peakiuu (CuaapoM Ha CTuBbHC-/[PKOHCHH, TOKCHYHA

enuaepMaiHa HeKpoJin3a, epureMa MyaTudopme).

Jpyru HexelaHu peakiuy kKaTo Ob0peyHa HeJloCTaThYHOCT, HaMaJICHHE Ha HUBOTO Ha MUKOYHA
KHCelMHa B KpbBTa, 0eJI0ApoOHa XHIIEpTOHUS, Oe3II0J1e IPU MbXeTe (KOeTo € 00paTHMO, KOraTo ce
Crpe JICUEHUETO C TOBA JIEKAPCTBO), KOKEH JIYIyC (XapakTepu3Hpall ce ¢ 00pHuB/3auepBsBaHe Ha
KO>KHH Y4acTbL1, KOUTO Ca U3JIOKEHU Ha CBETIMHA) IICOPHA3UC (HOBOIOSBIII CE€ WM BJIOIIABALL CE),
DRESS u koxHa s13Ba (KpbIJla, OTBOPEHA PaHa Ha KOXKaTa, Pe3 KOATO MOrar Jia Ce BUJAT
MOJUIEKAIINTE ThKaHM), CBILO MOTAT 2 CE MOSABAT C HEM3BECTHA YECTOTA.

Cho0maBaHe Ha He/KeJaHU peaKIMu

AKO MoNTyuyHTe HIKaKBH HEXXEIaHU JICKApCTBEHU peaklyy, yBeaoMmere Bamms nekap unu hapManesr.
ToBa BKJIF0OYBa BCHYKH BH3MOKHH HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJTaHH peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEKEJIAHN PEaKIny JUPEKTHO Ype3 HallMOHAIHATa CHCTEMa 32 ChOOIIaBaHe, TIOCOYCHA B
[punoxenue V. Karo crobmaBare HexenaHu peakuK, MOXETe JIa TaeTe CBOsI IPUHOC 32
HOJTyyaBaHe Ha MOBeYe HHPOPMAIIHS OTHOCHO 0€3011acCHOCTTA Ha TOBA JIEKApCTBO.
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5. Kak na coxpansBare Jledaynomua ratiopharm

[a ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JICIIA.

He u3non3BaiiTe TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOEsI3aH BbPXY KapTOHEHATa OMaKOBKa 1
BBPXy OyTHiKaTa cien ,,I'ofeH 10:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIEIHIS JICH OT MIOCOYCHUS
Mecell.

CexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpenasy OT Biara.

He u3xBbpisiiTe iekapcTBaTa B KaHAIH3AIMITA WA B KOHTEWHEPA 32 JJOMAIIHA OTIIA IbIIH.
ITormuraiiTe Bamms dpapmareBT Kak a U3XBLPIATE JIeKapcTBaTa, KOMUTO BeUe HE U3MO3Bare. Te3n
MEpKH III€ CITOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpeja.

6. Cbm)pmalme Ha onmaKoBKaTa M JO0INbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KaxBo chabp:ka Jlepaynomua ratiopharm

o AXTHBHO BEIIECTBO: JICHIYHOMHE.
Bceska punmmupana Tabnerka cpaspika 10 mg gedaynomun (leflunomide).
) Jlpyru ChCTaBKH: JTAKT03a MOHOXHU/IPAT, YACTUYHO 3aMECTeHa XUAPOKCHUIIPOIIHII [eTyII03a,

BUHEHA KUCEJIMHA, HATPUEB JIAypUICyI(aT U MarHe3ues cTeapar B TaOJETHO SAPO, KAKTO U
JIEIUTHH (COEBU 3bpHA), TOJIU(BUHUI aJIKOXOJI), TaJlK, TUTaHOB Arokcu (E171) u kcantaHOBa
ryMa BbB (DHIIMOBOTO MTOKPHUTHE.

Kak n3ruexna Jlegpaynomun ratiopharm m kakBo cbAbp:Ka ONIAKOBKATA
Jlegrynomup ratiopharm 10 mg ¢punMupanu TabneTky ca 0enn 10 Mo4TH OEITH U KPBIJIH, C IHaMETHP
OKOJI0 6 Mm.

TabneTkure ca ONaKOBaHH B OYTHIIKH.
Bunose onakoBku ot 30 wim 100 hunmmupann TabIeTKy B e1HA Oy THIIKA.

He BcuukM BHAOBE OIAKOBKH MOTaT Ja 6T>,Z[aT ITyCHATU Ha ma3apa.

IIpuTeskaTes HA pa3pelIeHHETO 32 yHoTpeda
ratiopharm
Graf-Arco-Stralke 3

89079 Ulm
TI'epmanus

IIpousBoauTe

Haupt Pharma Miinster GmbH
Schleebriggenkamp 15

48159 Munster

T'epmanus

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

3a JOIIBJIHUTCIIHA PIH(i)OpMaLII/IS[ OTHOCHO TOBa JICKapCTBO, MOJId, CBbPKETE CC C JIOKATTHUA
MIpeACTABUTECII HA MPUTCIKATECIIA HA PA3PECIHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva
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Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Bbarapus
Tepa ®apma EAJ]
Temn.: +359 24899585

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

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

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

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

Espafia
Teva Pharma, S.L.U.
Tel: +34 915359180

France
Teva Santé
Tél: +33 155917800

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

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi; +354 5503300

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

Kvnpog
TEVA HELLAS AE.
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UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
ratiopharm GmbH
Allemagne/Deutschland
Tél/Tel: +49 73140202

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel.: +36 12886400

Malta

TEVA HELLAS A.E.
il-Grecja

Tel: +30 2118805000
Nederland

Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich

ratiopharm Arzneimittel Vertriebs-GmbH

Tel: +43 1970070

Polska

Teva Pharmaceuticals Polska Sp. z o.0.
Tel.: +48 223459300

Portugal

ratiopharm - Comércio e Industria de Produtos

Farmacéuticos, Lda.
Tel: +351 214767550

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

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

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

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

Sverige
Teva Sweden AB



EAMGSo Tel: +46 42121100
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666

JlaTa Ha mocJeaHo mpepasriexaaHe Ha JuctoBkata {MM/I'TTT}.
JApyru u3rouyHuuy Ha HHGopManus

[TonpoOHa nH(OpMaIKs 3a TOBa JIEKApCTBO € MpefocTaBeHa Ha yeOcaiita Ha EBporiefickaTta areHIus
10 JiekapcTBaTa https://www.ema.europa.eu.
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JIncroBka: nHpopManMs 3a NOTpeOUTEIs

Jlepaynomun ratiopharm 20 mg ¢puamupanu TadaeTkn
nedaynomus (leflunomide)

IIpoyeTeTe BHMMATEJIHO USJIATA JUCTOBKA, IIPEeAU 1A 3all0YHeTe 1a IpueMaTe TOBa JIeKapCcTBOo,
Thil KaTo TS ChbABbPA BaxkHa 3a Bac undopmanus.

o 3amazere Ta3u JIMCTOBKa. MoJKe /1a ce HaJO0XH JIa sl IPOYETeTe OTHOBO.

o AKO UMaTe HIKaKBU JIOITBJIHUTEIHN BBIIPOCH, IONTUTalTe Bamms iekap, GpapmaneBT uiu
MEIUIMHCKA CEeCTpa.

. ToBa nekapcTBO € npennucano JuyHo Ha Bac. He ro nmpeorcThnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIly, He3aBICHMO Ue TIPU3HAIUTE Ha TSAXHOTO 3a00IsIBaHEe ca ChIUTE KaTto BammuTe.

. AKO Toy4nTe HIKaKBH HEXXeJIaHHU PeakIiy, yBegomere Bamms nekap, hapmaneBT wim

MEIUITMHCKA cecTpa. ToBa BKIIOUBA U BCHYKH BH3MOKHU HEXKEIIAHU PEAKIIUU, HEOTIMCAHH B
Ta3u JIUCTOBKA. BukTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

Kakgo npencrasnssa Jlegaynomua ratiopharm u 3a KakBo ce U3M0I3Ba
Kakgo TpsiOBa na 3Haere, npenu aa npuemere Jledmynomun ratiopharm
Kax na mpuemare Jledrynommn ratiopharm

BB3MOKHH HEXEJIaHU PEaKIuu

Kak na cexpansBare Jleduynomun ratiopharm

ChIpprkaHne Ha OTAaKOBKATa M JOIBIHUTEIHA HHPOpManus

oaprLNE

1. Kakso npeacrasiasiBa Jlegurynomua ratiopharm u 3a kakBo ce H3M0J13Ba

JledryHOMu I ratiopharm chabpika aKTUBHOTO BEIECTBO JE(IyHOMU, KOSTO MPUHAIIICKUA KbM
rpyma JIeKapCcTBa, HApEUCHH aHTUPEBMATHYHH JICKapCTBA.

Jledmyromup ratiopharm ce u3mosn3Ba 3a JieueHrne Ha BB3PACTHH MAIECHTH ¢ aKTHBEH PEBMATOUICH
ApTPUT W aKTUBCH ICOPHUATHYCH apTPUT.

CUMITOMHUTE HA PEBMATOUZICH apTPUT BKIIIOYBAT BH3MMAaJICHUE HA CTaBUTEC, ITIOAYBAHE, 3aTPYAHCHO
JABHKXCHHC U 0oika. I[pyrH CUMIITOMH, KOUTO 3acCiArarT IAJ10TO TsJIO0 BKIHOYBAT 3ary6a Ha aficTuT,
MOBHUIICHA TEMIICpATypa, 3ary6a Ha CHCPIrus U aHEMUA (HHHC& Ha YCPBCHU KPBBHU K.]'ICTKI/I).

CUMITOMHTE HA aKTUBEH TICOPHUATHYCH apTPUT BKIIIOYBAT BBH3MNAJICHUC HA CTABUTEC, ITIOJYBaHE,
3aTPYAHCHO ABUXXCHUC, 0oJKa U Y4acThlIM Ha 3a4CPBCHA, JIFOIICIIA CC KOXKa (KO)KHI/I I/I3MCH€HI/I$I).

2. Kakso TpsadBa 1a 3Haete, npeau aa npuemete Jledaynomun ratiopharm

He npuemaiite Jledaynomua ratiopharm

o aKo HAKOTA CTe MMAaJi aJepru4Ha peakiys KpM JeuryHoMu (0cOOEHO cepro3Ha KOXKHA
peaxiusi, YecTo NpUApYy’KeHa ¢ MOBHUILIEHa TEMIIEpaTypa, CTaBHU OOJIKH, YEPBEHH ME€THA 110
KOXKaTa WM MeXypH, Harp. CHHAPOM Ha CTUBBHC-/[KOHCHH), KbM (YBCTBHIM WK COSI UM HAKOS
OT OCTaHAJIMTE ChCTAaBKM Ha TOBA JIEKAPCTBO (M30pOCHH B TOYKA 6), MIIM aKO CTE aleprHYHU KbM
TepudryHOMUA (M3MOI3BAH 32 JICUSHHE Ha MHOXKECTBEHA CKJIep03a),

aKo MMaTe HIKaKBU YEePHOAPOOHHU NMpoodiemMHu,

aKo MMaTe YMEPEHH JI0 TeXKH 0bOpeuyHu NMpodieMu,

aKo MMaTe CUITHO OHMKCHHE Ha 0eJIThIUTE B KPbBTA (XUIIOMPOTEHHEMHS),

aKo cTpajaTe OT HIKaKbB MpobieM, KOHTO 3acsira uMyHHaTa Bu cucrema (sampumep CITNH),
aKo MMaTe HIKAKbB MPOOJIEM ¢ KOCTHHUSI MO3BK WIIM aKO UMAaTe HUCHK OpOil UepBEHU, W Oeln
KPBBHU KJIETKU B KPBBTa, UM HaMaJieH Opol TPOMOOLIMTH B KPBBTA,

. aKo cTpajiaTe OT CepHO3HA HH(pEKI s,
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. aKo cTe 6peMeHHa, cMsTaTe 4e MOXKe Jia CTe OpeMEeHHa WK KbPMUTE.

IlpeaynpesxaeHusi 4 NpeANa3HH MepKHU
I'oBopere ¢ Bamus nekap, papmaneBT wiM MeAUIIMHCKA CECTpa, Ipeau aa nmpuemere JledmyHomug
ratiopharm

- aKo cte OoJieyBaIM OT Bh3NMaJeHne Ha feaust Apod (MHTEepcTHIMATHA OeoapoOHa
Oomecr).

- aKo HSAKOTa CTE€ UMaji Ty0epKy.J103a WId CTe OUTH B OJIM3BK KOHTAKT C HAKOHM, KOMTO UMa
WK € uMai TyOepKyso3a. Bammsar nekap Moxe 1a HanpaBy U3CIEABaHUS, 3a a IPOBEPH
JTaTi IMaTe TyOepKyJo3a.

- aKo CTe Mb3K U McKate Jia craHere Oama. Thil KaTo He MOXKe J]a c€ H3KJIIOYHM BEPOSITHOCTTA
3a mpemuHaBaHe Ha JlegmyHnomuz ratiopharm B ciepmara, TpsaOBa Jia ce U3M0JI3Ba CUTypHA
KOHTpaLenus o BpeMe Ha JieueHnero ¢ Jledurynomun ratiopharm. Mbikere, jxenaemu 1a
Opaar Oamu, TpsiOBa 11a ce 0OBPHAT KBM CBOS JIEKap, KOMTO MOJKE Jla TH TTOCHBETBA J1a CIIpaT
npuemaneTo Ha JledyHoMun ratiopharm u fa B3eMaT HAKOM JIEKapCTBa, 3a 1a OTCTPAHAT
Jledpmynomux ratiopharm 0bp30 U B JOCTaThuHA CTENEH OT opranusMa cu. Llle e
HeoOxoauMo 11a Bu ce HanpaBu n3cienBaHe Ha KPBBTA, 3a Jja c€ MOTBBPIAH, e JledmyHoMun
ratiopharm e oTcTpaHeH B JOCTaThb4Ha CTETEH OT Bamust opranu3sm U ciel ToBa Bue
TpsiOBa Ja M3yaKaTe Hai-MaJiko ole 3 Mecela peay J1a ce ONUTBATe /1a Ch3aBare JAena.

- ako TpsiOBa ma By ce HampaBu onmpeeseH BUI H3cJeABaHe HA KPbBTAa (HUBO HA KAJIIIHIA).
BB3MOKHO € U3MepBaHETO Jia MOKaxke (alllIiBO HUCKHM HUBA HA KAIIHA.

- ako Bu mpezicTon uinm cTe mpeThpHer CKOPOITHA TeKKA ONepalusi WK aKo BCE OIIe
“MaTe He3apacHaJja paHa ciaeq onepanus. JlegyHomun ratiopharm mosxxe 1a 0b11e
IIPUYMHA 32 TPYAHO 3a3[paBsBaHe HA PaHUTE.

Jlepmynomua ratiopharm Moske MOHSKOTa 12 MPUYUHM HIKOM poOIeMH Ha KPbBTa, YEPHUS Ipoo,
Oenure 1poOOBe, WM HEPBUTE HA PBLETE U KpakaTta. Moske ChILO Ja IPUYMHU CEPUO3HH AJIEPTHUHH
peakin (BKIFOUUTEIHO JISKApCTBEHA Peakius ¢ eo3uHopuins u cucteMun cumnromu [DRESS]),
WK /1a YBEIHYH PHCKa OT TeXKa WHpeKus. 3a moBeue nHGOopManus 3a TOBa, MOJIA, IIPOUYETETE
Touka 4 (Bb3MOXKHM HEXKeJIaHU PEaKLUH).

DRESS ce nosiBsiBa mMbpBOHAYATHO KaTO TPUIIOTIOI00HN CUMIITOMU M OOPHB IO JIUIIETO, CJIE] TOBA
oOmpeH 0OpUB C BUCOKA TeMIIepaTypa, MOBUILICHN HUBA Ha YEPHOAPOOHUTE SH3UMU TPU U3CIICIBAHE
Ha KpPHBTa, IOBUIIIABAHE HA €IWH BUJ O KPHbBHU KJIETKH (€03MHOMMINS) U YBEIHIEeHH TUMGHU
BB3JIH.

XemodarouutHa JumpoxucTuounTosa (XJX)
Nwma cpobmieHns 3a psaKa, HO MHOTO CEpHO3HA PEaKIHsI Ha IMyHHAaTa CUCTeMa MPH MaIleHTH,
npuemany Jlepaynomua ratiopharm.

- Cpbpikere ce He320aBHO ¢ Bamus jiekap nim ¢gapManeBT, ako MOJIYYNUTE HIKOH OT
CJIEAHUTE CUMIITOMH, ToKaTo npuemare Jledurynomun ratiopharm: tpecka, oopus,
HEBPOJIOTMYHHU CUMIITOMH (HAIIp. TPETepeHe WK TPEMOp, CbCTOSIHUE Ha 0OBbPKaHOCT,
HapyleHUs Ha MO3bYHATa (PyHKIHA).

Bammusit siekap 11e u3BbpiiBa KPbBHU U3CJIeBAHUsI PSIOBHO, TPEIX U IO BPEME Ha JICYUCHUETO C
Jlepmynomua ratiopharm, 3a 51a npociieasiBa KppBHUTE By KiteTku u uepHust Apo0. BammsT nexap
CBILIO TaKa e MPOBepsiBa KpbBHOTO By Hasirane peioBHO, Thil KaTo JledmyHomun ratiopharm moxke

Jla MIPUYMHU ITOBUIIIABAHE HA KPBbBHOTO HAJIATaHE.

FOBOpCTC ¢ Bammus JICKAp, ako uMate HEOOsSCHMMA XpOoHUYHA Juapus. Bamusr JICKap MOKE 1a
HU3BBPIIN JOII'BJIHUTCEIIHU U3CJIICABAHUS 3a z[chepeHuHanHa JArarHo3sa.

YBenomere Baruus nekap, ako pa3BueTe KOJKHa s13Ba 1o Bpeme Ha Jieuenue ¢ Leflunomide ratiopharm
(BKTE CHIIO TOUKA 4).

Jlena v roHOIIMN
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Jlegaynomun ratiopharm He ce npenopb4Ba 3a ynorpeda npu /iena U IOHOIIN HA Bb3PacT MO
18 rogunu.

Jpyru nexapcrBa u Jlegaynomun ratiopharm
Tps6Ba na kaxere Ha Bamus nexap uinu gapmanesT, ako IpueMare, HACKOPO CT€ IPUEMaH WU €
BB3MOXHO Jla IpreMaTe APYTrH JekapcTBa. ToBa BKIIIOUBA M JEKapCTBa, OTIICKaHM 0e3 peLenTa.

ToBa e 0coOeHO BaKHO, aKO IIpUEMaTe:

- JApYIH JEKapcTBa 3a peBMATOMIEH apTPHUT KaTO aHTUMAaJIapHIHU JIeKapcTBa (Harp.
XJIOPOXHH U XUJIPOKCUXJIOPOXHUH), 3J1aTO, IPHIIOKEHO HHTPAMYCKYJITHO HIIH MIepopaiHo, D-
MEHULWIAMIH, a3aTHONIPHH U JPYTM HIMYHOCYIIPECHBHU JIEKapCTBa (HAIp. METOTPEKCar), Thi
KaTo Te31 KOMOWHALIMU HE Ca NPENOPbUUTEIIHH,

- BapdapuH U APYTH MEpOpaTHH JEKapCTBa, U3MOJI3BaHH 3a pa3pekJaHe Ha KPbBTa, Thil KaTo €
HEO0XOIMMO HAOIIOJICHHUE, 3a JIa CE HAaMaJl PUCKBT OT MOsIBa HAa HEXKEJIaHU PEaKIIMU Ha TOBa
JIEKapCTBO

- Tepu(IyHOMHU 32 MHOXKECTBEHA CKJIEPO3a

- penarivHUJ, MHOTJINTAa30H, HATETJIMHU]L WM PO3UTIIUTA30H 3a AUa0eT

- JayHOpyOWIIMH, TOKCOPYOUIIMH, MaKJIUTAKCEN UM TOMIOTEKaH 3a paK

- JIyJIOKCETHH 3a AepecHs, THKOHTHHEHIIUS Ha ypuHaTa uin 0b0pedHo 3a00saBaHe MpH
IHa0eTHIIN

- QJIOCETPOH 3a JIEYEHHE Ha TEXKa AUaAPUS

- TeonMH 3a acTMa

- TH3aHUAMH, MyCKYJIEH PEJIaKCaHT

- OpaJlHM KOHTPALENTUBH (CHIBbPKALIM ETHHUIECTPAANOI H JIEBOHOPTECTPEIN)

- uedaknop, beH3unneHNuInH (MeHuIIMH G), unpodaoKcanyH 3a HHOEKIUH

- WHJOMETAalllH, KeTolpoQeH 3a 00JIKa MU Bh3NAICHUE

- dypocemMua 3a ChpACYHO 3a00JIABaHE (AMYPETHK, OTBOTHSIBAIIO JIEKAPCTBO)

- 3ugoByauH 3a HIV undexmms

- po3yBacTaTWH, CAMBACTaTHH, aTOPBACTaTHH, IPABACTATUH 3a XUIIEPXOJIECTEPOIEMuUsi (BUCOK
XOJIECTEPO)

- cyndacanazuH 3a Bp3MAIUTEIHO 3200JsIBaHe Ha YepBaTa WM PEBMATOUICH apTPUT

- JIeKapcTBO, HAPEYeHO KOJIeCTUPAMUH (M3M0/13BaHO 32 HAMA/ISIBAHE HA BUCOKMS
X0J1eCTePO.J) WJIM AKTHBEH BBIJIEH, Thil KATO TE3H JIEKAPCTBA MOTaT Jia HAMaJISAT
kosmaecTBoTO JledmyHomun ratiopharm, KoeTo ce moema OT OpraHu3Ma.

AKo Bede IpreMaTe HeCTePONIHU MPoTUBOBb3naauTeann cpeacrsa (HCIIBC) n/vmm
KOPTHKOCTEPOMIM, MOXKETE J1a MPOABIDKUTE J1a TH B3eMaTe CJIe/l 3alI04YBAHE Ha JICUEHUETO C
Jledmynomup ratiopharm.

Bakcunanun

Ako TpsiOBa 1a ObJieTe BaKCUHUPAHU, NonuTaiTe Barms aekap 3a cbBet. Onpe/ielieH BAKCUHAIIUY HE
TpsOBa 1a ce mprIaraT gokato npueMare JledyHomun ratiopharm u H3BECTHO BpeMe CJIel CIpaHe
Ha JICYCHUETO.

Jlegaynomun ratiopharm c xpana, HATUTKH H ATKOXO0JT

JledmyroMun ratiopharm mMoske Ja ce mpuemMa CbC Wi 0€3 XpaHa.

He ce npenoppuBa 1a ce KOHCyMHpa alKOXoJI IO BpeMe Ha jedeHue ¢ Jlegpmynomun ratiopharm.
Koncymanusra Ha ankoxous gokato npueMate JledayHoMmun ratiopharm Moxe a yBeJIHYH PUCKA OT
YBpeXXIaHe Ha YepHUS APoO.

BpemennocT u KbpMeHe

He npuemaiite JledmyHomun ratiopharm, ako cte uin cMsTaTe, 4Ye MOXKe Ja cTe OpeMeHHa. AKO cTe
OpemenHa, nim 3a0peMeHeeTe, fokaro npuemare Jlehaynomun ratiopharm, pucksT OT pakiaHe Ha
0ebe chC cepruo3HM BpoJeHH JedeKTu e MmoBuileH. JKeHnTe ¢ JeTepoieH MoTeHral He TpsiOBa na
npuemar JlepmyHomun ratiopharm 6e3 ga U3M0I3BaT HaleKJHU MEPKU 3a Mpeana3BaHe OT
3a0peMeHsIBaHE.
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Tps6Ba na kaxxere Ha Bamus nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIIUpaHe Ha
neuyenueto ¢ JlepmyHnomun ratiopharm, Thi KaTo € HEOOXOAMMO Ja CE YBEpUTE, Y€ HE Ca OCTAaHAIIH
cienu ot Jledmynomun ratiopharm B opranusma Bu nipeau 1a npaBute onmuTH 3a 3a0peMeHsIBaHe.
ToBa Moe 1a oTHeMe /10 2 ToAnHHU. ToBa U3UakBaHE MOJKE /1a C€ ChKPATH JI0 HAKOJIKO CEIMUILIU Upe3
NpUEMaHEeTO Ha JIEKapCcTBa, KOUTO YCKOpSBAaT oTcTpaHsaBaneTo Ha JledayHomua ratiopharm ot Bamus
OpPIaHU3bM.

B®B Bcruku ciydan TpsiOBa 1a Obe IOTBBPACHO Ype3 KPBBHU H3CIeABaHus, ye JlepmyHnomun
ratiopharm e oTcTpaneHa B JOCTaTbhuHa cTeneH oT Bammst opranu3sm, kato Bue TpsiOBa 1a nzyakare
Hali-MaJIKko OIlle eJUH Mecell IIpeau 1a 3adpeMeHeere.

3a gombiIHMTENTHA HHPOPMALU 3a 1a00paTOPHOTO U3CIeIBaHe, MOJIsl, 00bpHETE ce KbM Barms
JeKap.

AKo0 UMaTe CbMHEHHE, Ue cTe 3a0peMeHsiia 1o BpeMe Ha jiedeHueTo ¢ JledayHomun ratiopharm wimu
npe3 2-Te TOAMHY cJie]l HETOBOTO CIIMpaHe, TpsiOBa He3a0aBHO J1a ce CBbprkeTe ¢ Bammst jekap 3a tect
3a OpemenHocT. [Ipu momoxxuTeseH Tect 3a OpeMeHHOCT BamusT nekap Moxe na Bu npemmoxu
JICYUEHHE C OTIpeJIeNIeHH JIeKapcTBa 3a oTcTpaHsiBaHe Ha JlemyHnomus ratiopharm 66p30 U B
JOCTaThyuHA CTENEH OT oprann3Ma Bu, Thi KaTo ToBa MOKe ja HaMali prcka 3a Bamero Gebe.

He npuemaiite JledhayHoMua ratiopharm no BpeMe Ha KbpMeHe, Thil KaTo Je(IyHOMHU] IPEeMUHABA B
KbpMarTa.

Ilo¢gupane u padora ¢ MAIUHU

JledryHoMu ratiopharm mMosxe 1a Bu Hakapa J1a ce mouyBCTBaTe 3aMasiH{, KOETO MOJXKE Ja HapyIIH
cnocoOHOcTTa BU 32 KOHIIEHTpanus U pearupane. Ako ToBa Bu ce ciryun He modupaiite u He
HM3M0I3BalTE MAaIIMHH.

Jlegaynomun ratiopharm cbabpska gakro3a
Axo Bammar nexap Bu e xa3zain, 4ye umMaTe HEOHOCUMOCT KbM HSIKOH 3aXapH, KOHCYITHpaiTe ce ¢
HETO NPEAHN Ja B3EMETE TOBA JEKapCTBO.

Jlepaynomup ratiopharm cbabpaxa HaTpHid

ToBa nexapcTBO chABPKa Mo-Manko ot 1 mmol Hatpmii (23 mg) Ha pumMupana TabieTka, T.e. MOXKe
Jla ce KaXke, 4e MPaKTHIEeCKH He ChbpiKa HaTPUH.

Jledurynomup ratiopharm cbabpska coeB JieHUTHH

AKO cTe anepruyHu KbM (BCTHIM WK COA, HE TPHEManTe TOBA JIEKAPCTRO.

3. Kaxk na npuemare Jleguynomua ratiopharm

Bunaru B3umaiiTe TOBa JIeKapcTBO TOYHO KakTo Bu e kazan Bammusat nexap unn papmaneBT. Axo He
CTe CUTYPHHM B HElIO, nonuTaite Bammus nexkap niu ¢papmarnesT.

Oo0uuaiiHata mbpBOHaUaNHa 1032 Ha JledyHomu ratiopharm e eana tabnerka ot 100 mg equH nbT
JTHEBHO TIpe3 IIbpBHTE TpH JHU. Clie]] TOBA TIOBEYETO MAIMEHTH C€ HYKAASIT OT 71032 OT:

. 3a peBmarouzeH aptput: 10 wim 20 mg JledryHomu ratiopharm BeTHBX JHEBHO, B
3aBHCHMOCT OT TEXECTTa Ha 3a00JsIBaHETO.
. 3a ncopuatudaeH aptput: 20 mg Jledayromun ratiopharm BeAHBXK JHEBHO.

IIor. J'I’LH.IafITC TabmeTkaTa s1a ¢ A0CTaThb4YHO BOAA.

TpsibBa 1a MUHAT HAN-MaJIKO 4 CEIMHUIIM OT 3aII0YBAHETO HA JICYCHUETO 32 Jia I0YyCTBYBaTe
noobpeHre BsB Barero chcTosiHue. Hsikon marnieHT Moxe JOpH J1a oJIydar Mo-rojasmMo
nonobpenue cien 4 10 6 Mecena oT JCYCHUETO.

ITo npuanmn Jledaynomuy ratiopharm ce nmpuema abaro Bpeme.
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AKO cTe IpHeJIM TOBevYe 0T HeoOxoanMaTa no3a Jledgurynomun ratiopharm

AKo mpueMeTe noseue oT Heobxoaumarta no3a Jlegynomun ratiopharm, o0bpHere ce kbM Bamms
JIeKap WK MOThPCETe APYT METUIIMHCKH ChBET. AKO € Bb3MOXHO B3eMeTe ChC ce0e CH TabJIeTKUTE
WM KYTHTA, 32 J1a TH ITIOKAYKETE Ha JIEKaps.

AKo cTe mponycHau 1a npuemete Jledpaynomua ratiopharm

AKo 3a0paBuTe /1a B3eMETE e/IHa /1033, B3EMETE 51 BeJHara cjie/i KaTo CH CIIOMHHUTE, OCBEH aKo He €
HAOMMKUIIO BPEMETO, KOraTo TpsiOBa Jla MpueMeTe ciieBaiiara j103a. He B3emaiite nBoiiHa /103a, 3a 1a
KOMIIEHCHpATe MPOoITycHaTaTa 03a.

AKO MMaTe HIKaKBH JIOMIBIIHUTEIHN BBIIPOCH, CBBP3aHH C yIOTpebaTa Ha TOBa JEKapCTBO, MOMUTANTE
Bamus nekap, papmaneBt nin MEAUIIMHCKA CECTPA.

4, Bb3MoOKHN HeKeTaHU PeaKIuu

Kakro Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NPCAU3BHUKA HEKECIIaHN PCaKIUU, BBIIPEKU Y€ HE
BCCKMU I' I1IOJTy4aBa.

TpsibBa na kaxkete Ha Baius ekap He3adaBHO U cripere aa B3emare Jledaynomun ratiopharm:

o aKo IOJIy4uTe cJI1ad0CT, IOYYBCTBATE ce 3aMasiHU ¥ Bu npumanee win uMmate 3aTpyIHEHO
AWLIAHe, ThH KaTo TOBa Morar Aa ObAaT NpU3HALM Ha CEpPHO3HA aJleprUYHa peaKiys,
o aKo MOJIy4YHTEe KOKeH 00PHB WK A3BH B yCTATA, ThI KaTO Te MOXKE Ja ca MPOosiBa Ha TEXKKH,

MOHSKOTa KUBOTO3aCTpalllaBally peakiuuu (Hanp. CHHApoM Ha CTHBBHC-/[?)KOHCHH, TOKCHYHA
enuIepMaliia HeKpoin3a, epurtemMa MynTudopMme, JIeKapcTBeHA PEeaKIns ¢ €03MHOPIINS 1
cucremuan cumntomu [DRESS]), Bmxre Touka 2.

Tpsa06Ba na kakere Ha Bammms iekap He3a6aBHO, aKO:

. Ko:kaTta Bu crane 0sena, M3nuTBaTe yMopa, WiK Mojly4aBaTe CMHMHM, Thi KaTo T€ MOXe Ja
ca NMpHU3HAK Ha HapYyIIeHHUs Ha KPBBTA, IPHYMHEHH OT HApYIIeH OajaHC Ha pa3IMYHHUTE BHIOBE
KPBHBHH KJICTKU, KOUTO ChCTABAT KPhBTA

o M3IUTBATE YMOPAa, KOPeMHa 00JIKa WU TOJIYYUTE KbJITEHHIA (KBJITO OI[BETSIBAHE HA OUUTE
WM KOXaTa), Thi KaTo Te MOXKE JIa Ca MPU3HAK HA CEPUO3HU ChCTOSHUS KaTO YePHOPOOHA
HEJIOCTHYHOCT, KOSATO MOXe J1a Obe (paranmHa,

o MOJYYHTE HAKAKBH CUMIITOMH Ha WH(}EKIUs KaTo MOBUIIIEHA TeMIepaTypa, Bb3NajleHo
rbPJI0 WK KAULIUIA, 3aI0TO TOBA JEKAPCTBO MOJXKE J1a YBEJIIMYM PUCKA OT TeXKa HHPeKUus,
KOSITO MOJKe J1a ObJie )KUBOTO3aCTpallIaBala,

o MOJTyYUTE KANLINIA WY MPO0JIeMH ¢ TUIIAHETO, Thi KaTO TOBa MOKE Jia 03HauaBa MpodaemMu
¢ 0enmus npo0 (MHTepCTUITNAIHA OeoApoOHa OotecT min 0eI0apo0Ha XUITEPTOHHMSI, HITH BH3ET
B Oesmst 1po0),

o HeoOMYaiiHO W3TPBIIBAHE, CI1a00CT HiIH 0OJIKA B PBIETE HIIM CTHIIANATA, ThI KaTO TOBA MOXKE Jia
€ MPHU3HAK Ha MPOoOJeMH ¢ HepBUTE (NepudepHa HEBPOIIATHS).

YecTu HexkeTaHU peakuuu (Moxke na 3acernat 10 1 na 10 xymm)
c1abo HamMalIABaHe Ha Opos Ha OenrTe KPbBHU KIETKH (JIEBKOIICHUS),
JIeKH aJIeprUdHU PEaKilvy,

3ary0a Ha ameTuT, 3ary0a Ha Terio (OOMKHOBEHO HE3HAYUTEIHO),
yMmopa (acTeHus),

rinaBoOoJive, 3aMaiiBaHe,

HEeOOMYalHU KOKHU YCEIIaHus KaTo U3TphIIBaHe (TapecTesns),
JIEKO TIOBUINIABaHE Ha KPHBHOTO HAJISTaHE,

KOJTUT,

Tapwsi,

rajieHe, MoBpbIlaHe,

BB3MAJICHUE Ha yCTaTa WI SI3BH B yCTaTa,

KopeMHa Oouka,
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yBEJIMYCHHE MOBUILIEHHUE IIPH HAKOU PE3yJITaTH OT YePHOAPOOHHU TECTOBE,

yBEJIMYEH KOCOMaj,

eK3emMa, cyxa Koxka, 0OpuB, CbpOex,

TEeHIUHHT (0O0JKa, MPUYMHEHA OT Bh3MaJcHHEe Ha MeMOpaHara, 00BUBAIllA CYyXOKUIIUATA Ha
Kpakara Wi pblLeTe),

TIOBHIIIaBaHE HA ONPEACICHN EH3UMH B KpBBTa (KpeaTtuH (ocdoknHasa),

o npo6JeMu ¢ HepBUTE Ha PhLETE WK KpakaTa (epudepHa HEBpOIaTHs).

HeuecTn He:kenanu peaknuu (Mo:xe 1a 3acernat A0 1 va 100 gxymu)

. HamaJeHue Ha Oposi Ha YepBEHUTE KPBHBHU KIICTKH (aHEMHs) U HAMaJIeHHe Ha Opost Ha
TPOMOOLUTHUTE B KPBBTA (TPOMOOLIMUTOTICHHS),

HaMmaJIeHUE Ha HUBOTO Ha KaJlus B KPBBTA,

TPEBOXKHOCT,

BKYCOBHU HapyIICHHS,

ypTHKapusi (KOTIpHBHA TpecKa),

CKBCBAHE Ha CYXOXKUIINE,

MOBHIIIaBaHE HA HUBOTO HA JIMIUIUTE B KPBBTA (XOJIECTEPOII M TPUTTULEPHIN),
MOHW)KaBaHe HA HUBOTO Ha ocdaruTe B KPHBTA.

Peaxu Hexenanu peakiuu (Moske aa 3acernat a0 1 ma 1 000)

. yYBEITMUCHHE HAa OpOst Ha KPHBHUTE KICTKH, HApeUeHU €03MHOP N (€03UHODIITHS); IEKO
HaMaJICHUE Ha Opos Ha OeNUTe KPhBHU KJIETKH (JICBKOIICHUS ); HAMAJICHUE Ha OpOsl Ha BCUYKHU
KPBHBHH KJIETKH (TTAHIIUTOIICHUS ),

. 3HAYUTEITHO TIOBHUIIICHHE HA KPHBHO HANSATAHE,

) BB3MAaJIeHne Ha Oenus qpod (MHTepcTHInANHA OeNoIpoOHa OoecT),

. MOBHUIIICHUE TIPU HAKOHM PE3YJITATH OT YePHOAPOOHU TECTOBE, KOUTO MOTAT Jia JOBEAAT JI0
CEpHO3HU 3a00/ISIBAHKS KaTO XCHATUT U JKBJITCHHUIIA,

. TeXKa HH(EKITNs, HapeueH! CETICUC, KOSITO MOXKe Jla ObIaT ¢aTarHa,

° MMOBHILIABAHE HA ONPEACICHH EH3UMHU B KPbBTa (JIaKTaT ACXUAPOIreHa3a).

MHoro peaku He:keJaHU peakuuu (Mo:xe 1a 3acernar A0 1 Ha 10 000 xymum)

o M3pa3eHO HaMaJlCHUE Ha Oposi Ha HSIKOU OeNy KPbBHU KIIETKH (arpaHyJoNuTo3a),

o TEXKH U MOTCHIMATHO TECXKKH alePTUUHU PEaKIIny,

o Bh3MAJICHHE Ha KPHBOHOCHH CHJI0BE (BACKYIUT, BKIFOUUTEIHO KOXKECH HEKPOTHU3UPAIIL
BaCKYJIUT),

. BB3MAJICHUE HA TTaHKpeaca (TTaHKPEaTHT),

o TEKKO YEPHOIPOOHO YBPEXKAHE KATO YepHOIPOOHA HETOCTATHYHOCT WIIM HEKPO3a, KOUTO
MoraT Jia Obaat (haTayHu,

o TEXKH, MOHIKOTa )KUBOTO3acTpallaBaIiy peakiuu (CuaapoM Ha CTUBbHC-/[PKOHCHH, TOKCHYHA

enuaepMaiHa HeKpoJin3a, epureMa MyaTudopme).

Jpyru HexeNaHu peakiuy KaTo Ob0peyHa HeloOCTaThYHOCT, HaMaJICHHE Ha HUBOTO Ha MUKOYHA
KHCeNMHa B KpbBTa, 0eJI0ApoOHa XHIIEpTOHUS, Oe3II0J1e IPU MbXeTe (KOeTo € 00paTHMO, KOraTo ce
CIpe JICUEHUETO C TOBA JIEKAPCTBO), KOKEH JIyIyC (XapakTepu3upall ce ¢ 00puB/3auepBsBaHe Ha
KO>KHH Y4acTbLH, KOUTO Ca U3JIOKEHU Ha CBETIHMHA) IICOPHA3UC (HOBOIIOSBIII CE WM BIIOIIABALL CE),
DRESS u xo’Ha s13Ba (KpbIJla, OTBOPEHA paHa Ha KOKaTa, Ipe3 KOSITO MOTaT Ja ce BUAAT
MOJUIEKAIINTE ThKaHM), CBILIO MOTAT Aa CE MOSABAT C HEM3BECTHA YECTOTA.

Cho0maBaHe Ha He/KeJaHU peaKIMu

AKO MoNTyuyHTe HIKaKBH HEXXEIaHU JICKApCTBEHU peaklyy, yBeaoMmere Bamms nekap unu hapManesr.
ToBa BKJIF0OYBa BCHYKH BH3MOKHH HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJTaHH peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEKEIAHN PEaKIny JUPEKTHO UYpe3 HallMOHAIHATa CHCTEMa 32 ChOOIIaBaHe, IOCOYCHA B
[punoxenue V. Karo chobmiaBare HexenaHy peakiiuy, MOXKeTe J1a aieTe CBOsSI MPUHOC 3a
HOJTyYaBaHe Ha MOBeYe HH(POPMAIIHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JIEKapCTBO.
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5. Kak na coxpansBare Jledaynomua ratiopharm

[a ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JICIIA.

He m3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA HAa TOJHOCT, OTOEISI3aH BhPXY KapTOHEHATa OMTaKOBKA U
BBPXy OyTHiKaTa cien ,,I ofeH 10:”. CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIEIHIS JICH OT MIOCOYCHUS
Mecell.

CexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpenasy OT Biara.

He u3xBbpisiiTe iekapcTBaTa B KaHAIH3AIMITA WA B KOHTEWHEPA 32 JJOMAIIHA OTIa bIIH.
ITormuraiiTe Bamms dpapmareBT Kak a U3XBBPIATE JeKapcTBaTa, KOMUTO BeUe HE H3MoJ3Bare. Te3n
MEpKH III€ CITOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpeja.

6. Cbm)pmalme Ha onmaKoBKaTa M JO0INbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KaxBo chabp:ka Jlepaynomua ratiopharm

o AXTHBHO BEIIECTBO: JICIYHOMHII.
Bceska punmmupana Tabnerka cpaspika 20 mg gedaynomuna (leflunomide).
) Jlpyru ChCTaBKH: JTAKT03a MOHOXHU/IPAT, YACTUYHO 3aMECTeHa XUAPOKCHUIIPOIIHII [eTyII03a,

BUHEHA KUCEJIMHA, HATPUEB JIAypUICyI(aT U MarHe3ues cTeapar B TaOJETHO SAPO, KAKTO U
JIEIUTHH (COEBU 3bpHA), TOJIU(BUHUI aJIKOXOJI), TaJlK, TUTaHOB Arokcu (E171) u kcantaHOBa
ryMa BbB (DHIIMOBOTO MTOKPHUTHE.

Kak n3ruexna Jlegpaynomun ratiopharm m kakBo cbAbp:Ka ONIAKOBKATA

Jlerynomup ratiopharm 20 mg ¢punMupanu TabIeTKH ca Oeln 10 oYTH OETTH U KPBIJIH, C IUAMETHP
OKOJIO 8 mm ¢ JeNuTeNTHa YepTa OT eHaTa cTpaHa Ha TabneTkara. TabneTkara Moxe na Obe
pa3ziesicHa Ha JBE PaBHU MOJIOBHHHU.

TabneTkure ca OMaKOBaHH B OYTHIIKH.
Bunogre onakoBku ot 30 wiu 100 ¢punmMupanu TabaeTKU B e1Ha Oy THIIKA.

He Bcnuknu BHJOBC OITAKOBKH MOTaT ga 6’B,I[aT IIyCHATH Ha I1a3apa.

IIpuTe:kaTes HA pa3pelIeHHETO 32 yHoTpeda
ratiopharm
Graf-Arco-Strae 3

89079 Ulm
I'epmanus

IIpousBoaure

Haupt Pharma Minster GmbH
Schleebriiggenkamp 15

48159 Munster

I'epmanus

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

3a HOMBIHUTETHA HHPOPMAIUSI OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
MIpeJICTaBUTEN Ha MPUTEXKATEIIS Ha pa3pelieHreTo 3a yrnorpeoda:

50



Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Bbbarapus
Tesa ®apma EA/J]
Ten.: +359 24899585

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

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

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

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

Espafia
Teva Pharma, S.L.U.
Tel: +34 915359180

France
Teva Santé
Tél: +33 155917800

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

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvnpog
TEVA HELLAS A.E.
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
ratiopharm GmbH
Allemagne/Deutschland
Tél/Tel: +49 73140202

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel.: +36 12886400

Malta

TEVA HELLAS A.E.
il-Grecja

Tel: +30 2118805000
Nederland

Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

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

Portugal

ratiopharm - Comércio e Industria de Produtos
Farmacéuticos, Lda.

Tel: +351 214767550

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

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

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

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

Sverige
Teva Sweden AB



EAMGSo Tel: +46 42121100
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666

JlaTa Ha mocJeaHO mMpepa3riexaaHe Ha gucrtoBkata {MM/I'TTT}.
JApyru u3rouyHuIM Ha HHGoOpManus

[Tonpo6Ha nH(OpMAaIUs 32 TOBa JIEKAPCTBO € TpeAocTaBeHa Ha yeOcaiita Ha EBporiefickaTta areHIus
110 JIeKapcTBaTa https://www.ema.europa.eu.
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