HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Simponi 45 mg/0,45 ml nHXEeKIUOHEH Pa3TBOP B MPEABAPUTEIHO HAITBIHEHA TTHCAIIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna npenBapuTeHO HaITBIHEHA THCATKa Chabpxa 45 mg romumymad™ (golimumab) B 0,45 ml. 1 ml
pastBop chabpxka 100 mg romumymas.

Bcesika npeaBapuTenHo HambIHEHa nucanka Moxke aa aoctasu 0,1 ml go 0,45 ml (croTBeTCTBAIIM Ha
10 mg mo 45 mg ronmumymab) Ha cteika 1o 0,05 ml.

* YoBeniko MOHOKIIOHATHO aHTUTsUI0 oT Kiac IgG 1k, momydueHo oT MuIia XuOpHI0MHA KIEThYHA
TuHASA Ype3 pekomOunanTHa JJHK-TexHOMOTHS.

IToMOIIIHO BELIECTBO ¢ U3BECTHO JEHCTBHE
Bcesika npeaBapuTenHO HarbIIHEHA MHcanka chabpika 18,45 mg copouton (E420) va no3a ot 45 mg.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WmxexmoneH pa3TBOp B IPEBAPUTEITHO HAITBIIHECHA MHcaKa (MHXeKIus), VarioJect

Pa3TBOPBT € OGUCTBP 10 JEKO ONATIECHEHTEH, OE3LBETEH 10 CBETIOXKBIIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

IOBeHwIeH uaMONaTU4EH apTPHUT

Tonuapmuxynapen weenunen uouonamuder apmpum (pJIA4)

Simponi B komOunanus ¢ merorpekcar (MTX) e nmokasaH 3a JieueHHe Ha MOJTUAPTHUKYJIAPEH IOBEHUIEH
WIMOTIATHYEH apTPUT TIPH Jiella Ha Bb3pacT 2 TOJIUHH U [TO-TOJIEMH, KOUTO Ca UM HEJIOCTAThYCH
OTTOBOP KBbM IpeaxoaHa Tepanus ¢ MTX.

4.2 I[o3np0m<a U HAYUH HA NMPUWITOKEHUE

Jleuenuero TpsOBa a ce 3all0YHE U JIa Ce CIIEAN OT JeKapy CIICIUAIUCTH 10 IUarHOCTUKA U JICUCHNE
Ha 3a00Js1BaHMs, 32 KOUTO Simponi e noka3aH. Ha naunenture, nekyBanu cbe Simponi, TpsiOBa 1a
Ob/ie IpeJOCTaBeHa HAIIOMHSIIA KapTa Ha MaIeHTa, KOSTO € BKIIOUEHA B OITAKOBKATA.

Jo3upoBka
IIpenBaputenHo HanbiHeHaTa Ucaika 45 mg/0,45 ml e npeHa3HaYeHa 3a MEIUATPUYHH TAIIUCHTH.

Bcesika npeaBapuTeTHO HAIThIIHEHA MMHCANKA € 33 €HOKPAaTHA yIoTpeda MpH eUH MallUeHT U TpsOBa
Jla ce M3XBBPIM BeJlHAra ciel] ynorpeoa.

He)_H/IaTDI/I‘IHa nonyJianuvsa

IOBenunen nanonaTu4eH apTpuUT

THonuapmuxynapen r06enuier UOUORAMUYEH apmpum npu oeya ¢ meiecHo meaio no-waiko om 40 kg
[Ipenoppuntennata 1o3a Simponi 3a Aena ¢ TeIeCHO Terio no-maiko ot 40 kg ¢ monuapTukynapex
IOBEHWIEH MAMONAaTHYeH apTpuT € 30 mg/m? TenecHa MOBBPXHOCT 10 MAKCHMAITHA €IMHAYHA J103a OT



40 mg, npuIIoKeHa BEIHBX MECEYHO, Ha €jHa U Chlla JaTa Bceku Mecell. [IpeanucBanusT
HMHKEKITHOHEH 00eM TpsiOBa Ja ce OIpeIe/Ii CIIOPE BUCOUYNHATA U TEIJIOTO Ha MalleHTa, KaKTo €
rnokasaso B Tabimna 1.

Tabauna 1: Jloza Simponi B MutuauTpu (ml) cnopea BUCOYMHATA M TEIJIOTO HA MAINUEHTH C
pJIA

006110 TesnecHo Teruao (kg)
10-12 | 13-17 | 1822 | 23-27 | 2832 | 3337 | 3839
Jlo3a (ml)
70 n0 <75 0,15 0,15 0,2
75 o < 85 0,15 0,15 0,2 0,2
85 110 < 95 0,15 0,2 0,2 0,25 0,25 0,3
L9510 <105 0,15 0,2 0,2 0,25 0,25 0,3 0,3
Sl 10500<115 | 0,15 0,2 0,25 0,25 0,3 0,3 0,3
g 11510 <125 0,2 0,2 0,25 0,25 0,3 0,3 0,35
5| 125 10 <135 0,2 0,25 0,3 0,3 0,35 0,35
§ 135 o < 145 0,25 0,25 0,3 0,3 0,35 0,35
@ | 145 10 < 155 0,25 0,3 0,35 0,35 0,4
155 10 < 165 0,3 0,3 0,35 0,35 0,4
165 10 < 175 0,35 0,35 0,4 0,4
175 1o < 180 0,35 0,4 0,4

Tonuapmuxynapen 106eHuIeH UOUONAMUYEH apmpum npu oeya ¢ merecHo meano Hav-manxo 40 kg

3a geua c TenecHo Terio Hai-manko 40 kg e Hannyaa 50 mg npenBapuTEHO HAITBJIHEHA M CAIKa WK
MIpeJIBapUTEITHO HAITbIHEHA CIPUHIIOBKA. 3a T03upoBKaTa npu 50 mg cxema Ha IpuiiaraHe BUXKTe
touka 4.2 Ha KXII Ha Simponi 50 mg npenBapuTeTHO HATBITHEHA MTUCAIIKA WIIH MTPEIBAPUTEITHO
HaI'bJIHEHA CIIPUHIIOBKA.

Hannunute nanam npeanosiarat, 4e KIIMHAYEH OTTOBOP OOMKHOBEHO Ce TIOCTUTa B paMKHTe Ha 12 10
14 cenmunn Ha nedenue (cnen 3-4 mo3u). [lpu nena, mpu KouTo HAMA JaHHU 3a TepaNeBTHYHA 110132 B
paMKHUTE Ha TO3M MIEPHOJ OT BpeMe, MPOIb/DKABAHETO Ha JICYCHUETO TPSOBa Ja ce mpepasriie/a.

Jluncea moaxo/ Ao NpuiIoKeHne Ha Simponi Mpy ManyueHTH Ha Bh3pacT Mo 2 TOAWHU 32
nmokazanueTo pJIA.

IIponycHara 1032

AKO manueHTsT 3a0paBy Jja CH HHXKEKTUpa Simponi Ha IIaHUpaHaTta jaTa, Toi TpsaoBa J1a cu
WHXKEKTHUpA MPOITyCHATa JI03a BeJJHara IOM CH CIIOMHU 32 ToBa. [lanmenTuTe TpsaOBa qa Ob1aT
MHCTPYKTHUPAHH Jia HE CH MHXXEKTHUPAT JIBOIHA /1034, 32 1a KOMIICHCHPAT MPOITyCcHAaTAaTa.

CrnenBamiaTa 103a TpsOBa 1a 0b/1e MPUIOKEHA CIIOPEA JAACHUTE MO-I0Ty MPETOPHKU:

o AKoO OT ompe/ienieHrsi MOMEHT 32 MH)KEKTHPaHEe Ha J103aTa Ca MUHAJH ITO-MaJIKO OT 2 CeIMUIIH,
HNaqUuCHTHT Tpﬂ6Ba Jla CM MHXXCKTHpPa IMpoITyCHaTaTa a03a U Ja IpOABJI)KU 10 ITbPBOHAYaIHaTa
CXeMa Ha MPUIOKEHHE.

o AKO OT ompeienieHrsl MOMEHT 3a MHXKEKTHPaHEe Ha JI03aTa ca MUHAJU TI0BEYE OT 2 CEIMUIIH,
NAaqUuCHTHT Tpﬂ6Ba Jla CM MHXXCEKTHPa IMPOoITyCHAaTa J03a U aa MPEMHUHE KbM HOBa CXEMa Ha
MPUJIOKEHHE, 3aI10YBallia OT MOMEHTA Ha MH)KEKTHPAHE Ha MPOITyCHaTaTa J03a.

CrienMaiHy NOMyJIalluu

bvopeuno u wepnoopobro yspesicoane

Simponi He € U3NUTBAH MPU TE3U MOMyJIalUK NalreHTu. He Morat 1a ce qajat npenopbKu 3a
JTIO3UPOBKATA.

Ileduampuuna nonyrayus
BesomacHoctTa 1 ehrkacHOCTTa Ha TOTUMYMal HE ca YCTAaHOBEHU NpH manueHTH ¢ pJIA Ha Bb3pacT
non 2 roguHaM. JIUTCcBaT NaHHM.



Hauwun Ha npuniosxxeHue

Simponi e 3a MOAK0XKHO MpuiiokeHue. Cliell ChOTBETHO 00yYCHUE B TEXHUKATA HA MOAKOKHO
WH)XCKTHpaHE, MAIUCHTUTE MOTAT Ja C& CAMOMHXKEKTHPAT, aKO TCXHHST JIeKap NpEIeHH 3a
MOIXOISIIIO0, C TIOCTIeIBAII0 MEANIIMHCKO HaOMoIeHne, ako € HeoOxoanmo. [lanmenture TpsOBa 1a
ObIaT MHCTPYKTUPAHU Ja WHXKEKTHPAT Ha3HAYEHOTO KOIMYECTBO Simponi ChIIIacHO MTOAPOOHUTE
WHCTPYKIUH 32 MPUIIOKEHHUE, JTAJICHU B JINCTOBKATA 32 MAI[UCHTA.

3a HHCTPYKIINH 32 MPHIIOKEHUE BIDKTE TOUKa 6.6.
4.3 IIporuBomokazaHus

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

AxtuBHa TyOepkyno3a (TB) ninu agpyra Texxka nHGEKINs KaTo CENcuc, KaKTO ¥ ONOPTIOHHCTUIHH
uHeKuu (BXK. Touka 4.4).

YMepeHo Texka WM TeXKa chpaedHa HegoctaTbuHoCT (kimac HI/TV mo NYHA) (Bx. Touka 4.4).

4.4 ChenuanaHu npeaynpesaeHus: U NpeANa3sHl MePKH NPU ynoTpeda

[Ipocneaumoct
3a na ce moio0pu MPOCISTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MMAPTHIHUST

HOMEDp Ha IpUJIaraHus OpOLYyKT TpsOBa Aa ObJaT SICHO 3allCaHH.

Hudexnuun

[MatmenTute TpsiOBa n1a OBAAT BHUMATEIHO MPOCIIEASBAHY 33 Pa3BUTHE HA NMH(DEKIIUH, BKIIOUUTEITHO U
TyOepKyIo3a — mpesu, o BpeMe Ha | Clie/l Kpas Ha Je4eHueTo ¢ ronmumymad. [lpensun Tosa, ye
SJIMMHUHHUPAHETO Ha FOIMMyMal MOXe J1a MPOABIDKHU JI0 5 Mecella, pocie/sIBaHeTo TpsOBa 1a
NPOJBIDKH U TIpe3 To3M nepro. [Ipu nanueHTH, pa3Buiiv TexXKa HHPEKIHS WK CETICHC, JICYEHHETO C
roruMyMal He TpsiOBa ja MpoabkaBa (Bxk. Touka 4.3).

lNonumymab He TpsOBa J1a ce mpujiara py NalMeHTH ¢ KIMHUYHO 3HaUMMa aKTHBHA WH(QEKIIUS.
Koraro ce 00chx/1a MPUIIOKEHUETO HA TOMTUMYMA0 MU MAMEHTH ¢ XpOHUYHA HH()EKIHS WITH
aHaMHe3a 3a peIUINBUpAIIY HHPEKIUH, TPSIOBa Ja Ce MOAXO0K/a C TOBHUIIIEHO BHUMAaHHUE.
[Naruenture TpsOBa J1a ObAAT MOCHBETBAHU 3a MOTCHIIMAIHUTE PUCKOBU (PaKTOPH 32 UH(OEKTUPAHE U
J1a TH n30srBar.

[Maruenture, npuemanty TNF Giiokepu, ca Mo-moJgaTIMBU KbM Pa3BUTHE HA TEKKH MHPEKIUH.

[Tpu manuenTy, JeKyBaHH ¢ TOTUMyMa0, ce choOIIaBa 3a OaKTepHaTHH (BKIIOYHTEIHO CETICUC U
MTHEBMOHUS ), MUKOOAKTEpUaTHA (BKIFOUHTETHO TB), NHBa3WBHU Ir’bOMYHHN U OTIOPTIOHUCTUYHU
WH(EKINH, BKIFOYUTEITHO U C JIeTaJIeH u3Xo. Hakou oT TexkuTe nH(EKINA ca TOKIaBaH! TPU
MAIMeHTH Ha ChII'BTCTBAII0 HMYHOCYIIPECUBHO JICYEHHE, KOETO, B AOMBJIHEHUE KbM CETalllHOTO UM
3a0oJsiBaHe, TW Ipepasoara KbM pa3BuTrue Ha nHpekyn. [lanuentuTe, pa3Buim HoBa WHGEKIUS
0 BpeMe Ha JIeUeHHe ¢ TomMyma0, TpsiOBa ja ObAaT BHUMATETHO IPOCIICSBAaHH U Aa OblaT
MOJIJIOXKEHH Ha ISUTOCTHA JMAarHOCTUYHA olieHKa. [Ipy nanueHTUuTe, pa3Buiii HOBa CEPHO3HA
WHGEKINS WIN CETICHC, TIPUIIOKEHUETO Ha TOJIMMyMal TpsOBa J1a ObJe MPEKPATEHO U J1a Ce MPOBEJIE
MOJIXOISIIIO MPOTUBOMHUKPOOHO MIIM POTHBOT'EOMYHO JICUCHUE, TOKATO HHPEKIMITa He OBbIe
OBJIAJISTHA.

[Ipu nauyeHTH, )KUBEIM WK IBTYBAJIU B PalilOHU, KbJETO HHBAa3UBHUTE I'bONYHN MH(PEKLIUHN KaTO
XHMCTOIIa3M032, KOKIUINOUAOMHUKO3a WK 01aCTOMHKO3a ca €HAEMUYHH, MTOJI3UTE U PUCKOBETE OT
JIEYEHUETO C TOIMMyMad TpsiOBa BHUMATEIHO Jla c€ OOCHIAT, IIPE/IN Jla C€ Ha3HAYHM JICUCHHUE C
roauMymad. AKO MU PUCKOBH MAIMEHTH, JIEKYBaHH C TOIMMyMa0, ce pa3Bue cepro3HO CHCTEMHO
3abomsBane, TpsOBa 1a ce OA03Upa MHBa3UBHA 'bOMYHA HH(PEKIHSL. AKO € Bb3MOXKHO, IMarHo3ara u



NPUIOKEHUETO HA eMITUPUYHA MPOTHBOI'EOMYHA TEpAITHs TIPU TE3HW MAIMeHTH TPsIOBa Jia ce HalpaBy
CJIe]T KOHCYJITAIUS C JIeKap ¢ OMUT B JICYEHUETO Ha MAlMEHTH ¢ MHBa3UBHU I'bOMYHH WH(DEKIINH.

Ty6epkymnoza
Nma cpobmieHus 3a pa3BuTHE Ha TyOepKyJo3a MpH MalueHTH, noidydaBamy romumymad. Tpsosa na ce

0TOEJIeX U, 4 B IIOBEYETO OT TE€3W CHOOIIEHHS CTaBa BHIIPOC 32 H3BHHOEIOAPOOHA TyOepKyIo3a,
U3SBSIBAIllA CE KAKTO KaTO JOKAJIM3UPAHO, TaKa U KaTO JUCEMUHUPAHO 3a00JIsIBaHe.

[Ipenu 3amouBaHe Ha JEUYECHUETO C TOIMMYMa0, BCHUKM IALlMEHTH TPsiOBa 1a ObAAT OLEHEHHU KAaKTO 3a
aKTUBHA, TaKa U 3a HEaKTHBHA (,,TaTeHTHA”’) TyOepKyino3a. OueHkara TpsiOBa Aa BKIIOUBa 00CTOMHA
MEIMIMHCKA aHaMHe3a C JIMYHA aHaMHe3a 33 TyOepKyJ103a WM Bb3MOXKEH MPE/IIECTBAl] KOHTAKT C
TyOepKyJ103a ¥ MUHAIIO /WM HACTOSIIIO UMYyHOCYTIPECHBHO JiedeHne. TpsoBa /1a ce n3BbpIIaT
CBHOTBETHUTE TECTOBE 332 CKPUHHMHT, T.€. KOXKEH TYOCpPKYJIMHOB TECT WIIM KPBBHH U3CIICABAHUS U
pentrenorpadus Ha TpbACH KOII, HA BCHYKH MallMeHTH (MOXKE /1a ca B CHJIa MECTHU M3HCKBAHUS).
[IpenopbuBa ce pe3yaTaTuTe OT TE3H U3CIEABAHUS 1A CE 3alUILIAT B HAIIOMHSIIATA KapTa Ha
nanueHTa. HarmoMHs ce Ha mpeanucBaIuTe JeKapy 3a PUCK OT (GaIliuBO OTPULATETHH PE3YITATH U
KO>KEH TyOepKyJIHHOB TECT, 0COOCHO MPHU TEKKO OOJIHU WM UMYHOKOMIIPOMETHPAHU TAallUCHTH.

AKko O0bJIe TMarHOCTHIIMPaHa aKTUBHA TYOEpKyIl03a, He TPAOBa /1a ce 3aro4Ba JIeYeHHE C TOTUMyMal
(Bk. Touka 4.3).

I[pu chbMHEHHUE 3a ITATEHTHA TyOepKyIi03a, TpsiOBa Ja ce HalpaBU KOHCYJITAIHS C JIEKap C ONUT B
JIeYCHUETO Ha TyOepKyo3a. [Ipu BCHUKHU ONKMCaHuU MO-10JTy Clydau TpsiOBa BHUMATEIIHO Ja ce
MPELICHN ChOTHOIICHUETO 1M0J13a/PUCK Ha JICUSHUETO C FOJTUMYyMa0.

AKko 0bJie TMarHOCTULIMPaHa HEaKTHUBHA (,,JaTeHTHA”) TyOEepKyII03a, MPEeIn 3all0UBaHe Ha JEUSHUETO C
roauMyMab TpsiOBa Ja ce 3aloyHe JICUCHHUE 3a JIATSHTHA TYOepKyyi03a ¢ IPOTHBOTYOCPKYJI03HU
CpeacTBa B CbOTBETCTBUC C MCCTHUTC U3NUCKBAHM.

[Tpu nmanuenTH, KOUTO UMAT HAKOJIKO PHUCKOBH (pakTopa 3a TyOepKyJio3a Wil 3HAYUMH PUCKOBH
(baKTOpH M OTPHUIIATEIIHO U3CIIEABAHE 3a JaTeHTHA TyOEpKyo3a, Tpsa0Ba Ja ce 00ChAN MPOBEXIaHe Ha
JIeYeHHUE C MMPOTUBOTYOEPKYIO3HHU CPEICTBA MPEH 3al0YBaHe Ha JIEYCHUETO C TOIMMyMao.
HasnauaBaneTo Ha TyOepKyJIOCTATUYHO JIEUEHUE, IIPEIU /1a Ce 3all0YHE MPIIIOKEHNE Ha TOIMMyMa0,
TpsiOBa Jia ce 00CHAM U MPH NAIMEHTH C aHaMHEe3a 32 JIATeHTHA WIIM aKTHBHA TyOepKyIo3a, Py KOUTO
HE € CUTYPHO, Y€ € IMPOBEXTaHO aJIeKBATHO JICUSHUE C TIPOTUBOTYOEPKYIO3HH CPEIICTBA.

[Tpu nmanuenTy, JeKyBaHH ¢ TOTUMyMa0, ca Bb3HUKHAIM ClTyYad Ha akTUBHA TyOepKyJio3a Mo BpeMe
Ha U CIIeJ1 JISYCHHE 3a JaTeHTHa TyOepkyno3a. [lauuenTure, npuemaniy roiuMymad, TpssOBa CTPUKTHO
Jla ce MpOoCesBar 3a NPU3HALM U CUMIITOMH Ha aKTHBHA TyOepKy103a, BKIIOYUTENIHO HallueHTHTE,
KOHTO Ca MMaJIM OTPHULIATEIHO U3CJIe/[BaHE 3a JIATeHTHA TyOepKyJio3a, TallMeHTH, KOUTO ca Ha JIeYeHHe
3a JIaTeHTHA TyOepKyJi03a U MallueHTH, KOUTO ca OWIIM JIEKyBaHU 32 TyOepKyJI03Ha HH(EKITHS.

Benuky nanuenTH TpaOBa na ObJaT MOCHBETBAHH Ja MOTHPCAT MEAUIIMHCKA IOMOLI, aKo 110 BpeMe Ha
WU CIIeJT JISYCHUE C TOMMMyMa0l ce TOSIBAT MPU3HALM/CHMIITOMH, KOUTO MPEJIoaraT HaJudue Ha
TyOepKyIio3a (Harp. NpoIbJDKUTENHA Kallulnia, oTciabBane/3aryba Ha Terio, cyodeopunurer).

PeaxktuBanus Ha BUpyca Ha xenaTuT B

[pu nanmenTu, nexypanu ¢ TNF-aHTaroHHCTH, BKIFOYUTEITHO TOIUMyMa0, KOUTO ca XPOHUYHH
HOCHUTENH Ha BUpYca Ha xenatut B (1.e. ca HBsAg-nonoxxurennn), e HabMogaBaHO peakTUBUpaHE Ha
BHpyca. Hsxom ot cirywyante ca Omi ¢ eTaneH u3Xo.

[TanuenTure TpsaoOBa na Obaat uzcneapanu 3a HBV uHdekus npeau 3amovpane Ha JIEYSHUE C
romumyma0. [Ipu manmenTn, kouto ca no3utuau 32 HBV nHbeknus, ce npenopryBa KOHCYITAIHS C
JIeKap, KOMTO UMa OMUT B JICUEHUETO Ha XenaTuT B.

ITo Bpeme Ha Te4eHUETO U HAKOJIKO Mecela cliel Kpas My Hocutenute Ha HBV, mpu kouto ce Hanara
JIeYeHHUE ¢ ToMUMyMab, TpsOBa 1a ObIaT BHUMATEITHO MPOCIICISIBAHM 32 MIPU3HAIM U CUMITTOMH Ha



aktuBHa HBV mHdexmusa. Hama noctaThaHO JaHHM 32 CHITBTCTBAIIO JICUCHUE Ha HocuTenute Ha HBV
¢ TNF-anTaroHucT 1 IpOTUBOBUPYCEH Mpenapar C 1eJl NpeIoTBpaTaBaHe Ha peakTuBaluiaTa Ha HBV.
[Tpu marueHTH, IPY KOUTO BUPYCHT HAa XENAaTUT B ce peakTUBHUPA, JICYSHUETO ¢ ToMMyMad TpsOBa a
ce cIIpe U Ja ce 3armovHe e(ukacHO IPOTUBOBUPYCHO JICUSHHE C MOIXOAAIIO MOATbPIKAILO JCUCHHE.

3i10kavecTBeHN U M QorpoardepaTHBHN 3300 IsIBAHUS

He e u3BecTHa noTeHImanHaTa pojist Ha jJeueHueto ¢ TNF Oiokep 3a pa3BUTHETO Ha 3JI0KAYSCTBCHH
3a0onaBanys. B3 OCHOBa Ha HAIMYHWUTE JaHHU KHM HACTOSIIUS MOMEHT HE Ce M3KJIF0UBA €BEHTYaJICH
PUCK 3a pa3BUTHE Ha TUM(POMH, JIEBKEMHUSI WM JPYTH 370KaUYECTBEHH 3a00IIBaHUS TIPH MAIIIEHTH,
nexyBaHu ¢ TNF-antaronuct. TpsOBa 1a ce moaxoxaa ¢ IOBUIICHO BHUMAaHHE MIPH 3all0YBaHEe Ha
nedenue ¢ TNF Onokep npy nanyeHTy ¢ aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00ISIBaHE WK TIPH
poIbibkaBaHe Ha Jedenne ¢ TNF Oirokep mpu manueHTH, pa3BUIN 3I0Ka9eCTBEHO 3a00IIIBaHe.

3noxavecmeenu 3a60126aHUA NPU NEOUAMPULUHU NAYUSHMU

B noctmapkeTHHIOBHU YCJIOBHS MMa ChOOLICHHUS 3a 3JI0KaUYeCTBEHH 3200 sIBaHNs, HAKOU ¢ (aTajeH
W3XOJI, TIPY JIelia, FOHOIIN U MIIaAu Xopa (10 22-TonuiiHa Bs3pact), TekyBanu ¢ TNF-01okepu
(Hauano Ha nedeHueTo < 18-roguinHa Bb3pact). [IprOIM3UTeTHO MOJOBUHATA OT TE3H CIIydau ca
muMpomu. dpyrute cimydan o0xXBamaT pa3iniyHy 3JI0KaueCTEHH 3200 sIBaHUS, BKIIFOYUTEIIHO PEIKU
3a00IsaBaHMsI, OOMKHOBEHO CBBbP3BaHU ¢ mMyHocynpecus. [Ipu nemna u roromu, nexkyBanu ¢ TNF-
OJIOKepH, HE MOKE J]a ce M3KJIIOYH PHCK OT PAa3BUTHE HA 3JI0KAUECTBEHH 3200 IsIBAHUSI.

Jlumghom u nesxemus

B KOHTPOJIMPAHUTE €Tall Ha KIIMHUYHUTC U3IIUTBAHUA Ha BCUYKHU TNF 6J'IOK€pI/I, BKIIFOUHUTCIHO
roinuMyma, pu nanueHTure Ha jgedenne ¢ TNF-antaronuct ca HaOmoaBaHy OBeYE Clydan Ha
pasBUTHE Ha TUM(OM B CPaBHEHHE C MMALMEHTUTE OT KOHTPOJIHUTE TPYNH. B KIMHUYHUTE N3NUTBAHUS
Ha Simponi ¢a3a IIb u Il npu manmenT ¢ peemarouaeH aptput (RA), ncopuarnuen aptput (PsA) u
aHKUIJIO3Mpall cIoHTUIUT (AS) decToTara Ha pa3BUTHE HA TUM(OM MIPH NAMEHTUTE, JIEKYBaHHU C
rojJuMymMa0, e Io-BUCOKa OT CpeiHaTa 3a ooOuiara nomyiaius. ChoOIIEeHY ca CIydan Ha JICBKeMUS pU
NalMEeHTH, JIEKyBaHHU ¢ ronumMyMad. IIpu nanueHT ¢ peBMaTouieH apTpUT C TojsiMa JJaBHOCT U
BHUCOKA aKTHBHOCT Ha BB3NIAJIUTCIIHOTO 336OHHBaHe ChUICCTBYBA ITOBUIIICH PUCK OT I104Ba Ha JII/IM(bOM
U JIEBKEMHUSI, KOETO yCIIOXKHSIBA OIICHKATa Ha PUCKA.

IIpu nmanuenty, nexyBanu ¢ 1pyru TNF-01okepu ca cpo01iaBaHn peKy Cilydad Ha XeTaTOJIHEeHAICH
T-knerpuen mumdom (HSTCL) B mocTmapkeTHHIOBUs iepro (BK. Touka 4.8). To3u psaabpK THI
T-kneTpueH TuMQOM € C MHOTO arpecuBeH X071 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBbPIIBA JIETAIHO.
IToBedero OT ciryyanTe ca Bb3HUKHAIM MIPY IOHOIIN ¥ MBbKE B MJIaJa Bb3pacT, KATO MOYTH BCHUUYKH Ca
OwIH Ha CHITHTCTBAIIO JICUCHHUE C a3aTUONpuH (AZA) nnu 6-mepkanronyput (6-MP) 3a
BB3NATUTETHO 3a00s1BaHe Ha YyepBaTa. [[oTeHIMATHUAT pUCK TPH KoMOnHMpaHe Ha AZA wim 6-MP ¢
roauMymad TpsiOBa BHUMATEIHO J1a ce OOMUCIN. PUCKBT 3a pa3BuTHe Ha XenaroiueHaneH T-KiIeTbueH
mumdom mpu nanueHTy, nexkyBanu ¢ TNF-0nokepu, He MoXke Ja ce U3KITIOYH.

3noxauecmeenu 3a60156aHUsL, PASTULHU OM TUMPOM

B koHTpOIMpanuTe eTany Ha KIMHUYHUTE U3MUTBaHUA Ha Simponi ¢a3za IIb u Il npu nanuenTtu ¢
RA, PsA, AS un ynmueposen komut (UC) yectoTara Ha 3110Ka4eCTBEHUTE 3a00IIBaHuUs, PA3IMIHU OT
muMdoMm (c H3KITIOUEeHNE HAa HEMeTaHOMEH KOXKEH PaK), € CX0/IHA MEXK/y NallMeHTHTE Ha JIeYeHUE C
roJuMymad U Te3H OT KOHTPOJIHUTE TPYIIH.

Jlucnnazusi/kapyurom na 0ederomo uepso

He e u3BecTHO many IeYEHUETO C TOIMMYMa0 TIOBJIMIBA PUCKA 33 Pa3BUTHE HA TUCIUIA3HS WITH
KapIIMHOM Ha J1e0e0To YepBo. Ha BCHUKY MaMEeHTH ¢ yIIIepO3€eH KOJINUT, KOUTO Ca C TIOBUIIICH PUCK
3a TUCIUIA3HS WM KapIIMHOM Ha 1e0e10To YepBOo (HAp. HAMEeHTH C IBJITOTOAMIICH YIIIIEPO3eH KOIMUT
WIH ITPBHYEH CKIIEPO3HPAIL] XOJIAHTHT) WJIM KOUTO MMAT aHAMHE32a 32 JAUCIIIa3usl WU KapIIMHOM Ha
JIe0enoTo YepBo, TPSAOBA PEIOBHO J]a C€ IPAaBH CKPUHHHT 32 IUCIUIA3HS MPEIN TepanusITa U B X0/1a Ha
3a0osisBaneTo. To3u mperiies TpsAOBa /1a BKJIKOYBA KOJOHOCKOIUS U OHUOIICHS ChIIIACHO HAIIMOHATHHUTE
pBKoBOACTBA. [Ipy marmeHTH ¢ HOBOAMATHOCTUITUPAHA JUCIUIA3Hs, JICKYBaHHU C TOIMMYyMao,
PHYCKOBETE U TIOJ3UTE 32 OTACTHUTE MAIlMCHTH TPOBa BHUMATEIIHO J1a CE MPEICHAT U J1a C€ OOMUCITH
JIaJTA 1a c€ TIPOIBIKH TepaIusITa.



B ekcrutopaTopHO KITMHUYHO U3MTUTBAHE 32 OIICHKA HA MPWIOKEHUETO HA TOTMMYMa0 TPH MAIMEeHTH C
TeKKa MepCUCTUpallla acTMa ca JIOKJIAABaHU TOBeYE CHOOIIEHHS 32 37I0KaYeCTBEHH HOBOOOPa3yBaHHsI
MIPH MAIUCHTUTE, JICKYBaHU C TOJIMMyMa0, B CPaBHEHHUE C MAIIMCHTUTE OT KOHTPOJIHUTE TPYIH (BK.
Touka 4.8). 3HaUMMOCTTa Ha Te3U PE3yNITAaTH HE € N3BECTHA.

B ekcruiopaTopHO KJIMHUYHO U3MUTBAHE 3a OollcHKa Ha Apyr TNF-anTaronuct — napIukcuMao, npu
MAIMEeHTH C YMEPEHO TeXKa JI0 TeXKa XpoHHIHa 00cTpykTHBHA OenoapobHa 6omect (XObB), ca
JTOKJIaJIBAHU TTOBEYE CHOOIIEHUS 32 3TI0KaYeCTBEHN 3200 sIBaHMs, IPEIUMHO Ha Oewst pob uitn
rJIaBaTa u MusTa, MPH MAUCHTUTE, JICKYBaHH ¢ MHPIMKCUMA0, B CPABHCHHUE C MAIUCHTHTE OT
KOHTPOJIHUTE rpynu. Bcuuky nanuenTy ca 6mmm Texku mymaun. CleoBaTesrHo TpsOBa ja ce
MOJX0’/Ia C TIOBUILIEHO BHUMAaHUE MPHU NMPUIIOKEHUE Ha KOWTO 1 Ja € TNF-aHTaroHucT npu namueHT!
¢ XOBb, kakTo u Mpu MaIUeHTH C MIOBUIIICH PUCK OT Pa3BUTHUE HA 3JI0KAYECTBEHO 3200 IsIBAHE MTOPATH
TIOTIOHOMYIIICHE.

Paxk na xoorcama

[Mpu nanmenty, nexkyBanu ¢ TNF-Onokupaiiu cpeacTsa, BKIIOYATETHO TOTUMyMa0, ce cho0I1aBa 3a
menanoM u Merkel-kinersueH kapiuuHOM (BxK.TouKa 4.8). [IpenopbuBaT ce nepruoanIHu
JepMaTOJIOTUYHH MIPETJIeAd, OCOOCHO MPH MalMEHTH C PUCKOBH (DAKTOPH 3a PaK Ha KOXKaTa.

3acroitHa chpaedHa HeocraTbuHocT (3CH)

CpoO1menn ca cirydau Ha BIOIIaBaHe Ha 3acTolHa chpaedHa HepoctarbyHOCT (3CH) 1 mossa Ha 3CH
npu TNF 6nokepu, BKIIOUUTENHO U TonnMyMab. Hakou oT cirydauTe ca ¢ etanen uzxoa. B
KIMHAYHO M3nuTBaHe Ha Apyr TNF-aHTaroHuct ca HabIroAaBaHU BJIOIIABaHE HA CHIIECTBYBAILA
3acTOIHA Chp/IeYHa HENOCTATHYHOCT U TIOBUIIIEHa CMBPTHOCT B pesynrtaT Ha 3CH. ['omumymab e e
npoyuBaH npu nanueHTy cbe 3CH. ['ommmymab TpsiOBa a ce mpuiara ¢ HIOBHINIEHO BHUMAaHHE TIPH
MAIMEeHTH C JieKa cbpaeuHa HenocraTbuHocT (kiac I/II mo NYHA). ITanuenTure TpsOBa aa Obnat
BHUMATCIIHO NPOCICAABAHN U IIPU IOsABA UJIK ITPOrpeCUpaHe Ha CUMIITOMHUTE Ha CbpJACYHa
HEJOCTAThYHOCT MPUIIOKEHUETO HA TOTMMYyMal TpsiOBa a Ob1e mpekpaTeHo (Bk. Touka 4.3).

HeBposornanu cr0UTHS

[Tpunoxxenuero Ha TNF-aHTaroHUCT, BKIFOYUTEITHO U TOIMMYMa0, € CBBP3aHO ChC CIIydad Ha MosiBa
WK eK3arepOanus Ha CHMIITOMUTE W/HITU PEHTTEHOJOTHYHUTE TaHHU 32 IEMUESITMHI3UPAIITH TTPOLIECH
Ha [IEHTpaJlHaTa HepBHA CHUCTEMa, BKIIFOUMTEITHO MHOKECTBEHA CKIlepo3a U nepudepHn
JIEMUENMHU3NpAI Hapyierns. [Ipu manuenTy ¢ npeamecTBamo i HOBOIIOSBUIIO CE
JIEMUEIIMHU3NPAII0 HAPYIICHHE TPSOBa BHIMATEHO JIa CE MPEIeHN ChOTHOIIEHHETO PUCK/TI0N3a OT
neuennero ¢ TNF-anTaroHucT, mpeau Jia ce 3anovHe JieueHue ¢ romumymad. TpsiOBa fa ce o0chau
MPeKpaTsBaHe Ha JICUCHUETO ¢ FOJUMyMal, ako Bb3HUKHAT TE3U HapyIlIeHus (BK. Touka 4.8).

Omneparuu
OnuThT 10 OTHOIIICHHE HAa O€30MACHOCTTA HA TOJIMMYMal CKOPO Clie] XUPYPrUUHU MHTEPBEHIINH,

BKJIIOUMTENTHO M apTPOIUIACTHKA, € OrpaHUueH. AKO ce IUIaHUpa XUpypruiHa HHTEPBEHIMS, TpsiOBa 1a
ce B3eMe NPEeABU ABITHUAT NOIYKUBOT Ha JIEKAPCTBEHUS NMPOAYKT. [lanineHT, mpyu KOroTo ce Hanara
XUpPYpTrUYHa UHTEPBEHIIHS 10 BpeMe Ha JICUEHUETO C TOTMMyMal, Tps0Ba ga 0b/1e BHUMATETHO
npociie/iBaH 3a pa3BUTUE HA MH(EKLIUH, KaTO IIPH HY>KAa TpsAOBa Aa ce B3eMaT ChOTBETHUTE MEPKH.

HmyHocynpecus

Twit kato TNF € MeauaTop Ha Bb3MAJIEHUETO U MOBJIMSABA KJIEThbUHUS UMYHEH OTIOBOP, CHIIECTBYBA
BeposTHOCT TNF-aHTaroHucTHTE, BKIFOUUTEIHO U TOIMMYMa0, Jia 3acsrat 3al[iuTara Cperry
WHQEKIMY ¥ Pa3BUTHE HA 3IIOKAYECTBEHH HOBOOOPA3yBaHHSI.

ABTOMMYHHU IPOLIECU

Otrocurennust neduiut Ha TNFo, npuunneH ot nedenneto ¢ TNF-anTaronuct, Mosxe Jia JIoBeJe J10
OTKJIIOYBAHETO Ha aBTOMMYHHH TPOLIECH. AKO CJIe/l MPUIIOKEHHE Ha TOIMMyMal ce pa3BUsT
CHMITTOMHU, XapaKTEepHH 3a JIYITyC-I0A00CH CHHAPOM, U aHTUTENaTa Cpenry ABoiHoBepmxHaTa JJHK
ce TIO3UTUBHUPAT, JICUCHUETO C TOMMMyMald TpsiOBa 1ia ce mpeyCTaHOBH (BXK. Touka 4.8).




XeMaToJI0TUYHU PEaKIIuu
Mma cpoOimeHus 3a ciydan Ha TaHITUTOIICHHUSI, JICBKOTICHHUS, HEYTPOTICHIS, arPaHyJIOIHUTO3a,

aruTacTUYHA aHEMHUSI ¥ TPOMOOIIMTOTICHHS MTPH MAIUeHTH, nonydasamy TNF Onokepu, BKIIIOYUTEITHO
romumMymab. Beuuku narpienT TpsiOBa 1a ObaAaT NOCHBETBAHM J1a MOTHPCAT He3a0aBHA MEIUITUHCKA
TIOMOII], KO Pa3BUST MPU3HAIM U CHMIITOMH, KOUTO TIPE/IIONaraT HAIMYAE Ha KPhBHA TUCKPA3Us
(mamp. mepcuctupani GeOpUINTET, KpbBOHACAIAHUS, KbPBEHE, O1eaHoCT). [Ipn mamueHTn ¢
YCTaHOBEHU XeMaTOJOIMYHN aHOMAaJINH TPsIOBa Ja ce 00CHAN MpeKpaTsIBaHe Ha JICYSHUETO C
ToTUMyMao.

CoirbTeTBanio npuinoxeHue Ha TNF-aHTaroHucTy U aHakuHpa

[Ipu KIMHUYHY TPOYYBaHUS ca HAOMIOAaBaHU CEPUO3HU HH(DEKIMK U HEYTPOIICHHS TIPHU ChITBTCTBAIIIO
npuiIokeHue Ha anakuHpa u apyr TNF Gnokep, eranepient, 63 TOMBbIHUTENHA KIMHUYHA O3,
IMopaau xapakTepa Ha HEKEIIAHUTE PEaKIuu, HAOI0JaBaHy [IPH Ta3u KOMOMHUPAHA TepaIus, CXOTHU
MPOSIBA HA TOKCUYHOCT MOJXKE J[a C€ TPOSIBAT U B PE3YJITAT HA KOMOWHAIIMATA OT aHAKUHPA U IPYT
TNF 6nokep. KomOuHMpaneTo Ha romumMyMad u aHaKUHpa HE ce TIPerophyBa.

CoropreTBanio npunoxkenne Ha TNF-antaronvucty u abaTtanent

B ximHWYHY TpOyYBaHUS CHITBTCTBAMIOTO NMpuiiokeHne Ha TNF-antaronucTy u abaranent e 6uio
CBBP3aHO C MOBHIIEH PUCK OT pa3BUTHE Ha HH(EKIIMU B CPABHEHHE C JICUEHHETO CaMo C
TNF-anTaroHuct, BKIIOYATEIHO U CEPHO3HU HHPEKINHU, 0€3 ChBMECTHOTO UM MPHIIOKEHUE J1a HOCH
KIMHWYHA To3a. KoMOnHMpaHeTo Ha romuMyMal 1 abaTanenT He ce IpenophyBa.

C’LHBTCTBaIHO IPUIOKECHHUE C AIPpYTH 6I/IOJ'IOFI/I‘IHI/I JICKApCTBCHU NIPOAYKTHU

Hsma nocrarbuno nHGOpMAaIs Mo OTHOLICHNE HA ChITBTCTBAIATA YIIOTpeOa Ha TOJMMyMal ¢ APYTH
OMOJIOTMYHU JIEKapPCTBEHH MIPOIYKTH, U3IIOJI3BAHH 32 JICUCHUE Ha CHIINTE 3a00JISBaHMs, 32 KOUTO CE
M3II0I3Ba romuMyMad. CeITbTCTBAIATa YHOTPeOa Ha TOMMMyMab ¢ Te3W OMOJIOTUYHHU TPOAYKTH HE Ce
IpernopbYBa NOpaau Bb3MOKHOCTTA 3a ITOBUIIABAHE HA PHUCKa OT I/IH(l)eKHI/IH " APpYTHU NOTCHLIHUATIHN
(hapMaKOJOTMYHU B3aUMOJICHCTBYSL.

[IpeMuHaBaHe OT €AMH BUJ OMOJOrHYHM MOAU(HUIMpaiy 00JeCTTa aHTUPEBMATOMIHHU JIEKAPCTBA
(disease modifying anti-rheumatic drugs, DMARDS) kpM apyr

Heo6xonumo e MoBHINIEHO BHUMAHUE U TANIMEHTUTE TPSIOBA J1a MPOABLIDKAT A3 ObAAT MPOCIE/SIBAHN
NpY TIPEMHUHABAHE OT ¢IMH OMOJIOTUYCH JIEKAPCTBEH MPOIYKT KbM JIPYT, Thil KATO MPUIIOKPHBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOJKE JIOIBJIHUTEITHO Ja TOBUIIN PUCKA OT HEXKEJIaHU PEaKIUH,
BKITFOUHUTEITHO UH(EKIHUS.

BakcuHanuu/TepaneBTHYHU MH()EKIIMO3HU areHTH

Ha maunenTute, 1eKkyBaHu ¢ roTuMyMal, MOTaT /ia ce MpaBsAT BAKCUHH, C U3KIIIOYSHNE Ha KUBU
BaKCHHU (BX. TOUKH 4.5 11 4.6). JlanHUTE 32 OTTOBOpPA IIPH BAKCHHUPAHE C )KMBH BaKCHHU WA 32
BTOPUYHO Tpe/iaBaHe Ha HHPEKIHsI Ype3 )KUBU BAKCHHU MIPH NMAIIMEHTH, KOUTO ca Ha JIeueHUe C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YoTpedara Ha )KUBU BAKCHHYM MOJXKE Ja JJOBEJIE 10 KIMHUYHU
MH(EKIHUH, BKIIOYUTEIHO AUCEMUHUPAHN HHPEKIIUH.

Hpyra ynorpeba Ha TepaneBTHYHU MH(EKIIMO3HN areHTH KaTo )KMBH aTCHIOMpaHU OakTepuu (Harp.
BnuBaHe Ha BCG B MUKOYHUS MeXyp MPH JeUeHUE Ha paK) MOXKE J1a JIOBEJIE /10 KIMHIUYHU HH(DEKITUH,
BKITFOUUTEITHO JUCEeMUHUPaHn HHQekun. [IpenopryBa ce Aa He ce mpuiiarat TepaneBTHYHI
MHQPEKIMO3HU areHTH ChIIBTCTBAIIO C FOJTUMYMa0.

AJlepruyHU peakuuu

IIpy mOCTMAapKETHHTOBHS OTHT Cca CHOOIIEHN CEPUO3HA CUCTEMHHU PEAKITUN Ha CBPBXIYBCTBHUTECIIHOCT
(BKIIFOUMTETHO aHA(DMIIAKTUYHA PEAKITUS) CIIE]] IPUIIOKeHNE Ha ToauMyMad. Hsakon oT Te3u peakiinm
Ca HACTBIIWIIN CIIe] TbPBOTO MPHUJIOKEHHNE HA TONMMYyMal. AKO ce pa3Bue aHAPUIAKTUYHA WK JIPyTa
CEpHO3Ha aJIepTUYHA PEaKIUs, IPUIOKEHHETO Ha TOMMyMal TpsIOBa J1a ce MPEyCTaHOBH U JIa Ce
3arovYHe MOIXOAIIO JICYSHHE.




CspvxuyscmeumenHocm KoM 1ameKc

KamaueTo Ha urnara B mpeABapuTEIHO HATBIIHEHATA MTHUCANIKA € HAIPaBEHO OT €CTECTBEH CYX Kay4yK,
CBhIbpKAI JTATEKC, U € Bb3MOXKHO Ja NMPEAU3BUKA aIEPTUYHU PEAKIUU NPHU MAIUCHTH,
CBPBXUYBCTBUTEITHU KBM JIATEKC.

CrernyaisHu oIy IAIHA

Cmapuecka 6v3pacm (> 65 coounu)

B xnmmanyHN poyuBanus ¢asa Il 3a nedenne Ha RA, PsA, AS u UC karo msimo He ca 3a0emnsi3anu
pas3NIuKy 10 OTHOILIEHHE Ha HexkenaHuTe nekapctBeHu peakuuu (HJIP), cepruosnnte Hexxenanu
nexapctBenu peakiuu (CHJIP) u cepro3nnte nHbEKIUY Mpy NalUeHTH Ha 65 WM MoBeYe FOAMHH,
JIEKyBaHU C TOTMMYyMa0, 1 ITO-MJIa/In TarueHTy. Bee mak, mpu gedenne Ha Xopa B cTapyecka Bh3pacT
TpsiOBa J1a ce MOAXO0Xk/1a C MOBUIIEHO BHUMaHUe, 0cOOEHO 0 OTHOIICHHE Ha MosiBaTa Ha MH(pekuuu. B
MPOYYBAaHETO 32 HEPEHTTeHOrpaCKK akCUalieH CHOHANI0apTpuT (nr-Axial SpA) He ca BKIIIOYEHH
MAaMeHTH Ha Bb3pacT 45 WM NOBeYe TOANHH.

bvopeurno u uepnoopobro yspescoane

He ca npoBexaanu crienuanHu Npoy4YBaHUs Ha TOJIMMYMal MPH NalMEHTH ¢ ObOPEYHO UK
4epHOAPOOHO yBpexaane. [Ipu manueHTH ¢ HapymeHa yepHoApoOHa PyHKIHS ronuMyMad TpsadBa ga
ce Mpuiiara ¢ MOBUILEHO BHUMaHHe (BX. Touka 4.2).

Tleouampuuna nonyrayus

Bakcunanuu

[IpenopwyBa ce mpe/u 3aMo4YBaHe Ha JICYCHUE C TOJUMYMal 1a ObJaT HAIPaBeHU BCUYUKH
MMYHH3AIAY Ha TTeUATPUIHNTE MAMEHTH ChITIACHO HACTOSIINS NMYHH3AMOHEH KaneHnap (Bx.
,,BaKCHMHAIMK/TepanleBTUYHN MHMDEKIMO3HH areHTH  IOCOYEHH [10-Tope).

IToMoniHu BemecTsa

Simponi ceabpxa copouton (E420). [Ipu nauueHTH ¢ peiky HaclIeACTBEHH MIpobIeMu Ha
HEMIOHOCUMOCT KbM (DPYKTO3a, TPSAOBA J1a CE B3eME MPEIBU TOIIBIHUTEIHUIT e(hEeKT OT
CBITBTCTBAIIOTO MPHJIOKEHUE HA TIPOYKTH, ChIAbPKAIIH cCOPOUTON (MK QPYKTO3a) ¥ XpAaHUTEITHUS
npreM Ha copOuTon (wim GpykTo3a) (BXK. TOUKa 2).

Puck 3a JlekapcTBEHU I'PEIKH

BaxxHo e 1a 0b1ie npuiIoKeHa paBUIHATA 7034, KaKTO € MOCOYeHO B ,,/{03upoBKka“ (Bxk.TOUKA 4.2).
Heobxomumo e moBuIlieHO BHUMAaHUE, 32 J1a Ce TapaHTHpa, 4 HiMa Cy003upaHe Uil CBPBHXI03UpaHe
NP TAITUCHTHUTE.

4.5 B3aumopeiicTBHe C IPYIrd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojAelicTBUE
He ca npoBexxianu npoy4YBaHus 3a B3aUMOJIEHCTBUSATA.

ChIBTCTBALIO NPUIIOKEHHE C IPYTH OMOIOTUYHH JIEKAPCTBEHH OPOILYKTH

KomOunmpanero Ha roauMymad ¢ Apyru OMOJIOTHYHH JIEKAPCTBEHHU MPOIYKTH, U3MOJI3BAHH 32
JieueHHUe Ha ChILIUTE 3a00JIIBaHMSA, 32 KOUTO CE U3I0JI3Ba U TOIMMYMad, BKIIIOUYUTEIHO aHaKUHpa U
abaralenT He ce npenopbuBa (BX. Touka 4.4).

)KI/IBI/I BaKCI/IHI/I/TeDaHeBTI/IT-IHI/I I/IHd)eKHI/IO3HI/I AIrCHTHU
HO BpPEMC Ha JICUCHUCTO C I‘OJ'II/IMYMa6 HEC TpSI6Ba Ja CC Mnpujiarat >KuBU BaKCUHU (B)K. TOYKH 44 u
4.6).

TepaneBTnuHu HH(PEKINO3HU areHTH HE TPsIOBa /1a ce mpuiaraT ChI'bTCTBAILO C TOJIMMyMal
(BX%. Touka 4.4).



MertoTpekcar
HeszaBucumo oT TOBa, 4e ChIIBTCTBANIOTO MpHUiIokeHrue ¢ MTX BOJM 10 MO-BUCOKH KOHIIEHTPAI[UU Ha

roJuMymal B CTAIMOHAPHO CHCTOSIHUE MPH NatueHTH ¢ RA, PsA unu AS, nanHuTe HE TOBOPSAT 3a
HEOOXOUMOCT OT KOPEKIHS Ha /103aTa HUTO Ha roauMymad, HuTo Ha MTX (Bxk. Touka 5.2).

4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ neTepoicH NOTSHITAIT

JKennre ¢ aeTepoaCH MOTSHITHAN TPSOBA J1a M3MOI3BaT e(DEKTUBHA KOHTPAIICTIIIHS 32 IPEeaa3BaHe OT
OpEMEHHOCT U J1a TIPOIBJKAT JIa Sl M3MOI3BAT IMOHE 6 Mecella Clie] MOCIICAHOTO MPUIOKEHUE Ha
roJIuMyma0.

bpemeHnHocT
Hma mpocneKTHBHO ChOpaHu AaHHU 3a yMepeH Opoi (mpubnusurenno 400) OpeMeHHOCTH C

€KCIO3ULMS Ha ToJIMMyMal, KOUTO ca I0BEJH [0 )KUBU PAXKIaHUS C U3BECTHH PE3YJITaTH,
BKIIFOUUTENHO 220 OPEeMEHHOCTH C €KCIIO3UIIUS TPe3 MbPBHUS TPUMECTHP. B momynanmonHO
npoyusane ot CesepHa EBpona, BximouBamo 131 6pemennoctu (u 134 xppMmadeTa) ca HabIr01aBaHH
6/134 (4,5%) cpOuTHs Ha CEpUO3HH BPOACHU aHOMAJIMHU CJIE/ eKCIO3ULMS in utero Ha Simponi
copsimo 599/10 823 (5,5%) cpbutus cien cucTeMHa HEOMOJIOTMYHA Tepanusl, B cpaBHeHue ¢ 4,6% B
oOmrara momynamnus Ha npoy4yBaneTo. ChOTHOIICHHATA HA MIAHCOBETE, KOPUTHPAHU 32 CMYIIABAIIT
¢akropwu, ca cbotBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi cpssMo cucTeMHa HEOHOJIOTHYHA
tepanust u OR 0,95 (95% CI 0,42-2,16) 3a Simponi copsiMo o0111aTa momyJiamus.

Toit kaTo romumymad uaxuOupa TNF, npuinoxkeHneTo My 1o BpeMe Ha OpeMEHHOCTTa MOXKeE /1a
3acerHe HOpMaJTHHS KMYHEH OTTOBOP Ha HOBOPOJCHOTO. [IpoydBaHusTa ITPH )KUBOTHHU HE ITOKA3BaT
MIPSIKO MJIM HETPSIKO BPEIHO BB3JICHCTBUE BEPXY OPEeMEHHOCTTa, eMOPHOHATHOTO/(hETaITHOTO
pasBUTHE U PAXKAAHETO MM IOCTHATATHOTO pa3BUTHE (BK. TOUKA 5.3). HanuMuHUAT KIIMHUYEH OTHT €
orpanuueH. ['onumymab TpsiOBa aa ce U3MON3Ba 10 BpeMe Ha OPEMEHHOCT CaMo aKo JICUCHHETO €
HAWCTHHA HAJIOXKHUTEITHO.

I'omumymab npeMunaBa npes mwianeHrata. Cuen neuenne ¢ TNF-610kupaiiio MOHOKIOHAIHO
AHTUTSUIO 110 BpeMe Ha OPEMEHHOCTTa, aHTUTSIIOTO Ce YCTaHOBSIBA 10 6 Mecela B cepyma Ha
KbpMayeTa, POJICH! OT JIGKyBaHHUTE KeHHU. B pe3yiraT Ha TOBa TE3W KbpMayeTa MOXKeE J1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE Ha HHQeKnus. He ce mpenopbsyBa NpuiiokeHUe Ha )KUBH BAKCUHH TIPH
KbpMadeTa ¢ eKCIO3UIMS Ha TOMMMYyMa0 in utero, 6 Mecena clie]l IociaeJHaTa HHKEKIHUS ¢ ToIuMyMal
Ha MaifKaTa 1o BpeMe Ha OpeMeHHOCTTa (BX. Touku 4.4 u 4.5).

KespMmene
He e u3BecTHO manu romumMyMad ce eKCKpeTHpa B KbpMaTa WU ce Pe30pOupa CUCTEMHO CIIe]T

norrpinade. [Ipu MaliMyHU € 10Ka3aHo, 4ye TONMMyMad MpEeMUHAaBa B KbpMaTa 1 MOHEKe YOBEIIKUTE
UMYHOTJIOOYJIMHU CEe EKCKPETUPAT B KbpMaTa, )KEHUTE He TPSOBa J]a KbPMST 110 BpeMe Ha JICUYSHUETO C
roauMymad 1 oHe 6 Mecena ciies Kpas My.

DepTunurer
He ca npoBexxaanu mpoydBaHus ¢ ToTUMyMal BEpPXY (pepTHiMTeTa pH KUBOTHU. [IpoyuBaHe Ha

(bepTuIMTETa IPU MUILIKH, C U3IO0JI3BaHE Ha aHAJIOTMYHO aHTHUTSJIO0, KOETO H30MpaTeTHO HHXHOUpa
¢dbyHKIMOHAHATA aKTHBHOCT Ha MuInusi TNFa, He moka3Ba 3Ha4MMU eeKkTH BHPXY (epTUIuTeTa
(Bk. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

Simponi moBnusBa B MaJIka CTENEH CIIOCOOHOCTTA 3a KOJIOE3/IeHe, Iodupane 1 padoTa ¢ MallluHH.
Brnpeku ToBa cien npuiioxkeHne Ha Simponi Moe Jia ce MosBHY 3aMaiiBaHe (BK. Touka 4.8).
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4.8 Hexenanu jeKkapcTBeHH peakuuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

I[Ipe3 koHTpONMMpaHuUs IEPHOJ Ha OCHOBHUTE M3NMUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
WH(DEKITHS Ha TOPHUTE TUXATEITHN IBTHINA € Omiia Haii-uectaTa Hexkenana peakius (HP), kosTo ce

crobmmaBa mipu 12,6% ot manueHTruTe

, IeKyBaHH ¢ ronumymad B cpasaenue ¢ 11,0% npu

KOHTpoJIHUTE nanueHT. Hait-cepuosznurte HP, cho01menu 3a romuMymat, BKIFOUBAT CEPUO3HU
WHQEKIMY (BKIIOYUTEITHO CEeTCUC, MHeBMOHHMS, TB, HHBa3HBHU rbOWYHU M OTIOPTIOHUCTHYHH
nH(pEKINN), JeMIeTHHI3NpaIIy Hapyiienns, peaktuBanus Ha HBV, 3CH, aBronmyHHE mTpoiiecu
(mynyc-1ojjo0eH CUHAPOM), XEMATOJOTHYHU PEaKIIUU, CEPHO3HA CUCTEMHA CBPhXUYBCTBUTEITHOCT
(BKITIOUMTETHO aHA(IIAKTUYHA PEaKIIHs), BACKYIUT, TUM(OM U eBKeMus (BK. ToUka 4.4).

TabauyeH CIHUCHK HA HEXKEITAHUTE PCAKIINN

HP, nabmonaBanu B KITMHUYHYU M3MUTBAHUS U CHOOIICHH MTPH MOCTMAaPKETUHIOBaTa yroTpeda Ha
romuMyMab B cBeTa, ca onmcanu B Tabmuma 1. B pamkute Ha cuctemo-oprannute kiacose HP ca
M30pOEHHU T10 YECTOTa CIIOpe]] ClieAHAaTa KOHBeHNMsA: MHOTO decTd (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectu (> 1/1 000 no < 1/100); peaku (> 1/10 000 o < 1/1 000); muoro penku (< 1/10 000); ¢
HEW3BECTHA YeCTOTa (OT HATMYHUTE JaHHHU HE MOXe J1a Ob/Ie HalpaBeHa olleHKa). BBB Beska rpyna mo
YECTOTa HEeXKEJIAHUTE PEAKINH Ca PECTABEHH B HU3XOII PeJ] 10 OTHOIIIEHNE Ha TSIXHATa

CCPUO3HOCT.

Tab6auna 2
TaoanueH cnucsbK Ha HP

WNndexnuu u nndecranuu
MHoro yecTu:

Yectu:

Heuectn:
Penxu:

Wudexuns Ha ropHUTE AUXaTEHN THTUIIA (Ha30(papuHTHUT,
(hapuHTHT, TAPUHTUT U PHHUT)

Bakrepuannu nHpeKun (KaTo LETyInT), HHOEKIUI Ha
JOJTHHUTE TUXATeITHHU MBTUINA (KaTO MHEBMOHHS), BUPYCHH
nH(peKIuy (KaTo TPUIT U Xepriec), OpOHXHUT, CHHYHT,
MOBBPXHOCTHH I'bOMYHU MHPEKINH, adciiec

Cercuc, BKIIOYUTEIHO CENTHYCH IIOK, MUETOHEQPUT
TyOepkyo3a, ONOPTIOHUCTUYHH UHDEKIMHN (KaTO HApHUMeEp
MHBA3WBHH I'bOMYHHI MHQEKIMU [XHCTOIIa3MO034a,
KOKITUIMOUIOMIKO3a, ITHEBMOIIICTO3a], OaKTepHaiHa,
ATUIMWYHA MUKOOAKTEpHUaIHA U TIPOTO30HHA WHPEKIIHs),
peakTHBaIKs Ha BUpyca Ha XenatuT B, GakrepualneH apTpwr,
WHQEKIMo3eH OYypCcuT

Heormmaszmu — nobpokavecTBeHw,
37I0KQUECTBEHH M HEOTIPEICTICHU
Heuectu:

Penxu:
C Heu3BeCTHA YECTOTA:

Heomna3mu (kaTo pak Ha KokaTa, CKBaMO3HOKJIETHYEH
KapIIMHOM Y MEJaHOIIUTCH HEBYC)

Jlumdom, neBkemust, menanom, Merkel-kineTbueH KapiuHOM
XenaronuenaieH T-kaerpueH auMdom™, capkom Ha Kaposi

Hapymenus Ha kpbBTa 1 IMMQHaTa
cucrema

UYectn: JleBkoneHus (BKIIOYUTEIHO HEYTPOTICHUS), aHEMHUS
Heuectn: TpomOonuroneHus, HaHIUTOTICHUS
Penku: AmyacTudHa aHEMHs, arpaHyJIOIMTO3a
Hapymenns na mMmyHHaTa cucrema

UYectn: Anepruusu peakuuu (OpoHXOCHa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKAPHs), TOSUTUBUPAHE HA
aBTOAHTHUTEINA

Penkn: CepHoO3HM CHCTEMHU peaklMi Ha CBPBbXUYBCTBUTETHOCT

(BKJITFOUMTETHO aHA(DUIAKTHYHA PEAKIINs), BACKYJIHT
(cucTemeH), capKomI03a

1"




Hapymenus Ha eHnoKpuHHATA
cucremMa
Heuectn: Tupounuu HapymeHus (KaTo XUIMOTHUPEOHTUIBM,
XHUIIEPTUPEOUIN3BM H CTPyMa)

Hapymenns na metabonm3ma u
XpaHEHETO
Heuectn: IloBuiaBaHe Ha HUBaTa Ha KpPbBHATA 3axap, MOBUIIABAHE HA
HUBATa HA JIUMUANTE

[IcuxuyHy HapylIeHUS
Uectn: Jlempecus, 6e3chHUE

Hapymienns Ha HepBHaTa cucTemMa
UYectn: 3amaiiBane, rmaBoOomue, mapecTe3nst
Heuectu: HapymieHno paBHoBecue
Penxu: JlemuenuHu3Mpaniy HapymeHus (LEHTPaIHU WK
nepudepHu), TUCTey3Hs

Hapyuienus Ha ounte
Heuectn: Hapymenus Ha 3peHHETO (KaTo 3aMbIIIEHO 3pEHUE U
HaMaJIeHa 3pUTeIHa OCTPOTa), KOHIOHKTHUBHUT, aJeprusl Ha
ounte (KaTto chbpOEK B OUUTE U JIPa3HEHE)

CoppaedHy HapyLIEHUs
Heuectn: AputMmusi, HCXeMHUYHH KOPOHAPHU HApYLICHUS
Penku: 3acToliHa chpAeyHa HEAOCTATHYHOCT (HOBOIIOSIBUIIA CE€ MITH
BJIOIIABAHE HA BEU€ ChILECTBYBAIA)

Cb10BM HapyILICHUS
Uectn: AprepuaiHa XUMEepPTOHUS
Heuectn: Tpombo3a (kaTo Ab100Ka BEHO3HA TPOMO03a WM TpOMOO03a
Ha aopTara), 3a4epBsiBaHE Ha JHUIICTO
Penkn: ®enomen Ha Raynaud

PecnimparopHu, rpbaHY U
MeIMACTHHAIHU HapYIICHHS
Yectn: AcTMa M CBBP3aHU C aCTMaTa CUMIITOMH (KaTO XPHUIITEHE U
OpOHXHAaJHA XUTIEPAKTHBHOCT)
Heuectu: HMaTepctunmanna 6emoapobHa 6oect

CroMaIHo-4peBHN HapyLICHUS
UYectn: Jlucnerncusi, racTpOMHTECTHHATHA U a0Z0MHUHAIHA 00JIKa,
rajieHe, CTOMalTHO-YPEBHHU BB3MAIUTETHN HapyIIeHHs (KaTo
TacTPUT U KOJIUT), CTOMAaTUT
Heuectn: KoncTtunanus, ractpoezodareanta pediaykcHa 6oiect

XenatoOWIMapHu HapyLeHNs
UYectn: [loBumraBaHe Ha alaHWH aMUHOTpaHc(epas3ara, MOBHUIIABAHE
Ha acnapTaT aMMHOTpaHcdepasaTa
Heuectn: Xosenutrasa, 4epHOIPOOHU HAPYIICHHS

Hapyuienns Ha koxara
1 ITOJIKO’KHATA ThKaH
UYectu: Ilpyputyc, oOpus, anomnenus, 1epMaTHT
Heuectn: Byno3HM KOXHH peakuH, TICOpUa3uc (HOBOTIOSIBUII CE HITH
BIIOIIABaHE Ha BeYe CBIIECTBYBAI IICOPUA3HC,
naJMapeH/IIaHTapeH U MyCTYJI03€H), yPTUKapus
Penxu: JluxeHonaHM peakuuu, ekcoaranus Ha KoxKaTa, BACKYJINUT
(x0KeH)
C nHem3BecTHa yecToTa: BromaBaHe Ha CHMIITOMUTE HA JePMAaTOMUO3UT

Hapymenns na
MYCKYJHO-CKEJIETHaTa CUCTEMA U
CheIMHUTENTHATAa ThKaH
Penku: Jlynmyc-mogo0eH CHHAPOM
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Hapymenus na 660penure u
MUKOYHUTE ITHTHIIA
Penxu: HapymieHusi Ha TMKOYHUSL MeXyp, ObOpeUHH HApyIICHUS

Hapywmenus Ha
BB3IIPOU3BOJUTENIHATA CUCTEMA U
rbpAaTa
Heuectn: Hapynienus Ha repanuTe, MEHCTPYaJIHU HAPYIICHUS

OO0y HapymieHus U eheKTH
Ha MSCTOTO Ha MPHUIIOKEHUE
UYectn: [Tupexcusi, acTeHUsI, peakIysi Ha MACTOTO Ha WH)KEKTUPaHE
(kaTo epUTEM Ha MSACTOTO HA MHXKCKTUPAHE, YPTUKAPUS,
WHIypalys, 00Ika, KpbBOHACSIaHEe, IPYPUTYC, Apa3HEHE, U
mapecTe3ns), IUCKOM(OPT B 00IaCTTa Ha TPBIHUS KOIII
Penxu: 3abaBeHo 3apacTBaHe Ha paHu

Hapansianus, oTpaBstHus 1
YCIIO)KHEHUSI, BP3HUKHAIIN B
pe3yNTaT Ha HHTEPBEHIINH

Yectu: DpakTypu Ha KOCTUTE

*  HaOmonaBanu nipu apyru TNF Gimokepu.

B Ta3u Touka, MeaMaHaTa Ha TiepuoJia Ha MPoCIesBane (MPUOTU3UTETHO 4 TOMUHH) KaTo IS0 €
npejicTaBeHa 3a BCSIKO MPUIIOKEHHE Ha romuMyMad. Korato npuioXeHneTo Ha romuMymMa0 € OrmucaHo
CIIPSIMO J103aTa, MEJaHaTa Ha TIEPUOo/Ia Ha MPOCSIIBaHEe Ce MPOMEHs (TPUOTUZUTEIIHO 2 TOIUHU ITPU
no3a ot 50 mg, npubiin3uTenHo 3 roauHU pu A03a oT 100 mg), KaTo NaIrMeHTUTEe MOXKe Ja ca
MPEMUHAJH OT e/IHA J103a KbM J[pyTa.

Onucanue Ha U30paHu HEXKEJIaHU PEaKLIMU

Hngpexyuu

[Ipe3 KOHTpOJIMpaHUs IEPHUOJ] HA OCHOBHUTE W3IIUTBAHUS, c€ HaOr01aBa HH(PEKIINS Ha TOPHUTE
JIUXaTeTHH ITBTHIIA KaTO Hali-4eCcTO ChoOIIaBaHaTa He)KelaHa JIeKapcTBeHa peakiws mpu 12,6% ot
JIEKyBaHUTE ¢ romuMymad manueHTH (dectota Ha 100 woBekoroauuu: 60,8, 95% CI: 55,0, 67,1), B
cpauenue ¢ 11,0% npu konTporauTe nmanuentu (decrora Ha 100 yoBexoroaunau: 54,5; 95% CI: 46,1,
64,0). B koHTpONMMpaHu 1 HEKOHTPOJIUPAHH €TAMK HA TIPOYUBAHKITA, C MEHaHA HA MPOCIICIBAHE
MPUOIM3UTENTHO 4 TOUHY, YeCTOTaTa Ha MH(EKIINK Ha TOPHUTE AVXATEIHU TbTUINA Ha

100 yoBekoroauuu ¢ ouna 34,9 cinyuqas; 95% CI: 33,8; 36,0 3a ieKyBaHHUTE C TOJIUMYMa0 IMAIUECHTH.

[Ipe3 KoHTpOIMpaHUs IEPHO] HA OCHOBHUTE M3NUTBAaHUS ca HaOmoaBanu nHdeknun npu 23,0% ot
JIEKyBaHUTE ¢ romuMymMad manueHTH (dectota Ha 100 woBekoroamuu: 132,0; 95% CI: 123,3, 141,1), B
cpasuenue ¢ 20,2% npu kouTpoHUTE manueHTu (decrota Ha 100 woBekoroguuu: 122,3; 95% CI:
109,5; 136,2). B xoHTpOIMpaHu ¥ HEKOHTPOJIMPAHU €TaNy Ha M3MUTBAHUATA, C MEIMaHa Ha
MpocIesBaHe MPUOIU3UTEIHO 4 TOINHY, YecToTaTa Ha nHpekyn Ha 100 YoBekoroanHu € Onna
81,1 cubutust; 95% CI: 79,5; 82,8 3a tekyBaHUTE ¢ TOTUMyMa0 MMAIMEHTH.

[Ipe3 xoHTpONMUpanus nepuos Ha n3nutBanusaTa 3a RA, PsA, AS u nr-Axial SpA ca HaOmoaBanu
cepuo3nu nHpexuuu npu 1,2% ot nekyBanute ¢ ronumymad nauneHTd u 1,2% oT nauueHTuTe B
KOHTpoJiHATa rpyna. Yecrorara Ha cepro3nute nHpekiny Ha 100 4oBEKOTOAUHY MPH MPOCIICASIBAHE B
KOHTPOJIMPaHuS MEpUo Ha m3nuTBanusaTa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6;
11,1 3a rpynara na romumyma6 ot 100 mg, 2,9; 95% CI 1,2; 6,0 3a rpynara Ha ronmumymab ot 50 mg u
3,6; 95%CI: 1,5; 7,0 3a mmame6o rpymara. [Ipe3 KoHTpoIupanus Mepruoa Ha U3MUTBAHMS HA
WHIyKIIMOHHA Tepanus ¢ ronumyMad nipu UC, ceprosnn uHbekun ca Hadmoaapanu mpu 0,8% ot
NalUeHTHTE, JEKYBaHH ¢ ToJMMyMal, B cpaBHeHue ¢ 1,5% OT mauueHTHTe B KOHTPOJIHATA IPyIIa.
Cepuosanrte HHGEKIUHN, HAOII0JaBaH! MTPH MAIMEHTHUTE, JIEKYBAaHHU C TOJIMMYyMab, BKIIOYBAT
TyOepKyo3a, 6akTepraiau HHPEKINH, BKITIOUYNTEIHO CENICUC U THEBMOHNS, HHBa3UBHU I'bONYHH
MH(EKIUU U APYTH ONOPTIOHUCTUYHHU HHpeKIuH. Hsikon oT Te3n uHdekuun ca 01y ¢ jietajieH
U3X0J. B KOHTpoOIMpaHuTe 1 HEKOHTPOIMPAHUTE €TalM HA OCHOBHUTE M3IUTBAHUA, C MEANAaHA HA
MpociiesIBaHe 10 3 TOAWHM, € HaOlto1aBaHa IMo-BUCOKa YeCTOTa Ha CEpHO3HN HH(DEKITHH,
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BKJIFOUUTEIIHO OMOPTIOHUCTUYHY HH(eKuy 1 TB npu nanuenty, nonydasanu 100 mg romumymao, B
CpaBHEHHUE C MalMEHTH, oay4yaBanu 50 mg ronumymatd. Uectorara Ha BCHYKH CEPUO3HHM HHPEKIIUN
Ha 100 yoBekoroaunu ¢ Ouna 4,1; 95% CI: 3,6; 4,5, npu nanuenTure, noixydasanu 100 mg
romumymao u 2,5; 95% CI: 2,0; 3,1 npu nanuenTure, noxy4asanu 50 mg roaumymao.

3noxkauecmeenu 3a60126anus

Jlumghom

ITo BpeMe Ha OCHOBHWTE M3MHUTBAHUS Y€CTOTAaTa Ha Pa3BUTHE HA TUM(OM IpH JIEKyBaHUTE C
roITuMyMa0 MalMeHTH € TI0-BUCOKa OT OYaKBaHaTa B o0IIara nomynamus. B konTponnpannte u
HEKOHTPOJIMPAHUTE €TAlK Ha TE€3U M3MHUTBAHMA, C MEMaHa Ha MPOCIIEAsIBaHE 10 3 TOAMHH, €
Ha0JIroaBaHa Mo-BUCOKA YecToTa Ha TMM(GOM NpH MaueHTure, noydaBany 100 mg ronumymao, B
CpaBHEHHE C MalMeHTHTe, mory4asanu 50 mg romumymab. Jimmdom e quarnoctumpan npu

11 ygactaunm (1 B TepaneBruuHuTe rpynu Ha 50 mg romumymad u 10 B TepareBTHYHHUTE TPYIH Ha
100 mg romumymag), ¢ yecrota (95% CI) Ha 100 yoBEeKOTOJMHHM 32 MEPHOIA HA TIPOCIICASIBAHE TIPH
0,03 (0,00; 0,15) m 0,13 (0,06; 0,24) crmygasi, croTBeTHO ITpH romumMymad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cayuas npu mnanedo. [lo-ronsma gacT oT ciaydyante Ha pa3BUTHE Ha TUMQOM ca
BB3HUKHAIHU npu npoyuBaHeTo GO-AFTER, koeTo BkIII0UBa MAlMEHTH € TPEIX0IHA €KCIIO3UIINS Ha
TNF-aHTaroHuCTH, KOUTO Ca UMAJH MO-TOJIsIMAa MTPOIBIDKUTEITHOCT U pepakTepHOCT Ha
3a005BaHeTO (BXK. Touka 4.4).

3noxauwecmeenu 3a001868aHUs, PAZAUYHU O IUMPOM

B koHTpOJMpaHUTE MEPUOIM HA OCHOBHUTE M3MUTBAHMS, KAKTO U IO BpeMe Ha PUOTH3UTEITHO
4-roIMIIHOTO MIPOCIICASBAHE, YSCTOTaTa Ha Pa3IMUYHUTE OT JTUM(POM 37I0KaUECTBEHH 3a00JIABaHus (C
HN3KJIKUYCHUC HA HEMCIIAHOMHUA KOXKCH paK) € CXOlHa B prnI/ITC Ha JICUCHUC C I‘OJ'[I/IMYMa6 nu
KOHTpONHUTE Tpynu. [1o BpeMe Ha MPUOTU3UTEIHO 4-TOJUITHOTO MPOCICIIBAHE YeCTOTaTa Ha
pasIugHUTE OT TUMQOM 3TI0KaUYECTBEHH 3200IIBaHNUS (C N3KIIIOUEHIE HA HEMEITaHOMHUS KOJKEH PaK)
€ CXOJIHa C Ta3H B 00II[aTa MOMmyJIaIusl.

ITo BpeMe Ha KOHTPOJIMPAHUTE U HEKOHTPOJIIMPAHUTE IEPHOAN HA OCHOBHUTE M3MIUTBAHMUS, C MEIMaHA
Ha TpociiesiBaHe 0 3 TOJUMHH, HEMEIAHOMEH PaK Ha K0)KaTa € TUarHOCTULIMPAH IpH 5 OT
YYacCTHUIUTE, MpreMaiu 1miane6o, 10 ot npuemanute roaumymad 50 mg u 31 ot npuemanure
romumymad 100 mg npu yecrora (95% CI) Ha 100 goBekoroaunu 3a nepuoja Ha npociessane 0,36
(0,26; 0,49) o6mo mpu romumymad u 0,87 (0,28; 2,04) nmpu mnanedo.

ITo BpeMe Ha KOHTPOJIMPAHUS U HEKOHTPOJIUPAHHUS TIEPHO HA OCHOBHHUTE M3MUTBAHUS, C MEIMaHa Ha
NpOCIeIIBaHe 10 3 TOAMHH, 3JI0KAYECTBCHU 3a00JIIBAHNS C U3KITIOUCHHUE HA MEJIAHOM, HEMEJIAaHOMEH
KOXEH paK ¥ JUM(OM ca TUarHOCTUIIMPAHU IIPU S-Ma YYaCTHHUIIHU, IPUEMaIH mianebo, 21 ot
npueMaiute ronmumymad 50 mg u 34 ot npuemanure ronumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoromuHY 3a neproAa Ha npocneasane 0,48 (0,36; 0,62) o6mo 3a romumymad u 0,87 (0,28;
2,04) 3a mutanie6o (BxK. Touka 4.4).

Cvoduenusn om KIuHUYHY USHUNBAHUS 3d JIeYeHue Had AdCIMMA

B ekcruiopaTopHO KIMHUYHO MTPOYYBaHE NAMEHTH C TEXKa IMEPCUCTHPAILA aCTMa ca MOy HIIN
HaToBapBaria mo3a rorumymad (150% ot onpenenenara TepaneBTUYHA /103a) TOIKOXKHO Ha

cenmuna 0, cies koeto ca JexyBaHu ¢ ronumymad 200 mg, romumymad 100 mg nnu romumymad

50 mg MoAKOXKHO Ha BCeKH 4 cenMuIy 1o ceamuia 52. [Ipu nanueHTuTe Ha JIeYeHHEe C TOTMMyMa0
(n=230) ca cpo0mIeHn 0ceM 37I0KaUYECTBEHH 3a00JIIBaHUS 1 HUTO €IHO NPY NAaIMEeHTUTE Ha Tu1anebo
(n=79). Crobuienue 3a mumMpoM UMa Tipu | MaIMeHT, 3a HEMEITAHOMEH paK Ha KoxKaTa IpH 2-Ma
NAaIMEHTH U 3a APYTH 3JI0Ka4yecTBEHH 3a00JsIBaHUs IpH 5 nanuenTd. Hsama npesanupane Ha
OTIpeJIeJIeH BH/I 3JI0KAUYECTBEHO 3a00JIsIBaHe.

[To Bpeme Ha mIane00-KOHTPOIMpaHaTa YacT Ha IPOyYBaHETO yectoTaTta Ha nosiea (95% CI) Ha
BCHYKH 3JI0Ka4eCTBeHHU 3a00saBaHus Ha 100 4OBEKOTOJMHM MTPOCIIE/IBaHE HA MAIUCHTUTE, JICKyBaHH
¢ ronmumyma0, e omia 3,19 (1,38; 6,28). B Toa nmpoyuBane dectoraTa Ha nosiea (95% CI) Ha

100 4oBEKOT'OUHM MTPOCIIEABAHE MPH MMALIMEHTUTE, JIEKYBaHU ¢ rojaumymao, e omma 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HEeMenaHOMEH KoxkeH pak u 1,99 (0,64, 4,63) 3a 1pyru 310Ka4eCTBEHU
3a0onaBanus. [Ipu yuacTHuIuTe Ha TUTaie60 yectorata Ha mosBa (95% CI) Ha Te3u 3moKa4ecTBEHU
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3abomnsBanusg Ha 100 goBekoroauuu e 6mna 0,00 (0,00, 2,94). 3HaunMocTTa Ha TE3H PE3yJITATH HE €
W3BECTHA.

Hesponozuunu cvoumus

B koHTpOJIMpaHuTEe N HEKOHTPOIMPAHUTE MEPUOIH HA OCHOBHUTE M3IUTBAHMS, C MEIaHa Ha
npoclesBane 0 3 TOAWHY, ¢ Ha001aBaHa M0-BUCOKA YeCTOTA Ha JIEMHUCITHHU3AIHS TIPU
MAIUCHTUTE, MOJTy4aBaiu romumymad 100 mg, B cpaBHEHHE C MAIMEHTHUTE, TOTyYaBalid TOIUMyMa0
50 mg (Bx. Touka 4.4).

Tosuwasane Ha 4epHoOpOOHUME eH3UMU

B koHTpOIMpaHus neproa Ha OCHOBHHUTE M3NUTBaHUsA 32 RA u PsA ce mosBsiBar ek NOBUIICHUS Ha
AJIAT (> 1 u < 3 x ropHara rpanuna Ha Hopmarta (ULN), cbC cXOTHHM YECTOTH B TPYIUTE HA
roJuMyMald ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
MAIUCHTHUTE); KaTO B M3MMUTBAHUATA 3a JiedeHne Ha AS u nr-Axial SpA mpu moBeue NaueHTH,
JIEKyBaHU ¢ TOMMMyMa0, ce e osBrIIo Jieko nosumaBaHe Ha AJIAT (26,9%), OTKOIKOTO Ipu
koHTponHuTe nanueHTH (10,6%). [lo Bpeme Ha KOHTPONMPAHUTE U HEKOHTPOIUPAHUTE NEPUOIHN HA
OCHOBHHUTE M3MMTBAHUs 3a JeueHrne Ha RA u PsA, ¢ MeinaHa Ha mpociiesiBaHe PUOIU3UTETHO

5 roauHM, yecToTaTa Ha Jiekute nopumasanus Ha AJIAT B u3nurBannsaTa 3a teucHrue Ha RA 1 PsA e
CXOJIHA MIPH JIEKYBAaHHUTE C TOJIMMYyMa0 NallMeHTH U KOHTPOJIHUTE MAMEeHTH. B KOHTponupaHus
MepUo]] Ha OCHOBHUTE U3MUTBAHMs HA HHAYKUMOHHA Tepanus ¢ ronumymad npu UC ca Bb3HUKHAIH
nexu nopuiieHns Ha AJIAT (> 1 u <3 x ULN) B cX0JHH ChOTHOILIEHUS NPH JIEKYBaHUTE C
roJuMyMad ¥ KOHTPOJIHUTE NauueHTu (cboTBeTHO §,0% 1o 6,9% ). B koHTponupanure u
HEKOHTPOJIMPAHUTE MEPUON Ha OCHOBHM n3nuTBanus 3a UC ¢ MeauaHa Ha IpocieisiBaHe
NPUOTU3UTETTHO 2 TOJIUHH NPOLIEHTHT Ha auueHTuTe ¢ Jieku noBumenus Ha AJIAT e 24,7% npu
NalUeHTH, IPUEeMally ToiuMyMal 1o BpeMe Ha eTana Ha MOJAbprKalla TepaIus OT IPOYUBAHETO IPU
UC.

B koHTponvpaHus neproa Ha OCHOBHM M3MUTBAHU 3a JieueHre Ha RA n AS nouinaBanusara Ha
AJIAT > 5 x ULN He ca 4yecTH, KaTo Te ca HaOJII0IaBaHU TI0-9€CTO MPH MAIUEHTHTE, JIEKyBaHH C
roaumymad (0,4% 1o 0,9%), otkonkoTo nipu koHTposHuTe narueHtu (0,0%). TakaBa TeHACHIUS HE
ce Ha0IIo1aBa NPy MaMeHTHTE C IcopraTuueH apTput. [1o BpemMe Ha KOHTPOJIUPAHUTE U
HEKOHTPOJIMPAHUTE TIEPHOIN Ha OCHOBHUTE W3MUTBAHUS, C MEMaHa Ha IPOCIeAsIBaHe 5 TOANHH,
yecroraTta Ha noBumasane Ha AJIAT > 5 x ULN e cxoaHa npH JeKyBaHHUTE C TOIMMYMad MalMeHTH U
MIpU KOHTPOJIHUTE MarueHTH. KaTo 1510 Te3u MOBUIIaBaHNA Ca aCUMIITOMHHU U CTOIHOCTHUTE ce
MOHM)KaBaT WM C€ HOPMaJIM3UpPAT U MPH OTIAJAHAIN OT M3IUTBAHETO NALMEHTH, M IPU TaKUBa, KOUTO
NPOABIDKABAT /14 YIacTBaT, KAKTO M IPY KOPEKLHS Ha [IpUeMa Ha JIPYTHd JIEKAPCTBEHH NPOLYKTH.
Hsma cpo0mienn ciyyan 1o BpeMe Ha KOHTPOJIUPAaHHUS U HEKOHTPOJIMPAHUS TIEPHOJT Ha MPOYIBAHETO
3a nr-Axial SpA (o 1 roguHa). B KoHTponupaHust epruo/] Ha OCHOBHYU M3MIMTBAHUS HAa WHYKIIMOHHA
tepanus ¢ ronumymad npu UC ca Be3HukHanu nosuiienus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOIIIEHHS TIPY JIEKYBaHUTE C TOTMMyMal ¥ MarnueHTuTe, npuemMai mianedo (ceorsetHo 0,3% 10
1,0% ). B xoHTpONMpaHnuTe U HEKOHTPOJIUPAHUTE NMEPHOAN Ha OCHOBHH n3nuTBaHus 3a UC ¢ Mequana
Ha MpocJieAsiBaHe NPUOIM3UTENHO 2 TOAWHY NIPOLEHTHT Ha MAlMeHTHTe ¢ noBuiieHust Ha AJIAT

> 5 x ULN e 0,8% npu nanueHTH, IpueMaliy roimMyMad 1o BpeMe Ha eTamna Ha o IbprKalia
Tepanus ot npoyuBaneto mpu UC.

B ocHoBHHE u3nuTBaHMs 3a nedeHue Ha RA, PsA, AS u nr-Axial SpA, equH manueHT, BkitoueH B RA
U3IUTBAHE ¢ MPEIIISCTBAIM YSPHOAPOOHH OTKIOHEHHS U IIPUEM Ha JIPYTH JICKApCTBEHH MPOIYKTH,
KOKTO € JIEKyBaH ¢ rojiuMyma0, € pa3Buil HeMH(EKIIMO3EH XENaTHT ¢ UKTep, ¢ JeTajieH usxo. He ce
M3KIII0YBA POJIATA HA TOJTUMYMal KaTo JOTPHUHACSII WIH yTeXKHSIBAII (DaKTop.

Peaxyuu na macmomo ua unsxcekmupate

B xoHTpOnupaHuTe eproan Ha OCHOBHU U3MUTBAHUA 5,4% OT NMAIlMEHTUTE, JIEKYBaHU C TOIMMYyMao,
ca MOJIYYMJIM PEAKI[UU Ha MSICTOTO Ha MHXKEKTHpaHe B cpaBHEHUE € 2,0% OT KOHTPOIHUTE MMALIUEHTH.
HanngmeTo Ha aHTHTENA Cpelry TOMMYyMa0 MOJKE J1a TIOBHIIK PUCKA OT PEAKIIMK Ha MSCTOTO Ha
nmxekTupane. [loBeuero peaknuu Ha MACTOTO Ha MHDKEKTHUPAHE Ca JICKU 10 YMEPEHO TEXKKH, KaTO
Hali-uecTaTa € epuTeM Ha MACTOTO Ha MHkKeKkTupaHe. KaTo 1510 mosiata Ha peakiuy Ha MSICTOTO Ha
WH)KEKTHpaHe He Hallara MmpeKkpaTsABaHe Ha MPUI0KEHNETO Ha JEKapCTBEHHS MPOTYKT.
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B xouTponupanute usnuteanus dasa IIb u/unm 111 3a neyenne na RA, PsA, AS, nr-Axial SpA, Texxka
nepcucTupania actma u B usnuteanus ¢asa II/111 3a neuenne Ha UC, HUTO €AMH OT JICKYBaHUTE C
roJIUMyMal MalMeHTH HEe € Pa3BuI aHa(WIAKTHYHA PEaKIusl.

Asmoanmumena

[To BpeMe Ha KOHTPOJIMPAHU U HEKOHTPOJIHMPAHU MTEPHOAN HA OCHOBHY M3MUTBAHUS C SHOTOIUIIICH
MIEPHUO/I Ha TpociieAsiBane, IpH 3,5% OT mannueHTHTe, JIEKyBaHu ¢ ToauMyMab, u 2,3% ot
KOHTPOJIHUTE TAIMEHTH 33 TbPBU BT ca ycTaHoBeHH ANA (B tuthp 1:160 mnm mo-Bucok). B kpas Ha
€HOTOMIITHOTO MpocieasBane HanuueTo Ha aHTH-dsDNA anTuTena npu u3zxoauo antu-dsDNA
oTpunatenHu naueHTu e 1,1%.

Ileouampuuna nonynayus

Tonruapmuxynapen 106eHuneH UOUONAMUYEH APMPUM

besomacHocTTa Ha TonmMMyMab e mpoydena B mpoyuBaHe ¢asa Il mpu 173 manuenTn ¢ pJIA Ha
BB3pacT oT 2 1o 17 roguan. CpeaHOTO IpocieasiBaHe € MPUOIM3UTENHO IBE TOAMHA. BUABT U
YecToTaTa Ha HeXKENaHUTE PEeaKuy, ChOOIIEH! B TOBA IPOYYBaHe, KaTo ISUI0 ca IMOoI00HH Ha Te3H,
HaOJII0aBaH! B IPOYYBaHU [IPU BB3PACTHU C PEBMAaTOUAEH apTpPUT.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAHH PEaKIIUH

CpoO11aBaHeTo Ha MOI03UPAaHH HEXKEJIaHU PEeaklUy cJie]] pa3pelllaBaHe 3a ynoTpeOa Ha JIeKapCTBEHUs
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIB/DKH HAOIIOACHUETO Ha ChOTHOLICHUETO 0I3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIMIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
NO/I03MpaHa HeXeJlaHa PeaKlys uype3 Hal[MOHaIHAaTa CUCTeMa 3a ChOOIIaBaHe B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia I'pyeB” Ne §

1303 Cocpus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

B xnuHMYHO npoyuBaHe enuHuYHH 1034 10 10 mg/kg ca nHKEKTUpaHU WHTPABEHO3HO O€3 MPOosIBH HA
TOKCHYHOCT, OTpaHHYaBalla Jo3ara. B ciydail Ha npeno3upaHe ce IpenopbuBa NAUEHTHT 1a OCTAHE
o1 HabJoIeHNe 3a TIPU3HAIIM ¥ CHMIITOMHU Ha HEXEJIaH! Peakllny, KaTo He3a0aBHO ce 3alovHe
MOAXOSIIO0 CUMIITOMATUYHO JICYECHHUE.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmakoTepaneBTu4Ha rpyna: iMyHocynpecopu, HHXUOUTOPH Ha TyMOP-HEKPOTU3UpAIIUs (GakTop
anda (TNFa), ATC xom: LO4AB06

MexaHnnu3bsM Ha JIEHCTBUE

TlNonumyMab e 4oBeIIKO MOHOKJIOHAIHO aHTUTSIIO0, KOeTO 00pa3yBa cTaOMIeH KOMILJIEKC ¢ BUCOK
a(MHUTET KaKTO KbM pa3TBOpUMaTa, Taka U KbM TpaHcMeMOpaHHata hopma Ha yoBenikus TNFa,
KOETO MpeaoTBpatsaBa cBbp3BaHeTo HA TNFo kbM perientopute my.

DapmakoagMHAMUYHY eEKTH

JoxkazaHo e, ye cBbp3BaHeTO Ha yoBewkusl TNF ¢ ronmumymab HeyTpanusupa uaayuupanata or TNFa
eKCIpecHsl Ha MOBBPXHOCTTA Ha YOBEIIKUTE SHIOTEITHN KIETKH Ha QJIXC3HOHHUTE MOJIEKYITH
E-cenextun, choBa ajgxe3ronHa monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MeXIyKJIeTh4YHa ajxe3nonHa moriekyina 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymad naxuOupa u uHayuupanara ot TNF cexkpeuns na uarepiaeskus 6 (IL-6), IL-8 u
rpa"yJonuT-Makpodar komoHoctumyupar ¢akrop (GM-CSF).
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B cpaBHeHme ¢ rpynuTe Ha mianedo ¢ HaOJIfoaBaHo U 0I00pEeHNe TI0 OTHOIIECHNE Ha CTOWHOCTHUTE
Ha C-peaktuBHus npotenH (CRP), kato neuenneTo cbe Simponi € J0BENO 10 3HAYNMO OHMKABaHE
CIPSIMO U3XOJAHUTE CTOMHOCTH Ha cepymMHUTEe HUBA Ha IL-6, [CAM-1, MaTpukcHarta
metanonporenHasa 3 (MMP-3) u cemoBoennoTennus pactexxer gakrop (vascular endothelial growth
factor, VEGF) B cpaBHeHue ¢ KOHTpOHOTO Jeuenue. B nombnHenue, HuBatra Ha TNFa ca ce
MTOHIDKIIIN TIpH manueHTuTe ¢ RA n AS, a ipu manuenture ¢ PsA ca ce moHmknan HuBaTa Ha [L-8.
Tes3u mpoMenu ca HaOMIOJaBaHU TP ITbpBaTa OlleHKa (ceaMHUIa 4) clies 3aroyBane Ha MPUIOKEHUETO
Ha Simponi ¥ KaTo ISUI0 ca ce 3aAbpKalk 0 ceamuna 24.

Knnanuna edukacHocT

Tonuapmuxynapen 106eHuiern UOUONAMU4eH apmpum

be3onacHocTTa M epukacHOCTTa Ha Simponi ca OIICHEHH B paHAOMH3UPAHO, JBOWHOCIIAIO, Tane0o-
KOHTPOJIMPAHO Mpoy4BaHe, ¢ ¢a3a Ha orrerysiHe oT geyenneTo (GO-KIDS) npu 173 nena (ua Bp3pacT
oT 2 g0 17 ronunn) ¢ aktuBeH pJIA, ¢ Hali-MaIKo 5 aKTUBHU CTaBH U HE3aJI0BOJIUTEIICH OTTOBOP KbM
MTX. [ena ¢ nomuaptukynapex JIA (monuapTpuT ¢ OIOKUTENEH WA OTPHUIIATEIICH PEBMaTOHIEH
(baxTop, pa3UIMPEeH OJUTOAPTPHT, FOBECHUIICH TICOPHATHIEH apTpUT Win cucteMmeH JIA, Oe3 HacTosmm
CHCTEMHH CUMIITOMH) Ca BKJIIOYCHHU B MPOyYBaHeTo. MearaHaTta Ha Opost aKTUBHH CTaBU Ha U3XOIHO
HUBO Ha aKTUBHU cTaBu € 12, a cpegaust CRP e 0,17 mg/dl.

Yact 1 Ha mpoy4uBaHETO ce ChCTOM OT 16-ceMHuyHa OTBOpEHa (a3a, B KoATo 173-Te BKIIOUYEHH Jera
ToJIy4YaBar MmoAKoxkHo Simponi 30 mg/m? (Makcumanno 50 mg) Ha Beeku 4 cenmunm u MTX. 154-te
Jiera, KOUTO ca IOCTUTHAIIM OTrOBOp TTo AMepukaHckus Konex no pesmaronorus (ACR) Ped 30 Ha
cenmuna 16 ca BriroueHu B Yact 2 Ha Mpoy4YBaHETO, paHIOMU3MpaHaTa (a3a Ha OTTETJISIHE OT
JIEYEHUETO, M MoTydaBat Simponi 30 mg/m? (Makcumanuo 50 mg) + MTX umu miane6o + MTX Ha
Beeku 4 ceqmunn. Cren 060CTpsiHE Ha 3a00ABaHETO, Jelara mojty4yasar Simponi 30 mg/m?
(makcumanno 50 mg) + MTX. Ha cenmuna 48, nenata ca BKIIOYEHHU B IBITOCPOYHO MPOIBIKEHHE HA
MPOYYBaHETO.

Jenara, BKIIIOYEHN B TOBa IpOy4YBaHe, rmokassart orroBopu mo ACR Ped 30, 50, 70 u 90 ot ceamuna 4.

Ha cepmumna 16, 87% ot nemnara orroBapst mo ACR Ped 30, a 79%, 66% u 36% oT nemnara chOTBETHO
otroBapsT 1o ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha cenmumia 16, 34% ot nenara umar
HEaKTHUBHA 00JIECT, OMpeie/icHa KaTo HAJIMYMe Ha BCHYKHU OT CJICHUTE: HAMAT CTaBU C aKTHBCH
apTPUT; HIMAT TEMIIEPaTypa, O0PUB, CEPO3UT, CIUICHOMETANIHS, XeIIaTOMETrallusl WK TeHepaTu3upana
mumbaaeHonaTus, Jbokama ce Ha JIA; Hamar aktuBeH yBeuT; HopMmaiHa ESR (< 20 mm/4ac) wnn
CRP (< 1,0 mg/dl); rmobanHa orieHKa Ha JeKkaps 3a aKTUBHOCTTA Ha 3a0ossiBaHeTo (< 5 mm o VAS);
MIPOIBLIDKUTETHOCT HA CyTpPENTHaTa CKOBAaHOCT < 15 MUHYTH.

Ha cepmuna 16 Bcrmuku komnoneHTr Ha ACR Ped mokasBar KTMHHYHO 3HAYMMO TIOJJOOpPEHUE OT
M3X0AHOTO HUBO (BXkK. Tabmuima 3).

Tadauna 3
IonoOpenus oT n3x01HO HOBO HAa KOMNOHeHTUTEe HA ACR Ped Ha cexmuna 16*
Meauana Ha
nog00peHueTo B
NMPOLEHTH
Simponi 30 mg/m?
n®=173
['moGanHa oueHka Ha jekaps 3a 3adossBaHeto (VAS® 0-10 cm) 88%
I'mobanHa orieHKa Ha yYaCTHUKA/POIUTEIS 32 ISUIOCTHOTO ChCTOSTHHE 67%
(VAS 0-10 cm)
Bpoii Ha akTUBHHUTE CTaBH 92%
Bpoii Ha cTaBuTE ¢ OrpaHUYeH 00XBAaT HA ABHKCHUE 80%
®usnuecka pyrkuus no CHAQ! 50%
ESR (mm/h)* 33%
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H3XO0JHO HUBO = ceamuua 0

by OTpa3siBa BKIIOYCHUTE NAllUEHTH

VAS: Bu3yanHa aHanorosa ckaia

CHAQ: BorpocHuk 3a olieHKa Ha JJETCKOTO 3/IpaBe

ESR (mm/h): ckopocT Ha yTasiBaHe Ha €pUTPOLIUTUTE (MIJIMMETPH Ha Jac)

[TbpBUUHaTa KpaliHa TOYKa MPH MpoILeHTa Jena, kouto otroBapsaT no ACR Ped 30 na cenmuna 16, u
NpY KOUTO HsIMa 000CTpsHE Ha 3a00sBaHETO MeX Ay cenmuna 16 u cenmuna 48 He € JOCTUTHATA.
IIpu mo-ronmsiMaTa 4acT OT Jerara HiMa 000CTpsHE Mexay ceamuna 16 u ceamuma 48 (ChOTBETHO
59% B Simponi + MTX rpynara u 53% B mnaue6o + MTX rpynata; p = 0,41).

IIpenBapuTenHo onpeAencHUTe NOATPYIIOBY aHATTM3W HA IbPBUYHATA KpailHa TOYKa CIIOPEN
m3xoguuTe crotHocTr HA CRP (> 1 mg/dl cripsimo < 1 mg/dl) moka3Ba mo-BUCOKH HUBa Ha 0OOCTpSHE
NpY YYaCTHHIIM, JIeKyBaHH ¢ mane6o + MTX, cnpsmo Simponi + MTX, npu y4acTHHLIN ¢ U3XOAHU
croiitnoctr Ha CRP > 1 mg/dl (87% copsimo 40% p = 0,0068).

Ha cenmuna 48, 53% u 55% oT nenata, BKIIOYSHH ChOTBETHO B Ipynara Ha Simponi + MTX u
rpynata Ha miane6o + MTX, orrosopsar no ACR Ped 30, u ceorBetHO 40% 1 28% OT neuata B
rpynara Ha Simponi + MTX u rpynara Ha riane6o + MTX, ca ¢ HeakTHBHO 3a00nsBaHe.

Peemamouden apmpum npu 6b3pacmuu

EdwukacHoctTa Ha Simponi e 10Ka3aHa B TP MHOTOIIEHTPOBH, PAHJOMHU3UPAHH, TBOWHO-CIIETIH,
TTane6o KOHTPOJIMPaHU Ipoy4YBaHusl, BKitouBay Haa 1 500 marmenty Ha BB3pact > 18 roguan ¢ RA
C YMEPEHO JI0 CHIIHO W3pa3eHa aKTUBHOCT, JMArHOCTUIMPAH CIOPE]] KpUTEPUHUTE Ha AMEPHKAHCKHUS
kosex no peemaroinorust (ACR), mone 3 mecena npenu ckpuauHTa. [larmenTrnre ca nmanu mone

4 orounu u 4 OONE3HEHU CTaBU. Simponi WK Tanedo ca OMIM MHKEKTHPAHU TIOJTKOKHO BEIHBK Ha
BCEKU 4 CeIMMUIIH.

B GO-FORWARD ca onenenn 444 namuenTn ¢ akTuBeH RA BrIpeku ctabuitHaTa 103a OT MOHE

15 mg/cenmuano MTX u kouto He ca ekyBanu npeau ToBa ¢ TNF-anraronucr. [lanmenTure ca
paHIOMU3UpaHu Ja moiyyasart miamne6o + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mrane6o. [launenture, kourto ca nomyyasanu mwianedo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnen cenmuna 24. Ha cenmuria 52 manueHTHTE ca BKJIFOUYEHH B OTKPUTO
J'BJITOCPOYHO NPOABIKEHUE Ha TIPOYYBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, JIEKYBaHH MIPEAU TOBA C €IMH WU TIOBEUE OT
TNF-antaronucrute aganuMymad, eTanepent wiv uapiaukcumad. [TaimenTure ca paHIOMU3UpaHH
Ja ronyyaar 1ane6o, Simponi 50 mg wmu Simponi 100 mg. ITo Bpeme Ha poy4YBaHETO Ha
MAIMEHTHTE € pa3pelieHo Aa mpoabnkat cerbTeTBamoTo DMARD neuenue ¢ MTX, cyndacanazun
(SSZ) w/vmm xunpoxcuxinopoksud (HCQ). O6siBeHuTE NpUYMHY 32 IPEKpaTsBaHe Ha
npeamectBamoTo anTu-TNF neuenne ca nurnca Ha edukacHocT (58%), HenonocumocT (13%), w/unu
pasIn4Hu OT 0€30MacHOCTTa U epUKacHOCTTa PUIMHH (29%, MpeauMHO 1o (PMHAHCOBU
CHOOpasKeHHS).

B GO-BEFORE ca onenenu 637 manuentu ¢ aktTuBeH RA, kouto He ca monyuaBan MTX u He ca
nexyBaHu npeau ToBa ¢ TNF-antaronuctu. [lanmenture ca pangoMu3UpaHy Ja NoTy4aBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wm Simponi 100 mg + rutane6o. Ha
ceaMuIa 52 MaUeHTUTE ca BKIIOYEHH B OTKPUTO JABJITOCPOYHO MPOABIDKEHUE HA IPOYYBAHETO, B
KOETO MaleHTHTe, oryyaBany mianedo + MTX, kouto ca umanu rnoxne egHa Ooe3HeHa WK NOAyTa
CTaBa, ca NpEeMHUHAIN Ha jJedeHue cbe Simponi 50 mg + MTX.

B GO-FORWARD (cpBMECTHUTE) MBPBUYHU KPaliHH ca MPOLEHTHT NAMEHTH, IPH KOUTO €
nmocturaat ACR 20 orrosop Ha cenmunia 14 u nogoOpenueTo Ha cenqmuna 24 mo BerpocHuka 3a
OIICHKa Ha 3/[paBoCiIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbPBUYHATA KpailHa TOYKa € MPOLEHTHT MAMeHTH, pu KouTto e gocturnat ACR 20 otroBop Ha
ceaqmuna 14. B GO-BEFORE cbcraBHUTE MBPBUYHU KPAMHU TOUKHU Ca NPOLEHTHT MAUEHTH, OpU
kouto ¢ mocturaHat ACR 50 orroBop Ha cenmuna 24 v TpoMsiHaTa B MOTUGDUITHPAHKS pPE3yTaT 110

18



van der Heijde-Sharp (vdH-S) nHa ceamuiia 52. OCBeH IbpPBUYHUTE KpaliHU TOUKH € HalpaBeHa
JIOIBJIHUTEIHA OIIEHKA HA BIMSHUETO HA Simponi BbpXY MPH3HAIMTE U CHMIITOMHUTE HA apTPHT,
peHTreHorpad)cKu OTrOBOP, TEACCHN (PYHKIIHMH U CBBP3aHUTE ChC 37PABETO MOKA3aTEIH 32 Ka4eCTBO
Ha JKUBOT.

Karo ms15mo He ca ycTaHOBEHH KIIMHUYHO 3HAYMMU Pas3iNdus B TIOKa3aTeUTe 3a e(hUKaCHOCT MEXKITY
nanueHTuTe, nomydasaum Simponi 50 mg u 100 mg, cbe crmpreTBan] npueM Ha MTX Ha

ceamuma 104 B GO-FORWARD u GO-BEFORE u na ceqmuta 24 8 GO-AFTER. BwB Bcsiko ot RA
MPOyYBaHUSATA CIIOPE]] MM3aifHa Ha TPOYYBAHETO, MANIMEHTUTE B ABJITOCPOYHOTO IMPOIBIDKEHIE Ha
MPOYYBAHETO MOXKE Jia ca cMeHsuH Jo3ute Simponi ot 50 mg Ha 100 mg u 00paTHO 1O MpereHKa Ha
JieKapsi B IPOYYBAHETO.

Ipusnayu u cumnmomu
OcHoaute ACR pesynraru 3a no3a Simponi 50 mg Ha cenmunu 14, 24 u 52 3a GO-FORWARD,

GO-AFTER u GO-BEFORE ca npencrasenn B Tabnwmna 4 u onmcanu no-noiry. HabmogaBan e
OTTOBOD TIPH ITHPBa OIeHKa (ceamuiia 4) ciie]] MbPBOHAYATHOTO MPIIIOKEHHE Ha Simponi.

B GO-FORWARD ot 89 yyactHUIH, paHIOMHU3UpaHH na onydaBaT Simponi 50 mg + MTX, 48 ca
ocTaHayy Ha ToBa JeueHue 1o cenmuua 104. Ot 1s1x 40, 33 u 24 nanuentu ca umanu ACR otroBop Ha
cenmuta 104 ceorBetHo 20/50/70. Cpen manueHTHTE, KOUTO ca POIBIDKUIH YYaCTHETO CH B
MPOYYBAaHETO M ca JIEKyBaHHU chC Simponi, ca HabmogaBanu nmoaooHu yectotd Ha ACR 20/50/70
oTroBop oT ceamuua 104 no ceamuna 256.

B GO-AFTER mpouentst ot nanuentute, nocruramy ACR 20 oTroBop, € mo-BUCOK MpH
MAIUEeHTHTE, ITOy9aBally Simponi, B CpaBHEHUE C MAIUEHTHTE Ha I1ane00, He3aBUCUMO OT
MIPUYMHATA 3a PEKPATSABAHE HA MpeaIecTBauloTo JeueHue ¢ TNF-antaronuctu.

Tadaunna 4
OcHoBHH pe3yaTaT 3a epUKacHOCT B KOHTOIUpanuTe etand Ha GO-FORWARD, GO-AFTER
u GO-BEFORE.
GO-FORWARD GO-AFTER GO-BEFORE
AxkTuBeH RA BbIIpeku AxtuBeH RA, nexyBan | AktuBeH RA, HenekyBaH
neueraneto ¢ MTX Mpeau TOBA C €AUH WU npeau ToBa ¢ MTX
noseue TNF-anTaronuctu
Simponi Simponi
[Tnane6o 50 mg [Tnane6o 50 mg
+ + Simponi + +
MTX MTX [Tnane6o 50 mg MTX MTX
n* 133 89 150 147 160 159
OTtrosopujin nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuma 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuna 52 NA NA NA NA 52% 60%
ACR S0
Cenmuma 14 10% 35%%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuma 14 4% 14% 2% 10% NA NA
p=0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%
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n oTpa3siBa paHAOMHU3UPAHUTE MAUCHTH; NEHCTBUTCIHUAT OPOY MAI[MEHTH, TIOAXOISIIH 3a OLCHKA 10 BCEKU
MPOCIIeIIBaH MapamMeThp, MOXKE J]a Bapupa B 3aBUCHUMOCT OT IIEPHO/Ia Ha OICHKA.

* p<0,001

NA: Henpunoxumo

B GO-BEFORE ocHOBHHST aHANH3 MPH MAIMEHTHTE C YMEPEH JI0 TEXBK PEeBMAaTOHUIEH apTPUT
(xombuampany rpynu Simponi 50 u 100 mg + MTX crpsimo MTX camocrositennHo 3a ACR 50) He e
CTaTHCTUYECKY 3HauuM Ha ceamuna 24 (p = 0,053). Ha ceqmuna 52 B o0miaTa momynanus IpoleHTHT
nmarnenTy B rpymnara Ha Simponi 50 mg + MTX, nocturaamu ACR oTroBop, Kato msiio e Own
MTO-BUCOK, HO HE CUTHH(DHKAaHTHO pas3nndeH B cpaBHeHHE ¢ MTX camocrtosTenHo (Bx. Tabmwuma 2).
JlobIHUTETHY aHAITM3Y Ca HAIIPABCHHM 32 MOATPYIHTE, MPEACTABUTEIIHY 3a TIOKa3aHaTa 3a JICUCHUE
TMOITYJTAIMsS MAIIMEHTH C TeXKbK, aKTUBEH U nporpecupant RA. /leMoHcTpupaH € 001110 Mo-ToIsIM eheKT
Ha Simponi 50 mg + MTX crpsimo MTX camocTosiTeTHO ipy TTOKa3aHaTa MOITYJIAIUS B CPaBHEHHE C
o011aTa momynarmms.

B GO-FORWARD u GO-AFTER ca nHabmonaBany KIMHAYHO U CTATHCTHYSCKH 3HAYUMH OTTOBOPH
0 pe3yJiTaTa 3a akTUBHOCT Ha 3abomsiBareTo (DAS28) 3a Bceku mpenBapuTEITHO ONPEAEIICH TEPHOJT
Ha orleHka Ha cenmuia 14 u ceamuna 24 (p < 0,001). Cpen narueHTUTE, OCTAaHAIN HA JICUCHUE CHC
Simponi, 3a K0eTo ca OMIM paHIOMHU3UPAHH B HAYAIOTO HA MPOYYBaHETO, oTroBopute mo DAS28 ca
ce 3aabpkanu 1o ceamuna 104. Cpen naupeHTUTe, KOUTO ¢a MPOIBILKUAIN YYaCTUETO CU B
MPOYYBAaHETO U ca JIEKyBaHHU chC Simponi, orroBopute o DAS28 ca 6unu nmogobuu ot ceamuna 104
Jo ceamuua 256.

B GO-BEFORE e m3mepeH 3HaUnMUAT KIMHAYEH OTTOBOP, MeduHUpaH kKaTo nmoaabpkane Ha ACR 70
OTTOBOP 3a NMPOABJDKUTENEH NepuoA oT 6 Mecena. Ha cenmuna 52, 15% oT manueHTure B rpynaTta Ha
Simponi 50 mg + MTX ca mocTUrHamu 3Ha4MM KIMHHYSH OTTOBOP B CpPaBHEHHE ChC 7% OT
ManeHTuTe B rpymnata Ha name6o + MTX (p = 0,018). Mexny 159-te yuacTHHIIN, paHAOMU3UPAHA HA
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jiedeHue Ha ceaqmuna 104. Cpen Tsx 85, 66 u

53 manuentu ca uManu otroBop ACR 20/50/70 cvotBeTHO Ha ceamuna 104. Cpen manyeHTUTE, KOUTO
ca MPOABJIKUIIM YYaCTHETO CH B IPOYYBAaHETO M ca JIEKyBaHH CbhC Simponi, ca HabIr01aBaHU OJOOHU
yectotd Ha ACR 20/50/70 otroBop ot ceamuiia 104 mo ceamuia 256.

Penmeenoepagcxu omeosop

B GO-BEFORE, 3a na ce onieHu cTenenTa Ha CTPYKTYPHO YBPEXKIAaHe, € U3M0I3BaHa MPOMSHATA OT
U3XOJHUTE CTOIHOCTH B pe3ynrara o vdH-S, koMOuHMpaH pe3ynTaT 3a CTpyKTYpHO YBPEXIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pa3Mepa Ha CTaBHUTE €PO3HMHU U CTETIEHTA Ha CTECHSABAHE Ha
CTaBHOTO MPOCTPAHCTBO Ha PBLETES/KUTKUTE U cThanaTta. OCHOBHUTE Pe3yNTaTH IpH 103a Simponi
50 mg Ha cenmuna 52 ca npeacraBenu B Tabmnuma 5.

Bpost nanyenTu 0e3 mosiBa Ha HOBM €PO3HMHU HIIH C IPOMSHA CIIPSIMO U3XOTHHUTE CTOMHOCTH Ha OOIIHS
pesyarat o vdH-S < 0 e 3Ha4MMO MM0-BUCOK B TpyIaTa Ha JIeYeHHE ChC Simponi B CpaBHEHHE C
koHTponHaTa rpymna (p = 0,003). PentreHorpadcekure edexty, HabnroaBaHu Ha ceiMUIa 52, ca ce
3anasuim g0 cenmuna 104. Cpen manueHTuTe, KOUTO ca MPOIbIDKUIN yYacTHETO CH B TPOYYBAHETO
ca JIeKyBaHH cbC Simponi, peHTreHorpadcekure edexru ca ounu nogoouu ot ceamuua 104 mo
cenMulia 256.

Tabanna S
Cpennu peHTreHorpagcki mpoMeHH CIPSIMO U3XOHUTE CTOHHOCTH B OOIIMS Pe3yJITAT MO
vdH-S Ha ceqmuua 52 B o0mara nonyJjanusi B GO-BEFORE

IInanedo + MTX Simponi 50 mg + MTX
n? 160 159
Q01 pe3yarar
W3xoanu ctolHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHa OT U3XOAHUTE CTOMHOCTHU 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
V3X0HH CTOMHOCTH | 11,3 (18,6) | 10,8 (17,4)
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[IpomsiHa OT U3XOJTHUTE CTOMHOCTH | 0,7 (2,8) | 0,5 (2,1)
Pe3yarat 3a CCII

M3xoaH1 CTOWHOCTH 8,4 (17,8) 7,9 (16,1)

[TpoMsiHa OT U3XOAHHUTE CTOHHOCTH 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHJOMHU3HUPAHUTC MMAlIUCHTH

* p=0015

£ p=0,044

Tenecnu @pyHKYUY U KAYECTNBO HA HCUBOM, C8LP3AHO CbC 30PABOCI0BHOMO CbCMOAHUE

B GO-FORWARD u GO-AFTER ca onienenu Tenecaute GyHKIINH 1 HHBATUAHOCT KaTO OTACITHU
KpallHU TOYKH upe3 uHaekca 3a uupanuaHoctT Ha HAQ DI. B te3u npoyuBanus Ha ceamuna 24,
Simponi Toka3Ba KIMHAYHO M CTATHCTUYECKH 3HAYNMO 1mogo0penue Ha mokazatenure Ha HAQ DI ot
M3XOTHUTE B CPABHEHHE C KOHTPOIHATE ManueHTH. Cpel MalueHTHTe, OCTAaHATN Ha JIEYeHHE ChC
Simponi, 3a K0eTo ca OMIM paHAOMHU3UPaHH B HAYAJIOTO Ha Mpoy4BaHeTo, nogodpenuero B HAQ DI
ce e 3aabpxkaino 1o ceaqmuia 104. Cpex naiueHTUTe, KOUTO €A MPOJBIKIIN YYaCTUETO CH B
MPOYYBaHETO U ca JeKyBaHU cbhc Simponi, mogodpernero B HAQ DI e 6mino mogo6HO ot ceamuma 104
no cenmuua 256.

B GO-FORWARD mnpu manmeHTHTe, JIEKyBaH! ChC Simponi, € IMOCTUTHATO KITMHUYHO U
CTaTUCTUYECKH 3HAYMMO MOA0OPEHHUE 110 OTHOLICHUE Ha KAYECTBOTO Ha KHUBOT, CBBP3aHO ChC
37IpaBOCIIOBHOTO ChCTOSIHHUE, OIPEJIENICHO Bb3 OCHOBA Ha IOKA3aTENIUTE 3a TeJIECHH (DYHKIMU Ha
SF-36, B cpaBHEHHE ¢ MaLMEHTUTE Ha I1anebo Ha ceaqmuua 24. Cpel nanueHTuTe, OCTaHAIN Ha
JIedeHne ChC Simponi, 3a KOETO ca OWITN paHAOMU3UPAHU B HAYAIOTO Ha MPOYYBAHETO, ITIOT0OPEHUETO
B TenecHuTe (yHkuun Ha SF-36 ce e 3axbpxkano o ceamuna 104. Cpen nanpeHTHTe, KOUTO ca
MPOIBIDKIIIN YUYACTHETO CH B IPOYYBAHETO U Ca JIEKYBaHH ChC Simponi, HOA0OOPEHHUETO B TEIECHUTE
¢ysakun Ha SF-36 e 6mmo momo6Ho ot ceqmuta 104 mo ceamuma 256. B GO-FORWARD u
GO-AFTER e nocturaato cTaTHCTUYECKH 3HAYUMO TOTOOpPEHHE TI0 OTHOIIIEHHE Ha yMOPaTa,

u3MepeHa ype3 QyHKIMOHATHA OlICHKa 0 CKajlaTa 3a JICueHHEe Ha XPOHUYHH 3a00JsIBAHUS - yMOpa
(FACIT-F).

Icopuamuuen apmpum npu 6v3pacmuu

be3zonacHocTTa M ehukacHOCTTa Ha Simponi ca olleHeHH B MHOTOIIEHTPOBO, PaHJOMHU3UPAHO,
wiane6o koHTpoaupano npoyusane (GO-REVEAL), Bkmousamio 405 Bb3pacTHU NALMEHTH C aKTUBEH
PsA (> 3 orounu ctaBu u > 3 GOJIE3HEHU CTaBH) BBIIPEKH JICYCHUETO C HECTEPOUTHH
npoTtuBoBb3nanuTenHu meaukamenTH (NSAID) wnn DMARD. [anuenTure B TOBa H3MUTBaHE ca C
nuarHoctTuuupad PsA none npenu 6 mecena u ¢ oHe JieK copuasuc. BKimroueHu ca ManueHTH ¢
BCHYKH HOATUIIOBE TICOPUATUYEH apTPUT, BKIIOUNUTETHO MONIMAPTUKYIapeH apTpUT 0e3 peBMaTHUHH
BB31H (43%), acumerpudeH nepudeper aprpurt (30%), apTpuT Ha AUCTAIHUTE UHTEp]anaHreaaTHu
ctasu (15%), cnonaunut c nepudepeH aprpur (11%) u uaBamuausupam aptpurt (1%). He ce nomycka
npeamectpaio JedeHue ¢ TNF-anTaronuct. Simponi mium miaane6o ce npuiiarat moaKoKHO pes 4
ceamuiy. [lanMeHTUTE ca paHAOMU3MPAHH Ja MoJTydaBaT miane6o, Simponi 50 mg wiu Simponi

100 mg. [TaneHTUTE, KOUTO Ca MOJIyYaBajy Imiamnedo, ca mpeMUHaIu Ha Simponi 50 mg ciex
cenmuna 24. [lanuenTure ca BKIIOYEHH B OTKPUTO JBITOCPOYHO MPOABIDKEHUE HAa IPOYYBAaHETO Ha
cenmuna 52. [pubnuzutenno 48% OT nauneHTUTE ca MPOABIKUIN JICUEHUETO C TTIOCTOSIHHYU 103U
MeTorpekcat (< 25 mg/ceqmuuno). ChbBMECTHUTE IBPBUYHN KPAHHM TOUKH Ca MPOLEHTHT MAI[UCHTH,
nmocturamy ACR 20 otroBop Ha ceqmuiia 14 u mpoMsiHa Ha U3XOAHUTE CTOMHOCTH Ha o0mIus PsA,
moauduuupan o vdH-S pesynrart, Ha ceamuna 24.

Karo ms15m0 He ca HaGm01aBaHU KIIMHAYHO 3HAYMMH PA3IMYMs B TOKA3aTENNTE 33 €PUKACHOCT MEXKIY
cxeMmuTe Ha npwiarane Ha Simponi 50 mg u 100 mg na ceamuua 104. Criopen nu3aiina Ha
MPOYYBAHETO MAIEHTUTE B IBJITOCPOIHOTO MPOABIDKEHHE HA MTPOYUYBAHETO MOXKE J1a Ca CMEHSUIIH
no3ute Simponi ot 50 mg Ha 100 mg u 00paTHO 1Mo MpeleHKa Ha JieKaps B IPOYYBAHETO.

Hpusnayu u cumnmomu
OcHoBHHTE pe3ynTaTty 3a no3ata oT 50 mg Ha ceqmuim 14 u 24 ca npencrasenu B Tabnmma 6 u
OTMCAaHU MO-J0TTy.
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Ta6auuna 6
OcHoBHH pe3yJrTaTu 3a epuxacHoctra oT GO-REVEAL

Simponi
[Tnane6o 50 mg*
n® 113 146
OTtroBopujin namnuenTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmurna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmurna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Ceamuna 24 1% 19%
PASIP 75¢
Cenmuna 14 3% 40%
Cenmurna 24 1% 56%

*  p <0,05 32 BcU4KH CpaBHEHUS;

n 0Tpa3siBa PaHIOMHU3UPAHUTE TAIMEHTH; IeHCTBUTEIHUAT OpOil MallMeHTH, MOAXOMSIIHN 32 OLIEHKA IO BCEKH
IPOCIEAABaH MTapaMeThp, MOXKE 1a BApHUpPa B 3aBUCHMOCT OT IIEPHO/A Ha OLICHKA

ITnow Ha ncopuasuca u UHOEKC Ha medcecm

B3 ocHOBa Ha moATpymnara MaUEeHTH ¢ M3XOHO 3acAraHe Ha > 3% oT TenecHara 1o, 79 mamuentu (69,9%) B
rpymata Ha mwiane6o u 109 (74,3%) B rpymnaTa Ha jgedeHue cbe Simponi 50 mg.

OTtroBopu ca Ha0JItO/JaBaHU IIPH IIbPBaTa OIICHKA (ceaMulia 4) ciie/l MbPBOHAYAIHOTO NPUIOKCHHE Ha
Simponi. Cxogau ACR 20 otroBopu Ha cenmuna 14 ca HabIOJaBaHY MIPY MTAITUEHTHTE C
MONTMAPTUKYIIAPEH apTPUT 0€3 PEeBMATOMIHHU BH3JIN U IPHU MOATHIIOBETE aCHMETPUYICH NieprudepeH
PsA. Bposat Ha marueHTUTe ¢ Ipyru HOATUTIOBE PSA € TBBpIe MalbK, 3a Ja MO3BOJIHN aIcKBAaTHA
orieHka. HabmojaBaHuTe OTTOBOPH B TPYIMHTE HA JIEUEHUE ChC Simponi ca CXOIHH MPH MAIUSHTHTE,
KOUTO ca npueMaiu cbirbTeTBanio MTX u Te3u, kouto He ca npuemanu. Ot 146 nauueHTu
pangoMu3upanu Ha Simponi 50 mg, 70 ca 6unu Bee olie Ha ToBa JieueHue Ha ceamuna 104. Ot te3u
70 manmenty, 64, 46 u 31 nanuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen manmeHTuTe,
KOHUTO Ca MPOJIBIDKIIIN Y4aCTHETO CH B IIPOYYBAHETO U ca JIEKyBaHHU ChC Simponi, ca HaOIr01aBaHN
nono6uu yectotn Ha ACR 20/50/70 otroBop ot cenmuria 104 1o cenmurna 256.

Craructruecku 3HaunMu otroBopu o DAS28 ca HabmonaBanu Ha cenmun 14 u 24 (p < 0,05).

Ha ceamunia 24, npu naneHTHTE, JEKYBaHH Che Simponi, € HabIfo1aBaHO OJA00pEHNUE B
MOKa3aTeNnTe 3a epudepHa aKTUBHOCT Ha ICOPUATUYHUS apTpUT (Hamp. Opoit 0TouHU cTaBH, Opoi
00J1e3HEHI/YyBCTBUTEIIHH CTaBHU, TAKTHIIUT U eHTe3UT). JleueHneTo cbe Simponi € JoBe0 110
3HAYMMO NOJJ00pEeHHe Ha TeJeCHUTe (DYHKIIMM, OlleHeHa B3 ocHoBa Ha HAQ DI, xakTo u 10 3Ha4UMO
noo0peHre B Ka4eCTBOTO Ha JKHUBOT, CBBP3aHO ChC 3/IPAaBOCIOBHOTO ChCTOSHUE, OIIEHEHO B3 OCHOBA
Ha MOKa3aTeJINTe 3a TeJIeCHU (PYHKLMH U TICUXUUYecKo cheTosiHue Ha SF-36. Ilpu nanuenTure,
OCTaHaJIM Ha JIeueHHe ChC Simponi, 3a KOETO ca OWIM PaHAOMHU3HPaHM B HAYAJIOTO HAa MPOYYBAHETO,
DAS28 u HAQ DI otroBopure ce 3ama3sar npe3 ceamuia 104. Cpea manueHTHTe, KOUTO ca
IPOABIDKHIIIN YYAaCTHETO CH B IPOYUBAHETO U ca JIeKyBaHH c¢bc Simponi, DAS28 u HAQ DI
otroBopute ca Omnu momodHu ot cenmuna 104 no cemmuria 256.

Penmeenocpagcxu omeosop

CTpYKTYpHOTO yBpEXIaHE Ha PBIIETE U XOUIIaTa € OIICHEHO PEeHTreHOrpad)CKU Ype3 MpoMsiHa Ha
m3xomauTe croitHoctn HAa VdH-S pe3ynrara, mongudummpan 3a PsA, ape3 mpubaBsiHe Ha TUCTATHUTE
nHTepdaTaHreaTH! CTaBU HA PHhKaTa.

JledenueTo cbe Simponi 50 mg HamassBa CKOPOCTTa Ha pOTpecHst Ha IepruepHO YBPEKIaHE HA
CTaBHTE, B CPABHEHHE C JICUCHUETO C TUIale0o Ha ceaMuIa 24, u3MepeHa upe3 MPOMsIHA B H3XOTHHTE
cToiiHoCcTH B 001Mst Moauduitupan vdH-S pesynrat (cpeano = SD pesynrara € 0,27 + 1,3 B miare6o
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rpymara, B cpaBHeHue ¢ - 0,16 = 1,3 B Simponi rpynata p = 0,011). OcBen Te3u 146 nmarueHTH, KOUTO
ca Owm paHgoMH3upaHy Ha Simponi 50 mg, ca HATWIHN peHTreHorpadCKu JaHHYM Ha ceaMuIia 52 3a
126 maumeHTH, OT KOUTO 77% HE ca MmoKa3aiu NPorpecHs B CPaBHEHUE C U3XOAHUTE CTOHHOCTH.
Hanuunu ca pentreHorpadceku qanau vHa ceaqmuna 104 3a 114 nanuenTu, ot kouto 77% He ca
MOKA3aJIH MPOTPECHs] OT U3XOAHATE CTOHHOCTH. Cpel MalMeHTHTe, KOUTO Ca MPOIBIDKUIHA YIaCTHETO
CH B POYYBAHETO U Ca JIEKyBaHHU ChC Simponi, mogobeH Opoii MarueHT He ca MOKa3aIH MPOTrpecHst
OT U3XOJHUTE CTOMHOCTH OT cenmuiia 104 go ceamuna 256.

HMyHOreHHOCT
B nmpoyuBanusita daza Il 3a neuenne va RA, PsA u AS no ceamuna 52 nipu 5% (105/2 062) ot

MalMeHTHTE, JEKYBaHH C TOJTMMYMa0, ca OTKPUTH aHTHUTeENa CPely TouMyMal upe3 eH3UMeH
MMYHOJIOTHYeH MeToI (enzyme immunoassay, EIA) u, kbaeTo ca u3cineaBaHu, MOYTH BCHYKH
aHTHTENA ca OWIM HeyTpalIu3upauu in vitro. [Ipu pa3nuyHy peBMaTOJIOTHYHY MTOKa3aHHs ca
HaOIronaBaHu cX0nHU cToHOCTH. ChrbTcTBaMAT nprieM Ha MTX Boau 10 O-MaTbK MPOLEHT
HAaMEeHTH C aHTHUTENA CPely roJuMyMal B CpaBHEHHE C MAIIMCHTHUTE, JEKyBaHH ¢ roIuMyMab 6e3
MTX (cvotBetHO mpubnm3uTenHo 3% [41/1 235] u 8% [64/827]).

ITpu nr-Axial SpA ca oTkputu anTuTena cpeuty romumymad npu 7% (14/193) ot nauueHTure,
TeKyBaHu ¢ TonmuMyMab o cenqmuna 52 upes EIA meton.

IIpe3 54-a cenmunia Ha ¢daza Il u ¢asa Il npoyuBanus npu yiiepo3eH KoauT, npu 3% (26/946) ot
JIEKyBaHUTE MAIMEeHTH C TOJTMMyMal, ca OTKPUTH aHTHTeNa KbM ronumymad upes EIA meton. Illeiicer
1 oceM mporeHTa (21/31), OT aHTUTSUIO-TIOJIOKHUTEIHUTE MAMEHTH, Ca UMaJIH HEYTPaTU3UPaLIH
aHTUTeNa in vitro. ChIIbTCTBAIIOTO JICUEHUE C UMYHOMOIYJIATOpH (23aTHOIIPUH, 6-MEPKaNTOMYPHH U
MTX) e noBeno 10 HO-HUCHK MPOLEHT HAa NAMEHTUTE C aHTUTEIa KbM FOJIMMyMal B CPaBHEHHE C
NalMeHTHTE, IPUEMaI roIuMyMad 6e3 mpreM Ha UMyHOMOIyJ1aTopu (cboTBeTHO 1% (4/308)
capsimo 3% (22/638)). [Ipu nauneHTHTE, KOUTO MPOABIKABAT B PAa3MIMPEHOTO MIPOYIBAHE U UMAT
OIICHUMH TIpoOH 710 cenMuIia 228 ca OTKPUTH aHTHTEIAa KbM roiumymad mpu 4% (23/604) ot
JIEKyBaHWUTE MAIMEeHTH ¢ roruMyMad. OcemaeceT u aBa nporenTa (18/22) ot aHTHTSIIO-
TIOJIOKUTEITHUTE MAlMEHTH Ca UMaJI HEyTpaIU3Upally aHTUTENa in Vitro.

JlexapctBo-TonepanteH EIA meToz ce n3nonssa B mpoy4usaHeTo pu pJIA 3a oTkpuBaHe Ha aHTHUTENA
cpety roaumymab. [lopanu nmo-Bucokara 4yBCTBUTEIHOCT U 1O100pEHa JIeKapCTBEHA IIOHOCHUMOCT, C€
ouakBa Jia ObJie YCTaHOBEHA IT0-BHCOKA YECTOTA Ha pa3BUTHE Ha aHTHTEINA CPEIly TOIUMyMab upe3
nekapctBo-tonepanTeH EIA meron, B cpaBaeHue ¢ EIA meron. BwB das3a 1l Ha npoyuBaHeTo npu
pJIA npe3 cenmuia 48 ca OTKPUTH aHTHUTENA CPEILy TOIMMyMad 4ype3 JiekapcTBo-TosnepanteH EIA
meton ipu 40% (69/172) ot nekyBaHHUTE C TOJTUMYMa0 Jiela, OT KOUTO MO-TojIsiMaTa 4acT ca ¢ TUThP
mo-HUCHK OT 1:1000. EdexT BbpXy cCepyMHUTE KOHIIEHTPAIIUN HA TOJIMMYyMa0 ce HaOIro/1aBa mpu
tutpu > 1:100, mokaTo edekT BbpXy eduKacHOCTTa HE € HabroaaBan mpu TUTpy >1:1000, BIpekn
ye OposT Ha nenara ¢ TuTpu > 1:1000 e marsk (N=8). Cpen nenata ¢ IOJOKUTEICH pe3yaTaT 3a
aHTHTeNa cpemry ronmmymad, 39% (25/65) umat HeyTpanusupaniu anTutena. [lo-Bucokara yecrora
Ha aHTHTeENa, ONpeAeseHa upes3 JekapcTBo-TojepanTeH EIA meron, Thi KaTo Te ca npeauMHO
AQHTHTEJIA C HUCHK TUTBP, HAMA BUIUMO BIIMSHHUE BbPXY JICKAPCTBEHUTE HUBA, €PUKACHOCTTA U
0e30macHOCTTa, M TOPAJIH TOBA HE TPECTABIABAa HOB CUTHAJ 32 0€30TacHOCT.

Hanununero Ha aHTHTENA Cpely romMyMad MOXe Jja OBUIIM PUCKA OT PEaKIMU Ha MSICTOTO Ha
WH)XEKTHpaHe (BX. Touka 4.4). Mankust Opoil manueHTH, OJ0KUTEITHH 32 aHTUTeNa CPerry
rojJuMymal, orpaHuuaBa Bb3MOKHOCTTA JIa CE HAMPABSIT KaTETOPHUYHH 3aKIIFOUCHHS 32 Bph3KarTa
MEXIY HAJIMUYUETO HA aHTHUTENa CPelly roMMMyMad U KIIMHUYHATa e(pUKaCHOCT MIIM MEPKHUTE 32
0e301acHoOCT.

Toi KaTO aHAIU3BT Ha HUMYHOTCHHOCTTA € CHCI_II/I(l)I/I‘leH 3a IPOAYKTA U U3NOJ3BAHUTC JTUATHOCTUYHHU

TECTOBE, CPABHEHUETO Ha CTOWHOCTUTE Ha Pa3BUTHE HA aHTHUTENA C TE3W Ha APYTH MPOAYKTH €
HEYMECTHO.
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

Abcopbyus

Crniet €THOKPATHO TIOJIKOKHO MPHIIOKEHUE HA TONMMYMa0 TIpH 3/IpaBy JOOPOBOJIY HITH IMAIUEHTH C
RA, cpemnoTo BpeMme 3a mocTuraHe Ha MakCUMaiiHa cepyMHa KoHneHTpanus (Tmax) Bapupa ot 2 1o

6 nau. [lomkoxxHOTO MHXKEKTHpaHe Ha 50 mg romumMyMab Ha 3paBH JOOPOBOIIIN BOIH /IO TOCTHTaHE
Ha CpeAHO + CTaHAAPTHO OTKIIOHEHHE B MaKCHMalHa cepyMHa KOHIEHTPaus (Cumax) 3,1 £ 1,4 pug/ml.

Cren emHOKpaTHO MOAKOKHO MHXKekTHpane Ha 100 mg, abcopOuusaTa Ha roIMMyMad € CXoaHa B
MUIIIHALIATA, KOpeMa 1 0eqpoTo, cbe cpeana abcomoTHa ornoHannaHocT 51%. Thif kato cinen
MOJIKOKHO TIPUJIOKEHHE TONMMyMal MoKa3Ba MPUOIM3UTEIIHO IUHEHA 10303aBHCUMA
(apMaKoKHHETHKa, ce oYaKBa abcomoTHara Ononannyaoct Ha 50 mg nim 200 mg ronumymab 1a e
CXOJHa.

Pasnpeodenenue
[Tpu enHOKpATHO i.V. IPUIIOKEHHUE CPENHUAT 00eM Ha pasnpeaeinenue e 115 £ 19 ml/kg.

Enumunupane

CHCTEeMHUST KIMPBHC Ha TOIMMYyMab e u3uucieH Ha 6,9 + 2,0 ml/nueBHo/kg. TepMuHATHUAT
HOJTYKUBOT € M34YKCIICH Ha MPUOIU3UTeaHO 12 + 3 JIHU 1pH 31paBu JOOPOBOJIIIHN, KATO CXOIHH
CTOWHOCTH ca HaOmronaBaHu u mpu namuedTn ¢ RA, PsA, AS wm UC.

[Tpu monkoxHO prioxkerne Ha 50 mg roaumymab nmpu nanuerTu ¢ RA, PsA nmn AS Ha Bcekn

4 ceaAMUIM CEPyMHUTE KOHLICHTPALMU JOCTUTAT CTALlMOHAPHO ChCTOSIHUE Ha ceamuua 12. Ilpu
cbipTCcTBaIIa yrorpebda ¢ MTX, neyenneto ¢ 50 mg ronuMymad MoJKOKHO Ha BCEKH 4 ceMUITU
BOJIM JI0 CPEHU (+ CTaHJAPTHO OTKJIOHEHHE) Hall-HUCKU CEpyMHHU KOHIIEHTPALUK B CTAlIMOHAPHO
cberostHue oT mpudnusutenso 0,6 £ 0,4 ng/ml npu naumeHTy ¢ akTuBeH RA He3aBHCHUMO OT
neuennero ¢ MTX, npubnmsurenno 0,5 + 0,4 pg/ml npu nanueHTH ¢ akTuBeH PsA u npubnu3uTenHo
0,8 + 0,4 pg/ml npu marmentu ¢ AS. Ilpu manuentu c nr-Axial SpA, cpeanute cepyMHU
KOHIICHTpAIMX Ha TOIMMYMab B CTAIIMOHAPHO CHCTOSHHE Ca CXOHU C Te3H, HAaOII0IaBaH! NIPU
ManueHTy ¢ AS cies moIKoXKHO priiokenre Ha 50 mg ronmuMymab Ha BCEKH 4 CEIMUITH.

[Marmenture ¢ RA, PsA nim AS, kouTo He ca Ha ChIIBTCTBAINO JieueHue ¢ MTX, ca ¢ mpuOIM3UTETHO
30% MO-HUCKH OT Ha-HUCKUTE KOHIEHTPALIMU HA TOJMMYMa0 B CTAIIHOHAPHO CHCTOSIHUE OT TE3H,
JeKyBaHU ChITbTCTBAMIO ¢ ronumyMad u MTX. [Ipu orpannyen 6poit manuenT ¢ RA, nekyBaHu ¢
roJuMyMa0, npujaraH moAKOXKHO 3a EPHoJ 0T 6 Mecela, ChIIbTCTBRaIIaTa yrnoTpeda Ha MTX
HamaJsBa KIMpbHCA Ha TouMyMad ¢ mpubin3nuTenHo 36%. [lonynannoHHUAT hapMaKOKHHETHYECH
aHanu3 obaye Mokasea, 4e chIrbTCTBamaTa ynorpeda Ha NSAID, nepopaiiHi KOPTUKOCTEPOUIH WIIN
cyidacana3uH He NOBIHABA KJIMPbHCA HA TOTMMYyMal.

Crnen naaykunonan 1o3u ot 200 mg u 100 mg ronmumymad cpoTBeTHO Ha ceqmunm 0 u 2, u ciiex ToBa
Ha BcekH 4 cenMuiy nogabpxkamu go3u 50 mg mwim 100 mg ronmuMymad OIKOKHO Ha TAIIMEHTH C
UC, cepyMHHUTE KOHIICHTPAIIMH MOJIMMYyMald JOCTUTAT CTAIIMOHAPHO ChCTOSHUE MIPUOIM3UTEIIHO

14 cenmuru cnen HavanoTo Ha TepanusTa. Jleueanero ¢ 50 mg minu 100 mg ronmMymad MOAKOKHO Ha
BCEKU 4 ceMUIM IO BpeMe Ha Nepuoa Ha MOAIbp:KaHe, BOAU 10 CPEIHU CTALIMOHAPHU HAM-HUCKU
CepyMHHU KOHIEHTPALUH OT CbOTBETHO Npubmam3urento 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

IIpu maruenTtu ¢ UC, nekyBann ¢ 50 mg uiu 100 mg rommmymad TOIKOXKHO Ha BCEKH 4 CEIMUITH,
CBIIBTCTBAIIIATA YIIOTPeOa Ha MMYHOMO/IYJIATOPU HE MMOKa3Ba ChILECTBEH e(EKT BHPXY
CTaIlMOHAPHUTE Hal-HIUCKY HHBA Ha TOJIMMYyMa0.

[TanmenTHTe, pa3BUIN aHTUTENA CPELTY TOMMMyMa0l, KaTo IS0 ca C HUCKU CTOMHOCTH Ha
Hall-HUCKHUTE CEPYMHH KOHLIEHTPAIMU Ha TOJIMMyMal B CTallHOHAPHO ChCTOAHUE (BXK. TOUKa 5.1).

Jluneiinocm
IIpu eqHOKPATHO UHTPABEHO3HO MIPUIIOKEHHE MTPH MAIUeHTH ¢ RA, romumymMab mokassa
MPHUOIM3UTEITHO JIMHEHHA T0303aBUCHMa (DapMaKOKHMHETHKA B 1030BUs HHTEpBa ot 0,1 110
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10,0 mg/kg. Cien enMHUYHA ITOIKOKHA 7032 B 1030BUs Anamna3zoH oT 50 mg g0 400 mg mpu 3apaBu
JIOOPOBOJIIY ce HAOJI0/[aBa MPUOIU3UTEITHO POITOPIIMOHATHA Ha J03aTa (hapMaKOKHHETHKA.

Brusanue na menecnomo meaio 8vpxy gpapmaxoxunemuxama
CrImiecTByBa TEHICHIIHS KbM ITOBHIIABAHE HA KJIMPHHCA HA TOTMMYMal ¢ TIOBUIIIABAHE HA TEIECHOTO
Tero (BX. Touka 4.2).

Ileouampuuna nonynayus

®dapMakoKHHETHKATa Ha TonnMyMad e onpesnenera npu 173 gena ¢ pJIA Ha BB3pacT oT

2 1o 17 romunu. B npoyusanero npu pJIA, nenara nonyunin roaumyma6 30 mg/m? (MakCuMaHO
50 mg) MoAKOXHO Ha BCEKH 4 ceqMUIIM, UMAT MeJMaHa Ha Hali-HUCKUTE KOHLEHTpAIK Ha
rojJuMymad B CTALIMOHAPHO CHCTOSIHUE, KOUTO €A CXOJHU IPU Pa3INIHUATE Bb3PACTOBU TPYIH, U
KOMTO ca OJM3KH 710, UK MAJIKO MO-BUCOKH B CPaBHEHHUE C T€3H, HAOIIOJaBaHU IPH Bb3PACTHH
nanueHTH ¢ RA, nonydaBanu ronumymad 50 mg Ha BCeKu 4 CeIMHULIH.

[TomynannoHHOTO (papMakOKMHETHUHO/(hapMaKOANHAMUYHO MOJEIUPAHE U CUMYJIALMS [IPU AELa C
pJIA moTBBp*kIaBa Bpb3KaTa MKy CEPYMHHUTE SKCIIO3UIIMU HA FOJTUMYMa0 U KIMHHUYHATA
e()MKACHOCT, U MOJKPEIIs CXeMa Ha Tpuiarane Ha ronumyMat 30 mg/m? Ha BceKu 4 ceMUILH TIPH
neua c pJIA.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

HexnmuHuYHUTE TaHHM HE TIOKAa3BaT OCOOCH PHUCK 3a XopaTa Ha 0a3ara Ha KOHBCHIIMOHATHHUTE
(hapMaKoJIOTMYHYU MPOYYBAHUS 32 OE30MMACHOCT, TOKCUYHOCT MPU MHOTOKPATHO TPUIIOKCHHE,
PENPOAYKTUBHA TOKCHYHOCT U TOKCHYHOCT TI0 OTHOIIIEHHE Ha Pa3BUTHETO.

C ronumyMab He ca MPOBEXJaHH POYYBaHUS 32 MyTareHHOCT, 3 BIUSHHUE BbPXY QepTunnurteTa npu
JKMBOTHU U 3 ABJITOCPOYHA KAPLUHOTEHHOCT.

B npoyuBaHe 3a BIUSIHUETO BEPXY (epTHIIMTETa B 00IIaTa PenpoAyKTHBHA (DYHKIIUS IPH MUILKH, B
KOETO € M3MOJI3BAH0 aHAIOTHYHO aHTUTSIIO, CETIEKTHBHO MHXUOMUPAIIO (PYHKIIMOHATHATA aKTHBHOCT
Ha mumus TNFa, Oposit Ha OpeMeHHUTe MUILLIKK HamalsiBa. He e u3BeCcTHO Janu ToBa ce IbJDKU Ha
e(eKT pu MBKKUTE W/UIN )KEHCKUTE MUIIKH. [Ipu npoyyBaHe 3a TOKCMYHOCT 110 OTHOLLIEHHE Ha
Pa3BUTHUETO IIPU MUILKH, CIEM NPUIOKEHUE HA CHIOTO AHAJIOTMYHO aHTUTSUIIO, KAKTO U IIPH
IpOyYBaHE HAa TOJIMMyMal MpH IBJITrOONAaIaTH MaKaly, HIMa JaHHH 32 TOKCHYHOCT [P MaiKkara,
eMOPHOTOKCHYHOCT MJIM TEPAaTOr€HHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 ChoucbkK Ha NIOMOIIHHUTE BENIECTBA
Copb6uron (E 420)

XHUCTUIVH

XUCTUIMHOB XUJIPOXIOPUA MOHOXUIPAT
[omucop6bar 80

Bona 3a unxeknuu.

6.2 HecbBMEeCTHMOCTH

[IpenBun nuricaTa Ha IPOYYBAHHUA 32 HECHBMECTHUMOCTH TO3H JIEKApCTBEH MPOIYKT HE TPsIOBa 1a ce
CMECBA C JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpox Ha roaHOCT

2 TOOUHU
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6.4 CroenuajJH4 yCJOBHUSI HA ChXPaHEHHUE

[a ce cpxpanssa B xnaguinauk (2°C — 8°C).

[a e ce 3ampa3ssBa.

CoxpaHsBaiiTe MpeIBapUTEITHO HAITBJIHEHATA MTUCANIKA B KAPTOHEHATa OMMaKOBKa, 3a Ja Ce MpeAra3f OT
CBETJIMHA.

Simponi Moke J1a ce ChXpaHsIBa MPU MaKCUMallHa TeMIieparypa g0 25°C, eIHOKpPaTHO 3a MEePHOJI 10
30 gHM, HO HE W CJIE] AaTaTa Ha M3THYaHe Ha MbPBOHAYAIHHS CPOK HA TOJHOCT, HalledyaTaH BbPXY
KapTOHEHaTa omakoBKa. HOBHAT cpok Ha TogHOCT TpsiOBa Aa Ob/ie HamMcaH BbPXY KapTOHEHATa
omakoBKa (10 30 qHM OT JaTaTa Ha U3BAXKJAHE OT XJIAUITHHUKA).

Benuwx cien kaTo Simponi € CbXpaHsSBaH NPHY CTaifHa TeMIiepaTypa, He TpsOBa a ce BPbIa OTHOBO
3a CbXpaHEHHUE B XJIAJAWIHUK. Simponi TpsiOBa Aa ce U3XBHPIIH, aKO HE ce M3MOJI3Ba B PAMKUTE Ha
30 nHM IpU ChbXpaHEHUE Ha CTailHa TemmepaTypa.

6.5 Buau chabp:kaHUe HA ONIAKOBKATA

Simponi 45 mg/0.45 ml HHKEKIIMOHEH Pa3TBOP

0,45 ml pa3TBOp B IIpEeIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA (CTHKIIO THII I) ¢ puKkcupaHa uria
(HeppxkIaecMa CTOMaHa) M Kanaue Ha uriata (Tyma, ChIbpika JIaTeKc) B IPEABAPUTEITHO HATbIHEHA
nucayika. Besika mpenBapuTeHo HambIHeHA mucaiika Moske aa goctasu 0,1 ml mo 0,45 ml Ha cThIIKH
o 0,05 ml.

OnakoBka ¢ 1 mpeaBapUTEIHO HAIIbJIHEHA MHUCANKA.

6.6 CroeuuaJHU NpeANa3Hu MePKH NPH U3XBbPJIsiHE U padoTa

Simponi ce 1ocTaBs KaTo NpeABAPUTEIHO HATBIHEHA MTHUCATKa 32 eJHOKpaTHa yrnoTpeba, HapeueHa
VarioJect. BbB Bcsika onakoBKa MMa WHCTPYKIIMH 33 yIIOTpeOa, B KOUTO MOPOOHO € OMKCAHO KaK Ce
u3Moi3Ba nucankara. Cien n3Bax/aaHe Ha IPEBAPUTEIHO HAITbIIHEHATA MHCAKa OT XJIaJUITHHKa,
nper MHXXKEKTHpaHeTo Ha Simponi TpsiOBa na ce n3vaka 30 MUHYTH, 32 J1a MOXKE Pa3TBOPBHT Ja
JIOCTUTHE cTaifHa TemnepaTypa. [lucankara He TpsiOBa fa ce pa3kiaria.

Pa3TBOpBT € OMCTBP A0 JIEKO ONaNeceHTeH, 0e3UBETEH A0 CBETIOKBIIT U MOXKE J1a ChAbpPKa MAJIKH
MPO3pavyHy MU Ol MPOTEHMHOBH YacTHIINA. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
IpOTEeMHH. Simponi He TPsIOBa J1a ce U3MO0I3Ba, aKO Pa3TBOPBT € C IPOMEHEH LBAT, MBTEH WU

CHIBPIKAIL BUTUMH UYXKIH YaCTHITH.

[MoapoOHY yka3zaHus 3a TIOATOTOBSIHETO M MPUIIOKEHUETO HA Simponi peIBAPUTEIHO HAITBIHEHA
NHCAJIKa ca JIa/ICHN B JJUCTOBKATa 32 MaleHTA.

Hewusnon3sanusr JICKAPCTBECH NPOAYKT WM OTHAABYHUTC MaTCpUaJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHS.

7. NMPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/09/546/009 1 npeapapuTeHO HAIIbJIHEHA MTHUCAIKA
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemasane: 1 okromspu 2009 .
Jlata Ha nocnegHo nogHoBsBaHe: 19 ronu 2014 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2025

[TonpoOHa nH(pOpManus 3a TO3M JEKapCTBEH MPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBporneiickara
arcHIMs 1o JiekapcTraTa https://www.ema.europa.eu.

27



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Simponi 50 mg WHKEKIUOHEH Pa3TBOP B MPEIBAPUTEITHO HAIIBJIHEHA TTHCANIKA
Simponi 50 mg WHXEKIUOHEH Pa3TBOP B MPEIBAPUTETHO HAITBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Simponi 50 mg WHXKEKIINOHEH Pa3TBOP B MMPEIBAPUTETHO HAITBIHEHA MTHCATTKA
Enna npensapurenno HambiHeHa nucaika ot 0,5 ml ceappxa 50 mg romumymad* (golimumab).

Simponi 50 mg WHXEKIINOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIHEHA COPHUHIIOBKA
Enna npensapurenHo HambiHeHa cipuHIoBKa oT 0,5 ml ceabpika 50 mg romumymad* (golimumab).

* YoBelKo MOHOKIOHAIHO aHTUTAJIO OT Kinac IgG 1k, momyyeHo ot Mua XuOpuIoMHa KJIeThYHa
M 1o pekombrHanTHa JIHK-TexHomor1s.

IToMOIIIHO BENIECTBO C U3BECTHO NEHCTBUE
Bcesika mpeaBapuTeHO HaTBIIHEHA MHCANKa chabpka 20,5 mg copburon Ha 1032 oT 50 mg.
Bcesika npenBapuTesiHO HaTbJIHEHA CITPUHIIOBKA ChIbpxka 20,5 mg copOuTo: Ha 103a ot 50 mg.

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxeKIMoHeH pa3TBOp B PEABAPUTEIHO HAITBJIHEHA MHUcaIka SmartJect (MHKEeKIH)
NHKeKIMOHEeH pa3TBOp B MPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA (MHIKEKIIHS )

Pa3TBOpBT € OGUCTBP 10 JIEKO ONATIECIEHTEeH, OE3LBETEH 10 CBETIOKBIIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Pesmarounnen aprpur (RA)

Simponi, B komOuHanus ¢ merorpekcat (MTX), e nmokasas 3a:

o JIeYeHHE Ha YMEPEHO TEXKBK JI0 TEKBK aKTHBEH PEBMATOUICH apTPUT NPH Bb3PACTHHU, KOT'aTo
OTrOBOPBT Ha JICUSHHETO C MOJUHUIMpaIIn O0JiecTTa aHTUpeBMaronIHu cpenactea (DMARD),
BKITIOUMTENIHO U ¢ MTX, He € JocTaThucH.

o JIeYeHNe Ha TeXbK, aKTUBEH H MPOTPECUpall] peBMaTOUACH apTPUT NPH Bb3PACTHH, KOUTO
Mpeau TOBa He ca JieKkyBanu ¢ MTX.

Wma nannu, ye Simponi B komOuHaiws ¢ MTX HamansiBa CKOPOCTTa Ha MPOTPeCcHs Ha CTaBHOTO
YBpEkKJaHe, OIIEHEHO PEHTIeHOTpadCKH, U o100psBa Gu3ndeckara GyHKIIHS.

IOBeHMICH MANOTIATHYEH apTPHUT

Honuapmuxynapen roeenunen uouonamuuer apmpum (pJIA)

Simponi B komOuHaius ¢ MTX e rmoka3aH 3a JieYeHre Ha MMOJIMAPTUKYJIAPEH FOBEHIIICH HIUOTIATHYCH
apTPHUT MPH Je1ia Ha BB3PacT 2 TOJMHU U MO-TOJIEMH, KOUTO Ca HMaJIM HEJIOCTAThUeH OTTOBOP KbM
npeaxoana tepanus ¢ MTX.

IIcopuatnuen aprpur (PsA)
Simponi, camocTosATETHO WK B komOuHanms ¢ MTX, e 1mokaszaH 3a JieueHrUe Ha aKTUBCH U
MpOrpecupaI rMCOpUaTHICH apTPUT NPU BH3PACTHHU, KOTAaTO OTTOBOPHT HA MPE/IISCTBAIIIO JICUCHHUE C
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DMARD, ne ¢ moctarbueH. ima nanam, 9e Simponi HaMajsBa CKOPOCTTa Ha IPOrpecus Ha
nepuepHOTO CTABHO YBPEXKIaHE, OIICHEHO PEHTTEHOTPadCKH, TPH MAIEHTH C TOJIMAPTHKYIapHH
CUMETPUYHH TIOJITUTIOBE Ha 3a00JisBaHeTo (BXK. Touka 5.1) 1 mogo0psiBa TenecHuTe GyHKIUY.

AKcCuaneH cnoHAWIoapTPUT

Anxunosupaw cnonourum (AS)

Simponi e Moka3aH 3a JCUCHUE HA TEKHK aKTUBEH aHKHUJIO3UPAII CIIOHIWINT TPU Bh3PACTHHU, KOUTO Ca
WUMalli HeJIOCTaThUCH OTTOBOP HAa KOHBEHI[MOHAITHOTO JICYCHHE.

Hepenmeenoepagpcxu axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi € moka3aH 3a JedeHHue MPH Bh3PACTHH IMAIIMECHTH C TEKBK, aKTUBEH HEPEHTTeHOTpaCKH
aKCHaJICH CIIOHIMJIOAPTPUT ¢ OOSKTHBHH NPU3HAIM HA Bb3MaJICHHE, MPOsIBEH upe3 nopuiieH C-
peaktuBeH npotenH (CRP) u/unm e nokasan upes sapeHo-MarauteH pezonanc (IMP), kouro ca
HUMaJId HeJOCTAThUEH OTTOBOP MIIH Ca MMAJIH HETOHOCHMOCT KbM HECTEPOUIHU
npotuBopb3nanuTentu cpeactea (HCIIBC).

Yanepozen koxut (UC)

Simponi e MoKka3aH 3a JeueHrne Ha YMEPEH J0 TeXbK aKTUBEH YIIIEPO3CH KOIHUT NIPU BH3PACTHU
MalMeHTH C HeaJIeKBaTeH OTTOBOP KbM CTaHAapTHA TEpaIHusl, BKIIOYBAIA KOPTUKOCTEPOUTIU U
6-mepkantonyput (6-MP) unu azaruonpus (AZA), Wik KOUTO UMAT HETOHOCUMOCT HJTU MEIUITUHCKU
MIPOTUBOIIOKA3aHUS 32 TE3U TEPATIHH.

4.2 I[O?.I/I[)OBK%I U HAYUH HA NMPUWIOKEHUE

JleuenueTo TpsAOBa Aa ce 3aM04YHE U J1a CE CJIeAU OT JIEKapH CIICLMAINCTH 10 AUArHOCTUKA U JICUCHHE
Ha peBMaTOUJIEH apTPUT, MOJIMAPTUKYIAPEH FOBEHIJIEH UIMOTIaTHYEH apTPHUT, ICOPUATUYEH apTPUT,
AHKUJIO3HMpAILl CTIOHTUITUT, HEPEHTICHOTPa)CKU aKCUAJICH CIIOHIMIIOAPTPHUT WITK YIIepo3eH KouuT. Ha
NalMeHTHTE, JEKyBaHH CbC Simponi, TpsOBa Aa ObAe NpeaoCTaBeHa HAIIOMHSIIA KapTa Ha MalueHTa.

2!03I/I[ZOBKa

Pesmamouden apmpum
Simponi 50 mg, NpuIIoKEH BEAHBXK MECEYHO, HA €JJHA U ChIA JIaTa.
Simponi TpsOBa na ce npunara cerbreTBano ¢ MTX.

Tcopuamuuen apmpum, aHKULO3UPAUy CHOHOULUM UTU HEPEHM2EeHO2PAPCKU aKCUdIeH
CHOHOUNLOAPMPUM
Simponi 50 mg, MpuIO’KeH BeIHHX MECEYHO, Ha €JIHA U ChIIA JaTa.

3a BCUYKHU U30POCHHU MO-TOPE MOKA3aHUS HAJTMYHUTE IAHHU TOBOPST, Y€ KIIMHUYEH OTIOBOP
0o0ukHOBEHO ce noctura ciex 12 go 14-cemmudno nevenue (cnen 3-4 mos3u). [Ipu nanuentu 6e3 naHHA
3a TepaneBTUYeH e(heKT Ipe3 TO3M MEePHO/] MPOIBIKABAHETO HA JICUSHUETO TPSOBA J1a CE MPEOICHH.

[ManuenTu ¢ TenecHo Terno Hax 100 kg

3a BcUUKK M30pOeHH MO-Tope MoKa3zaHus npu nanuentd ¢ RA, PsA, AS unu nr-Axial SpA ¢ tenecHo
terno Hag 100 kg, mpu xouTo cien 3 10 4 7031 HE CE TOCTUTHE 33I0BOJIHUTEIICH KIMHUYEH OTIOBOD,
MOJKE J1a ce 00CH/IU MOBHUIIIaBaHEe Ha J103aTa Ha roiuMymat 10 100 mg BeaHBK MECEUHO, KaTo ce
B3€Me€ MpeIBU MOBULIEHUST PUCK OT OINPEeSICHH CEPHO3HU HEXXeJIaH! PeaK1y IpH J103aTa OT

100 mg B cpaBHeHHE ¢ q03aTa oT 50 mg (Bxk. Touka 4.8). [Ipn marmenTy 6€3 JaHHM 3a TepaNeBTUUICH
edexr ciren 3 10 4 noneHUTETHHU 1031 OT 100 mg mpoakDKaBaHETO Ha JICUSHHUETO TPsIOBa Ja ce
MPEOLIECHH.

Yayeposen xonum

[TarimenTu ¢ TenecHo Terio moxa 80 kg

Simponi ce npuiara kato HadanHa go3a ot 200 mg, mociensana ot 100 mg mpe3 BTopara ceIMHLA.
IIpu marueHTH ChC 3aI0BOJIMTEIICH OTTOBOP TpsiOBa 1a ce mpuiarat 50 mg Ha ceaMmuIia 6 1 cien ToBa
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Ha Bcekd 4 cenMmuiy. [TalueHTHTe ¢ He3aJI0BOJUTENICH OTTOBOP MOXKE J]a C€ MOBIIUSSAT MOJIOKHUTEITHO
OT Mpoab/DKaBaHe Ha JiedeHueTo ¢he 100 mg Ha cemMuIia 6 U ciea ToBa Ha BCEKH 4 ceIMUIIH (BK.
Touka 5.1).

[TarmenTn ¢ TemecHo Terso 80 kg u moBeue
Simponi ce mpunara karo HagaimHa g03a ot 200 mg, mociensana ot 100 mg mpe3 BropaTta ceaMuIia, a
cien ToBa 100 mg Ha Bceku 4 cenMuIy (BxkK. Touka 5.1).

Ilo BpPEMEC Ha MOAABPKAIIOTO JICUECHUE J03aTa Ha KOPTUKOCTEPOUAUTE MOXKE 1a CE HAMaJI
IMOCTCIICHHO CHIVIACHO PBbKOBO/JCTBATA B KIIMHUYHATA IPAKTHUKA.

Criope 1 HATMYHHUTE TaHHH, KIMHAYEH OTTOBOP Ce mocTura 12-14 ceIMHUITH Cllel 3altoYBaHe Ha
neuerneto (caen 4 1o3u). [Ipu marMeHTH, TPy KOUTO TPe3 TO3W MEPHUOJT HIMA JaHHH 3a TepareBTHYHA
oJI3a, TPsIOBa J1a ce OOMMUCIH MTPOIBbJKABAHE HA JICYCHUETO.

IIponycHata 03a

AKO ManueHThT 3a0paBy Jja CM HHXKEKTUpa Simponi Ha MTaHUpaHarta JaTa, Toi TpsaoBa Ja cu
MHKEKTHpA MPOITyCHATa J103a BeJHAra II[OM CH CIIOMHH 3a ToBa. [lanmenTture TpsOBa na Ob1at
MHCTPYKTUPAHH J1a HE CH MH)KEKTHPAT JBOMHA /1034, 3a Ja KOMICHCHPAT MPOITyCHATATA.

CrnenpamaTa /103a TpsiOBa 1a ObJie IPUIOKEHA CIIOPEA JaJCHUTE M0-1I0JTy MPEIIOPHKH:

° AKo OT ompezieieHdss MOMEHT 3a MH)KEKTHpaHe Ha J103aTa ca MUHAIU TT0-MaJIKO OT 2 CEIMMIIH,
MAIUEeHTHT TPSOBA []a CH WHYKEKTHPA MPOITycHATAaTa J103a ¥ JIa IPOIBIDKY 110 ITbPBOHAYATHATA
cxeMma Ha MpUJIoKEHHe.

. AKO 0T ompesienieHrsi MOMEHT 32 MH)KEKTHPaHEe Ha J103aTa ca MUHAIU TI0BeYe OT 2 CEIMUIIH,
MAIMeHTHT TPSAOBA Jla CH MHXKEKTHpa MPOITyCHATa 7032 U J1a IPEMUHE KbM HOBa cXeMa Ha
MIPHUIIOKEHUE, 3aII0YBaIa OT MOMEHTa Ha HHXKEKTUPaHe Ha MPOITyCcHaTaTa J103a.

CrernuansHu MoIyJIalin
Cmapuecka 8v3pacm (= 65 200uHu)
He ce Hanmara kopekIys Ha J103arta Ipu Xopa B cTapuecka Bb3pacrT.

bvopeuno u uepnoopobno yepescoane
Simponi He € U3NUTBaH MPH TE3H MOMyIAIMK NanueHTd. He Morar Jia ce 1ajat npernopbKy 3a
JI03UPOBKATA.

Ieouampuuna nonyrayus
beszomacHocTTa M edmkacHOCTTa Ha Simponi My MaeHTy 1oy 18-roquirHa Bb3pacT 3a moKa3aHus,
pasznuuau oT pJIA, He ca yCTaHOBEHH.

Tonuapmuxynapen 16enuien uouonamuier apmpum

3a gena c TenecHo terio Hak-manko 40 kg, Simponi 50 mg ce mpuiara BeJJHbX MECEYHO, HA e{HA U
Chblla JJaTa BCEKU MECELl. 3a IPUIIOKEHUE NIPU Jela C MOJIMapPTUKYJIApEH FOBEHWIEH UIUONaTHIEeH
apTPHUT C TeJIECHO Terio no-mMajiko ot 40 kg e Hanmuna 45 mg/0,45 ml npenBapuTeTHO HAaITBIHEHATA
nucaska.

OT HaIUYHHUTE JaHHU CC Mpearojiara, Y€ KIIMHU4YCH OTTOBOP OOMKHOBEHO C€ MOCTHra B PAMKHUTC HA 12
a0 14 CCAMUIM JICYCHUC (CJ'IGZ[ 3-4 )1031/1). HpI/I Acla, IpHU KOUTO HAMA JaHHU 3a TCPAIICBTUYHA 110JI13a
B paMKHUTE Ha TO3H IEPUOJ OT BPpEME, IMMPOAB/HKABAHETO HaA JICUHCHUETO Tp$[6Ba Jla C€ npepasriicaa.

Hayun Ha npunoxeHue

Simponi e 3a MOAKOKHO MpujiokeHue. Ciiea ChOTBETHO 00yUeHHE B TEXHUKATA Ha MOAKOKHO
WHXEKTHPaHE, MAIMEHTHTE MOTAT J]a CE CAMOUHXEKTHPAT, aKO TEXHUST JIeKap MPEIieHH 3a

MOJIX OISO, C TIOCTIEIBAI0 MEAUIIMHCKO HAOMI0IeH!e, ako € HeoOxoaumo. [lanmenture TpsOBa na
ObJIaT MHCTPYKTUPAHU J1a WHXXEKTHPAT Ha3HAYSHOTO KOJIMYECTBO Simponi ChIIIACHO MTOAPOOHUTE
WHCTPYKITUH 32 IPIJIOKCHHE, JaJCHH B IUCTOBKATA 32 MalMeHTa. AKO ce Hajlara Jia ce IprIoKat
HSKOJIKO WHXKEKIIMH, T¢ TPsIOBa Ja ce MPaBAT Ha pa3IMyHU MECTa 110 TSUIOTO.
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3a HHCTPYKIUHA 32 MPUIIOKEHUE BIKTE TOUKA 6.6.
4.3 IIporuBomokazaHus

CBpPBXUIyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KBbM HAKOE OT IIOMOIIHUTE BEIIECTRa,
n30poeHu B Touka 6.1.

AxtuBHa TyOepkymo3a (TB) ninu apyra Texxka nH(MEKINs KaTo CENcuc, KaKTO ¥ ONOPTIOHHCTUIHH
uHpeknuu (BK. Touka 4.4).

YMepeHo TexKa Wi TeKKa cbpaedHa HenoctarbaHocT (kimac III/IV mo NYHA) (Bx. Touka 4.4).

4.4 Croenuananu npeaynpesxaeHus: U NpeANa3sHl MePKH PH ynoTpeda

[Ipocaeaumoct
3a fa ce moIo0pu MPOCISTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUST

HOMEDp Ha IpUjIaraHus NpOLYyKT TpsOBa Aa ObJaT SICHO 3allCaHH.

Hudexnuun

HaHI/ICHTI/ITC Tpﬂ6Ba Ja 6BI[aT BHUMATCIHO MPOCICAABAHN 3a PaA3BUTUC Ha I/IH(bCKHI/II/I, BKIIFOUUTCIHO U
TyOepKyo3a — mpeu, o BpeMe Ha | Cliel Kpas Ha JedeHneTo ¢ ronmumymad. [lpensun Tosa, ye
SJIMMUHHUPAHETO Ha FOIMMyMad MoxXe J1a MPOABILKHU JI0 5 Mecella, IPociesIBaHeTo TpsOBa 1a
MPOABIDKH U Tpe3 To3M nepuo. [Ipu nanueHTH, pa3Buiiv TexKKa HHPEKIHS WIN CETICHC, JICYEHHETO C
roruMymMal He TpsiOBa Ja MpoAbbkaBa (Bxk. Touka 4.3).

l'onumymab He TpsIOBa J1a ce mpujiara Npy NaMeHTH ¢ KIMHUYHO 3HaYMMa aKTHBHA WH(EKIIUS.
Korato ce 00chxk/1a NIPUIOKEHUETO Ha TONMMYMa0 MPH MallUEHTH ¢ XPOHUYHA HHPEKIHS WK
aHaMHe3a 3a PEeLUIUBHPANIN HHPEKIIMH, TPSOBA J1a ce MOAX0XK/a C MOBUIICHO BHUMaHHE.
[Naruenture TpsOBa 1a ObAAT MOCHBETBAHU 3a MOTCHIIMAIHUTE PUCKOBU (haKTOPH 32 UH(DEKTUPAHE U
J1a TH n30srBar.

[Manwmenture, mpuemainy TNF Giiokepu, ca mo-noJaTivByi KbM Pa3BUTHE HA TEKKU HHPEKIHH.

[Tpu manuenTy, TeKyBaHH ¢ TOTUMyMa0, ce choOIIaBa 3a OakTepHaTHH (BKIIOYHTEIHO CETICUC
MTHEBMOHUS ), MUKOOAKTEpUATHA (BKIFOUHTETHO TB), HBa3WBHU I’bOMYHHN U OTIOPTIOHUCTUYHU
WH(EKIMU, BKIIFOYUTEIHO U ¢ JIeTalieH u3xo/. Hskon oT TexkuTe HHOEKINH ca TOKIIAJABAHU MPU
MalMEeHTH Ha ChITBTCTBAIIO HMYHOCYIIPECHBHO JICUCHHE, KOETO, B IONBIHEHNE KbM CETallTHOTO UM
3a0oJsiBaHe, T Mpepasnoiara KbM pa3BuTHe Ha nHpeknuu. [lanuenture, pa3Buiiv HOBa HHQEKIHS
MO BPEME Ha JICUCHHUE ¢ ToMMyMa0, TpsiOBa 1a ObIaT BHUMATEITHO MPOCIIEISBAHU U 1a ObaaT
MOJVIO’KEHH Ha ISUIOCTHA TMAarHOCTHYHA OlleHKa. [Ipy manueHTuTe, pa3Buiii HOBa CEpUO3HA
WHQEKIINS WIN CETICHC, TIPUIOKESHUETO Ha TOJIMMyMal TpsOBa J1a ObJie MPEKPATEHO U Jia Ce MPOBEJIS
MOJIXOJIAIIO MPOTUBOMHKPOOHO WIIH MPOTHBOIEOMYHO JICUCHHE, JIOKATO HHPEKIUIATA HE ObIe
OBIIQ/ISIHA.

[Ipu manmeHTH, KUBEIW WK ITbTYyBAJIA B pallOHH, KbIETO NHBa3UBHHUTE I'hOMYHU HH(EKITNH KaTOo
XUCTOIUIa3M032a, KOKITUINONIOMUKO3a HITH 0JIACTOMHKO3a Ca €HIIEMUYHH, TIOJI3UTE U PUCKOBETE OT
JIEYCHUETO C TOIMMYyMal TpsiOBa BHUMATEITHO Ja ¢c€ OOCHIAT, IIPEIH J1a C€ HA3HAYH JICUECHUE C
romMyMad. AKO PY PUCKOBH MAIMECHTH, JIEKYBAaHU C TOIMMYMa0, Ce pa3BUE CEPUO3HO CHCTEMHO
3a0ossiBaHe, TPSOBA J1a Ce M0I03UPa MHBA3WBHA I'bOMYHA HH(EKIHs. AKO € Bb3MOXXHO, TMarHo3aTa u
MPUJIOKEHUETO Ha EMITUPUYHA MPOTUBOrEONYHA TEPAIUs IPU TE3H MALMEHTH TPSOBA J1a Ce HAIPaBH
CJIe]l KOHCYJITAIUS C JICKap C OIMUT B JICYSHUETO Ha MALMEHTH ¢ MHBA3UBHU I'bOMYHM MH(EKIINY.

TyOGepkyno3a
MMa choOl1eHus 3a pa3BUTHE Ha TyOepKyJi03a MPH MallieHTH, Hoy4aBainy ronumymad. Tpsosa na ce

0TOEJIeXkKH, Ye B MIOBEYETO OT TE€3M CHhOOILECHHUS CTaBa BHIIPOC 3a M3BbHOEI0APOOHA TYOepKYyII03a,
M3SBSIBAIA CE KAKTO KaTO JOKAJIM3UPAHO, TaKa U KaTO JUCEMUHUPAHO 3a00JIIBaHe.
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[Ipenu 3amouBaHe Ha JTEUYESHUETO C TOJIMMYMAa0, BCUUKH MAIIMEHTH TPsiOBa J1a ObIaT OIEHEHU KaKTo 32
aKTHBHA, TaKa ¥ 3a HEAKTUBHA (,,JaTeHTHA) TyOepKymo3a. OreHkara TpsOBa 1a BKIIFOYBA 00CTOMHA
MEMIIMHCKA aHAMHEe3a ¢ JIMYHa aHaMHe3a 3a TyOepKyJI03a WM Bh3MOXKEH MPEAIISCTBAI KOHTAKT C
TyOepKyJI03a ¥ MUHAJIO /MU HACTOSIIIO UMYyHOCYTIPECUBHO JicdeHHe. TpsOBa Jla ce U3BbpIIAT
CHOTBETHUTE TECTOBE 32 CKPUHHMHT, T.€. KOXEH TYOCPKYJIMHOB TECT WM KPHBHH U3CIICIBAHUS 1
peHTreHorpadus Ha TpbJCH KOII, Ha BCHYKH MallMeHTH (MOXKE J1a ca B CHJIa MECTHU M3UCKBAHUS).
[IpenopruBa ce pe3yiATaTUTE OT TE3H U3CJICIBAHUS Ja Ce 3aIUINAT B HAIIOMHSINATA KapTa Ha
nanueHTa. HarmoMmHs ce Ha mpeucBaIinTe JeKapH 3a PUCK OT (GalIiBO OTPHUIIATSITHY PE3YIITATH MPU
KOXKEH TyOepKYJIMHOB TECT, 0COOCHO MPHU TEKKO OOJHU WM UMYHOKOMIIPOMETHPAHH TTAIUCHTH.

AKko ObJIe TUarHOCTUIIMPaHa aKTUBHA TYOEPKYII03a, He TPsOBa J1a Ce 3armoyBa JICUCHUE ¢ TOJTMMyMal
(Bx. TOuka 4.3).

[Tpu ceMHeHuE 3a TaTeHTHA TYOepKys03a, TpsiOBa Jla ce HallpaBU KOHCYJTALUS C JIEKap C OMUT B
JieyeHHeTo Ha TyOepKyio3a. IIpu Bcuuku onucaHu no-10J1y cilydad TpsiOBa BHUMATEIHO J1a ce
NPELEeHN ChbOTHOLICHUETO T0JI3a/PUCK HA JICYEHHETO C TOJIMMYyMal.

AKko 0bJe TMarHOCTULIMPaHa HEaKTHUBHA (,,JaTeHTHA”) TyOEepKyII03a, MPeIn 3all0UYBaHe Ha JEUSHUETO C
ronruMyMab TpsiOBa Jla ce 3aloyHe JISYCHHE 3a JIATEHTHA TyOepKyJI03a ¢ IPOTHBOTYOEPKYIIO3HH
CpeacTBa B CbOTBETCTBUC C MCCTHUTC U3UCKBAHM.

I1pu marnueHTH, KOUTO UMAT HIKOJIKO PUCKOBH (pakTopa 3a TyOepKysI03a WM 3HAYUMH PUCKOBH
(hakTOpH M OTPHUIIATEITHO U3CJICIBAHE 3a JIATCHTHA TyOepKyI03a, TpsAOBa J1a ce 00ChIM MPOBEXKAaHE HA
JICYCHUE C MPOTUBOTYOCPKYJIO3HHU CPEJCTBA MPE/IU 3alI0YBaHE HA JICYCHUETO C TOIUMYMa0.
HasnayaBaHeTo Ha TyOEpKYyJIOCTATHYHO JICUSHHUE, IPEIHN J1a CE 3a0YHEe MPHI0KEHHUE HA ToJIuMyMao,
TpsiOBa J1a ce 0OCHIH U MMPHU MAIMEHTH C aHaAMHEe3a 3a JJATCHTHA MM aKTHBHA TYOEpKyJi03a, IPH KOUTO
HE € CUTYPHO, Y€ € MPOBEKIAAHO aJCKBATHO JICYCHUE C MPOTUBOTYOCPKYIIO3HU CPEICTBA.

IIpu nmanuenTy, JeKyBaHH ¢ TOIUMyMa0, ca Bb3HUKHAIN ClIyyad Ha akTUBHA TyOepKyJio3a Mo BpeMe
Ha ¥ cJIefl JIeYeHHe 3a JaTeHTHa TyOepkyio3a. [lannenture, mpueMainy ronumymao, TpsioBa CTpUKTHO
Jla ce MpOCIeasBaT 3a MPU3HAIM U CUMIITOMH Ha aKTUBHA TyOEpKyJI03a, BKIIOUUTEIHO MAllUEHTHUTE,
KOHMTO Ca UMaJIM OTPHULIATEIHO U3CTIe/IBaHE 3a JIATEHTHA TyOepKyJ03a, HallueHTH, KOUTO ca Ha JIeYeHHe
3a JJaTeHTHa TyOepKyJ03a U NalueHTH, KOUTO ca OMIIM JIEKYBaHHM 3a TyOepKyJIo3Ha HHEKIHS.

Bceuuku marueHTH TpsioBa 1a Ob1aT MOCHBETBAHH J1a OTHPCIT MEIUIIMHCKA OMOIII, aKO [0 BpeMe Ha
WITH CJIe]] JICYCHHE C TOIMMYMal ce MOSBST MPU3HALM/CUMIITOMH, KOUTO MPENoiaratT Halndue Ha
TyOepKyIio3a (Harmp. NpoIbKATENHA KalluTiIa, 0TciabBaHe/3aryda Ha Terio, cyodeOpuinTeT).

PeakTuBanys Ha BUpyca Ha xenaTut B

[Mpu nanuenty, nexkyBanu ¢ TNF-aHTaroHUCTH, BKIIOUYUTEIHO TOIMMYyMa0, KOUTO Ca XPOHUYHH
HOCHTEIM Ha BUpyca Ha xenaTut B (T.e. ca HBsAg-nonoxxurennn), € HaOJ1F01aBaHO peaKTUBUPAHE Ha
Bupyca. Hsxou oT ciydanTe ca OUiu ¢ IeTaneH U3Xoz.

[TanuenTure TpsaOBa aa Obaat uzcneapanu 3a HBV undekius npeau 3amovpane Ha JIUSHUE C
romumyma0. [Ipu nmanmenTn, kouto ca no3utuau 32 HBV nHbeknus, ce npenopryBa KOHCYITAIHS C
JieKap, KOUTO MMa OMUT B JICYEHUETO Ha XenaTut B.

IIo Bpeme Ha JIeYEHUETO U HAKOJIKO Mecela ciiel] Kpast My Hocutennte Ha HBV, npu kouto ce Hanara
JIeYeHHe C roJIMMyMad, TpsOBa Ja ObJaT BHUMATEIIHO NPOCeIIBaHH 3a IPU3HALN U CUMIITOMU Ha
aktuBHa HBV mHdexnusa. Hama noctaThaHO JaHHY 32 CHITBTCTBAIIO JICUeHUE Ha HocuTennte Ha HBV
¢ TNF-aHTaroHucT 1 NpOTUBOBUPYCEH IIpenapar ¢ 1eJ IpeIoTBpaTsBaHe Ha peakTuBanusaTa Ha HBV.
[Ipu nauueHTH, IPH KOUTO BUPYCHT Ha XeNaTUT B ce peakTUBHpa, JIEUYCHUETO ¢ ToNMMyMad TpaOBa 1a
ce cIIpe U J1a ce 3armovHe e(uKacHO NPOTUBOBHUPYCHO JICUEHHE C MOIXOASIIO0 MO IbPIKAIIO JICUESHHE.

3s0kadecTBeHU U JIuMdornpoandepaTUBHU 3a00JIBAHUS
He e u3BecTHa moTeHImanHaTa pois Ha jJedeHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 3710KAYSCTBCHH
3a0o0iaBaHus. B3 OCHOBa Ha HAJIMYHKUTE JaHHU KbM HACTOSIIUS MOMEHT HE CE M3KJIFOUBA €BEHTYAJICH
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PUCK 3a pa3BUTHE Ha TUM(POMH, JIEBKEMHUSI WITH JPYTH 3JI0Ka4YECTBEHH 3a00JIIBaHUS TP MAIEHTH,
nekyBanu ¢ TNF-anTaronuct. TpsOBa fga ce moaxoskia ¢ MOBUIICHO BHUMAaHUE TIPH 3aII0YBaHE Ha
nedenue ¢ TNF Onokep npy nalnyeHTy ¢ aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00ISIBaHE WK TIPH
pojbibkaBaHe Ha JieueHue ¢ TNF Giokep npu nmanueHTy, pa3Briiy 3JI0Ka4€CTBEHO 3a00JIsBaHe.

3nokawecmeenu 3a60a518aHUsL NPU NEOUAMPUYHU NAYUESHINU

B nmocTMapkeTHHTOBY YCIOBUS MMa ChOOIICHHUS 3a 3JI0KAYECTBEHH 3a00JIIBaHuUs, HAKOU C (haTajcH
W3XOJI, TIPH JIelia, FOHOIIN 1 MIIaAu xopa (10 22-ronuiiHa Bs3pact), TekyBanu ¢ TNF-01okepu
(magano Ha nedenueTo < 18-rogumiHa B3pact). [IpuOamsuTeTHO MOTOBHHATA OT TE3H CIydaH ca
mumdomu. J{pyrute ciydan o0XBaIaT pa3IuvHU 3JI0KAYECTCHU 3200 IIBaHUS, BKIIFOUUTEITHO PEIKH
3a00JIsIBaHus1, OOMKHOBEHO CBBP3BaHU ¢ UMyHOCyIpecus. [lpu aena u roHomm, nekyBanu ¢ TNF-
OIIOKepH, He MOXKE JIa ce M3KJIIOYH PHCK OT Pa3BUTHE HA 3JIOKAYECTBEHU 3a00ISIBAHNS.

Jlumgpom u neexemus

B xoHTponMpaHuTe eTany Ha KIMHAYHUTE H3MUTBAaHKUSA Ha BcHIkH TNF OrokepH, BKIIIOUNTETHO
ronmmyma0, Ipy nanuenTure Ha gedenne ¢ TNF-antaronuct ca HabIro1aBaHy MOBEYE CIydad Ha
Pa3BUTUC Ha HI/IM(l)OM B CPaBHCHUC C MMAUCHTUTEC OT KOHTPOJIHUTEC I'PYIIN. B KIMHMYHUTE U3OUTBAHUS
Ha Simponi ¢a3a IIb u Il mpu manmentu ¢ RA, PsA u AS gectoraTta Ha pa3BuTHe Ha TUMGOM TIPH
NaUEeHTHTE, JIEKyBaHH C TOIUMYMa0, € Mo-BHCOKA OT cpeaHaTa 3a obmara nomynanus. Cro0meHu ca
CIIydad Ha JIEBKEMUsI [IPH MALMEHTH, JIeKyBaHH ¢ TomumyMa0. [Ipu nanueHTr ¢ peBMaTOUICH apTPUT €
rojisiMa JaBHOCT M BUCOKAa aKTUBHOCT Ha BB3HAJIHUTCIHOTO 3a6OHHBaHe ChbUICCTBYBA MMOBUILICH PUCK OT
HosiBa Ha TUM(OM U JICBKEMUS, KOETO YCIIOXKHSBA OIIEHKATa HA PHCKA.

[Tpu nanmenty, nexyBanu ¢ npyru TNF-61o0kepu ca cho01aBaHy peIKM CITydad Ha XETaTOMHEeHAICH
T-xnerpuen mumpom (HSTCL) B mocTMapkeTHHTOBHS 1eproy (Bx. Touka 4.8). To3u psabK TUT
T-kneTpueH TuMQOM € ¢ MHOTO arpecuBeH X0 Ha 3a00JIsIBAaHETO U OOMKHOBEHO 3aBBPIIBA JIETATHO.
IloBeueTo OT ciayyanTe ca Bb3HUKHAIU IPU IOHOLIN U MBKE B MJIaJia Bb3pPacT, KaTo MOYTH BCUYKH ca
O Ha CHITBTCTBAIIIO JICYCHUE C a3aTHONPUH (AZA) uinu 6-mepkanrtonyput (6-MP) 3a
BB3MAINTETHO 3a00JsIBaHe Ha yepBaTa. [loTeHImanHuAT pruck rmpu komOnHNpaHe Ha AZA wm 6-MP ¢
roiuMymad TpssOBa BHUMATENHO Ja ce oOMuciu. PUCKBT 3a pa3BuTHE Ha XemaTojreHaleH T-KIeThueH
mumdom mpu nanueHTy, nexkyBanu ¢ TNF-0nokepu, He MoXke Ja ce H3KITIOYH.

3noxkauecmeenu 3a60126aHUS, PA3TULHU OM TUMPDOM

B xoHTpONMpaHuTe eTany Ha KIMHUYHUTE U3NUTBaHUs Ha Simponi ¢a3za [Ib u 111 npu nanuenTtu ¢
RA, PsA, AS u UC uectoTaTa Ha 3710KaueCTBEHHUTE 3a00IISIBAaHUS, PA3IIMIHA OT JrMPOM (¢
W3KIIIOYEHNE Ha HeMeIIaHOMEH KOXKEH Pak), € CXOAHA MEX/Ty IMallueHTHTE Ha JISYeHUE C TOTUMYMal H
TE3HW OT KOHTPOJIHUTE TPYIIH.

Lucnnazus/kapyunom na 0ebenomo uepeo

He e n3BecTHO fanu Je4eHNETo ¢ ronuMyMal MMOBIMABA PHCKA 32 PA3BUTHE HA TUCIUIA3US WIH
KapIrHOM Ha 7e0enoTo 4epBo. Ha BCHUKM MallMeHTH ¢ yIIepO3eH KOJIHUT, KOUTO Ca C MIOBHUILIEH PHCK
3a IUCILIAa3Ms MM KapIIMHOM Ha J1e0esI0To 4epBo (Hamlp. MalUeHTH C IBITOTOINIICH YIIIePO3eH KOJTUT
WIN ITbPBUYEH CKJIEPO3UPAIL XOJIAHTUT) WM KOUTO UMAT aHaMHe3a 3a AUCIUIA3Us IIM KapIIMHOM Ha
ne0enoTo uepBo, TpsIOBa PEJOBHO Jia Ce NMPaBH CKPUHUHT 32 JUCIIIa3Hs TIPEIN TepanusaTa U B Xo/1a Ha
3abomsBaneTo. To3u mperiies TpssOBa Ja BKIIIOYBA KOJOHOCKOIHS M OMOIICHSI CHITIACHO HALIMOHAIHUTE
pbKOBOACTBA. [Ipy manuenTH ¢ HOBOAUArHOCTHLIMPAHa JUCIIIa3Hs, JIEKYBaHU C TOIUMYyMao,
PHCKOBETE U MOJ3HUTE 33 OTACIHUTE MAIUEHTH TPIOBa BHUMATEIHO J1a C€ MPELEeHAT U 1a ce 0OMUCIH
JIaJii 1 C€ TIPOABIKU TePANHATA.

B excrmopaTopHO KIMHHYHO U3MUTBAHE 32 OIICHKA Ha IPUJIOKEHUETO Ha TOJIMMyMab MpH MarueHTH ¢
TEKKa [epCUCTUpAllla acTMa ca JI0KJIABaHU [10BeUe ChOOILEHHSI 3a 37I0Ka4eCTBEHU HOBOOOpa3yBaHUs
NpY aLMEHTUTE, JIEKYBaHU C TOJIMMYyMal, B CPaBHEHHUE C MALIMEHTUTE OT KOHTPOJIIHUTE TPYIH (BXK.
Touka 4.8). 3HaYMMOCTTa Ha TE3U Pe3yJITaTu He € U3BECTHA.

B ekcrutopaTopHO KITMHUYHO U3MUTBAHE 32 olleHKa Ha Apyr TNF-anTaroHucT — nHQIMKCUMA0, pu

MAaIMEHTH C YMEPEHO TEXKa JI0 TeXKa XpOHUYHA 00CTpyKTUBHA OenoapobHa 6onect (XOBB), ca
JIOKJIaJIBaHU [T0OBEYE CHOOLIEHNUS 3a 3JI0KaUeCTBEHU 3a00JsIBaHNs, IPEIMMHO Ha Oenust 1pod niu
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rJIaBara M MHATa, IpH NAlUeHTHTE, JIEKyBaHH ¢ HHINKCHMA0, B CPaBHEHHE C TTAIIUEHTUTE OT
KOHTPOJIHUTE Ipynu. Bendku nanueHTy ca 6mnu Texxku mymayn. CrienoBaTenHo TpsiOBa aa ce
MOJIX0%/1a C MIOBUIIIEHO BHUMAaHUE TIpU NPUIOKEeHHEe Ha KOWTo U Aa € TNF-aHTaronuct npu namueHTu
¢ XOBb, kakTo u npy NanyueHT! C MOBHUIIEH PUCK OT pa3BUTHE Ha 3JI0KaYeCTBEHO 3a00IsBaHe MOpaIu
TIOTIOHOITYIIIEHE.

Pax na xoorcama

IIpn manmenTn, nexyBanu ¢ TNF-6moxupariy cpenctsa, BKIFOUATEHO TOTUMYyMal, ce choOIaBa 3a
MenanoM u Merkel-xieTsueH kapimHoM (BXK.Touka 4.8). IIpemopbuBar ce meproIuIHH
JICPMATOJIOTUYHH TIPETJICH, 0COOCHO MPU MAIUESHTH ¢ PUCKOBU ()aKTOPH 3a paK Ha KoXKaTa.

3acroiiHa chpaeyHa HepocrarbyHocT (3CH)

CpoOIeHn ca cyvad Ha BIOIIaBaHe Ha 3acToliHa chpaeyHa HenoctaTbuHoCT (3CH) u mosiea na 3CH
npu TNF 6nokepu, BKIIOUUTENHO U TonnMyMad. Hakou oT cirydauTe ca ¢ etanen u3zxoa. B
KJIMHAYHO n3nuTBaHe Ha Apyr TNF-anTaroHuct ca Habar0AaBaHU BJIOIIABAHE HA ChIIECTBYBAILA
3acTOIHA Chp/IeYHa HETOCTATHYHOCT U TIOBUIIIEHa CMBPTHOCT B pesynrtaT Ha 3CH. ['omumymab e e
npoyusaH npu naueHTd cbc 3CH. [Nonmumymab TpsiOBa aa ce mpuiara ¢ MOBUIIEHO BHUMAaHKUE IPH
MIAIMEeHTH C Jieka chpaedHa HegoctaTbuHoCT (kimac I/Il mo NYHA). [Tanuenture TpsiOBa ga 0p1atT
BHUMATEJIHO MIPOCIIEISIBAHH U IIPH I10sIBa WM MPOrPECUPAaHE HA CUMIITOMUTE Ha ChbpACYHA
HEJ0CTAaThYHOCT MPUIIOKEHUETO Ha rOJIMMyMal TpsOBa 1a Objie mpekpaTeHo (BxK. Touka 4.3).

Hesponornunau cr0uTHs

[Tpunosxenueto Ha TNF-aHTaroHUCT, BKIIFOYUTEIHO U TOJIMMYyMa0, € CBhP3aHO ChC CIIy4aH Ha MosBa
501041 CK33HCp6aHI/I$I Ha CUMIITOMUTC I/I/I/IHI/I PEHTTCHOJIOTHYHHUTE JaHHU 3a JEMHUCIIMHU3UPALIU IIPOLUECHU
Ha [IEHTpaJTHATa HEePBHA CHCTEMA, BKIIFOUUTEITHO MHOXKECTBEHA CKIlepo3a U nepudepHu
JIEMHUCTMHU3UPAIIN HapylieHus. [Ipy malueHTy ¢ mpeAmecTBaIlo Wi HOBOIOSBHUIIO C&
JEMHEITMHU3UPAIIO HApYIIEHHE TPsIOBa BHUMATEIHO /1 CE MPEeHN ChOTHOLICHUETO PUCK/TION3a OT
neuenuneto ¢ TNF-anTaroHucT, mpeau a ce 3anovHe JieueHue ¢ romumymad. TpsiOBa na ce oochan
MpeKpaTsBaHe Ha JICYCHHETO ¢ rOTMMyMal, ako Bb3HUKHAT Te3U HapylueHus (BxK. Touka 4.8).

Omneparuu
OnuThT 1O OTHOIIICHHE HAa OE30MIaCHOCTTA HA TOJIMMYMab CKOpPO Clie]l XUPypPriUYHU HHTEPBEHIINY,

BKJIFOUUTCIHO U apTPOIJIACTHUKA, € OTPAHUYCH. Axo ce I[JIaHUpa XUPYPruiHa MHTCPBCHI U, Tp${6Ba Ja
CC B3EMC NPCABU ABJITUAT MOJIYKHUBOT Ha JICKAPCTBECHUA ITPOAYKT. Ha]_[I/IeHT, IIpU KOT'OTO CC HaJiara
XUpYypTruiHa HHTCPBCHIUA 10 BPEMEC Ha JICUHCHUCTO C FOJ'II/IMYMa6, TpH6Ba Ja 6’5,[[6 BHHUMATCIIHO
MMpocCJICAABAH 3a pa3BUTHUC HA I/IH(i)eKI_II/II/I, KaTo IIpU HYKJa TpH6Ba Ja c€ B3€MAaT CbOTBCTHUTE MCPKHU.

UmyHocynpecus

Tt karo TNF e MeauaTop Ha Bb3MaJCHUETO U MOBIMIBA KJIEThUHUS UMYHEH OTTOBOP, ChILIECTBYBA
BeposTHOCT TNF-aHTaroHMCTUTE, BKIIIOUUTEIIHO U TOJIMMYyMa0, Jia 3acsArat 3al[iuTara Cperry
WH(EKINY 1 Pa3BUTHE HA 3TIOKAYECTBEHH HOBOOOPA3yBaHHSI.

ABTOMMYHHHM IPOLIECH

OtHocutennuat nedunut Ha TNFo, nmpuunneH ot nedenueto ¢ TNF-anTaronuct, Moxxe fa 1oBesie 10
OTKJTIOYBAHETO Ha aBTOMMYHHH MPOTIECH. AKO Clie/] MPUIIOKEHNE Ha TOIMMYMa0 ce pa3BUSsT
CHMITTOMHU, XapaKTEepHH 3a JIYITyC-TI0A00CH CHHAPOM, U aHTUTENIaTa Cpenry ABoiHoBepmxHaTa JJHK
ce TIO3UTHUBHUPAT, JICYCHHETO C ToMMyMal TpsOBa J1a ce mpeycTaHoBH (Bk. Touka 4.8).

XeMaTOJI0TUYHY PeaKlny

Nma cpolbeHns 3a ciyyad Ha NAHIMTOIICHHS, JIEBKOIICHU, HEYTPOIIEHHS], arpaHyJIoLnTO3a,
aruIaCTUYHA aHEMUS U TPOMOOIIMTONICHHUS TP NAMEHTH, osrydaBaiiy TNF O10kepu, BKIIOYUTEITHO
roauMymab. Bendkn nanueHTn TpsiOBa ja ObAaT MOCHBETBAHM JIa TIOTHPCST He3abaBHa MEIUITMHCKA
TIOMOII], KO Pa3BUT MPU3HAIM U CHMIITOMH, KOUTO TIPE/ITIONaraT HAIMYMe Ha KphBHA TUCKPA3Us
(namp. nepcuctupain ¢peOpuInTeT, KPbBOHACAAAHUS, KbpBeHe, Onennoct). [lpu manuenTtu ¢
YCTaHOBEHU XeMAaTOJOIMYHH aHOMAJIH TPSIOBa Jla ce 00CH/IN MPEeKpaTsIBaHEe Ha JICYCHUETO C
roJIMMyMao.
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CemrpreTBaito mpuiaoxkenne Ha TNF-aHTaroHuCTH ¥ aHaKUHPa

[Ipn KIMHUYHY TPOYYBaHUS ca HAOIIOJaBaHU CEPHO3HN MH(EKITUN U HEYTPOTICHUS TIPH
CBHIIBTCTBAIIOTO NPUJIOKEeHHE Ha aHakuHpa u Apyr TNF Onokep, eraHepiient, 0¢3 TOMBIHUTEIHA
KJIMHUYHA 10132, [lopanu xapakTepa Ha HEXXEJIaHUTE PEaKIUU, Ha0II0IaBaHU TIPU Ta3u KOMOMHHpaHa
Tepamnwus, CXOJHU TPOSBU HA TOKCHYIHOCT MOJKE J1a CE MPOSABST U B PE3yJITaT Ha KOMOMHANIMATA OT
anakuupa u apyr TNF 6mokep. KomOuarpanero Ha romnMymal U aHaKWHpPA HE Ce MIPEeTropbhyBa.

CeirprerBamnio npunoxkenne Ha TNF-anTaronucTy u abatament

B ximHWYHE TPOYYBaHUS CHITBTCTBAMIOTO nMpmiiokenne Ha TNF-anrtaronucTy u abaranent e 6uio
CBBP3aHO C IMOBUIIICH PUCK OT Pa3BUTHE HAa UH(EKIIUU B CPABHEHHE C JICYCHUETO CaMO C
TNF-aHTaroHucCT, BKIIFOYUTEITHO U CEpUO3HU NH(PEKINHU, 0€3 ChBMECTHOTO UM MPHIIOKEHHUE J1a HOCH
KITMHIYHA T013a. KoMOmHMpaneTo Ha ronmmymab u abaTarent He ce pernophiBa.

ChIBTCTBALIO NPUIIOKEHHE C IPYTH OUOIOTHYHU JIEKAPCTBEHHU TPOJTYKTH

Hsma nocrarbuHo HHGOpMANHs 110 OTHOIIEHHE HA CHITBTCTBAIIATA YIIOTPeOa Ha TOIMMYyMal ¢ IpyTrH
OMOJIOTMYHU JIEKapPCTBEHH MPOILYKTH, U3IOJI3BAHM 32 JICUCHUE Ha CHIINTE 3a00JIIBaHMs, 32 KOUTO CE
u3Mnon3Bea ronumymad. CeIIbTCTBAIATA YIIOTpeOa Ha TOTMMYMal ¢ Te3W OMOJIOTUYHU MPOAYKTH HE ce
IpernopbyBa NOPaaH BE3MOKHOCTTA 32 ITOBUIIIABAaHE HA PHCKA OT HHEKIUS U IPYTH NOTCHIIHATHI
(apMaKoIOrHIHU B3aUMO/ICHCTBHSL.

IIpemunaBane ot eaud Bua ouosornyeH DMARD kpM apyr

Heobxomumo e moBUIlIeHO BHUMAaHWE | MTAIMEHTHTE TPSAOBa 1a IPOABIDKAT 1a OBAaT MPOCIeIBaHU
MpH MPEMHUHABAHE OT €IMH OUOJIOTUYCH JICKApCTBEH MPOIYKT KbM JIPYT, Thi KATO MPUIIOKPUBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOJKE JIOIBJTHUTEITHO Ja MMOBUIIN PUCKA OT HEXEJIaHU PeaKIuy,
BKITFOUUTEITHO WH(EKITHS.

BakcuHanuu/TepaneBTHYHU HH(EKIIMO3HU areHTH

Ha manuenTure, 1eKyBaHU ¢ TOJIMMYMa0, MOTaT Jla c€ MPaBsT BAKCUHH, C U3KIIOYCHUE HA KUBH
BaKCHHU (BX. TOUKH 4.5 11 4.6). JlaHHUTE 32 OTTOBOpA IIPH BAKCHHUPAHE C )KMBH BaKCHHU WJIH 32
BTOPUYHO Tpe/iaBaHe Ha HHPEKIHs Ype3 )KUBU BAKCHHU MPH MAIIMEHTH, KOUTO ca Ha JIeueHUe C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YoTpedara Ha )KUBU BAKCHHYM MOJXKE Ja JOBEJIE 10 KIIMHUYHU
MH(EKIHH, BKIIOYUTEIHO JUCEMUHUPAHN HHPEKIIUH.

Hpyra ynorpeba Ha TepaneBTHYHU MH(EKIIMO3HN areHTH KaTo )KMBH aTCHIOUpaHU OakTepuu (Harp.
BnuBaHe Ha BCG B MUKOYHUS MeXyp MpH JeueHHe Ha paK) MOXKe J1a JIOBEJIe /IO KIMHIUYHU HH(DEKITUH,
BKITIOUHTEITHO JIUCEMUHUPaHU nH(pekimu. [IpenopbuBa ce 1a He ce Mpuiiarat TeparneBTUYHN
WHQPEKIMO3HU areHTH ChITBTCTBAIIO C FOJTUMYMa0.

ATIEpruyHu peakiuu

[Ipu mocTMapKETHHTOBHSI OMUT Ca ChOOIIEHN CEPHO3HU CHCTEMHH PEaKii Ha CBPbXUYBCTBUTEITHOCT
(BKJIFOUUTENHO aHAPUIAKTHYHA PEaKIns) Ciiel MpUIoKeHue Ha romumyMad. Hskou ot Te3u peakunu
ca HaCTBIIWIM CJe]l ITbPBOTO NMPHUJIOKEHNE Ha ToiuMyMal. AKO ce pa3Bue aHadMIAKTHYHA WK Apyra
CEpUO3HA aJlepruyHa PeakLysl, NPUIOKEHHETO Ha roJuMyMad TpsiOBa J1a ce MPEyCTaHOBH U Ja ce
3alI0YHE NOAXOIAIIO JICYCHHE.

Cpr)CllyGCWIGMWIEJZHOCWl KbM JldmeKc

KamnaueTo Ha urnara B MMPEABAPUTEIIHO HAITBJIHEHATA IMHUCAJIKa W MPEABAPUTCIIHO HAITbJIHECHATA
CIIPUHIIOBKA € HAIIPpaBE€HO OT €CTECTBCH CYX Kay4YyK, CbAbpiKall JIaTECKC, 1 € Bb3MOKHO JIa IIPEAN3BHUKaA
AJICPIrUYHU pCaKIUU IIPU MALUCHTU, CBPBXYYBCTBUTCIIHU KbM JIATCKC.

CrernyansHu oIy IAIHA

Cmapuecka év3pacm (= 65 200uHu)

B xnmmanyam npoyuBanus ¢asa Il 3a neaenne va RA, PsA, AS u UC karo ms11o He ca 3a0emnsi3anu
Pa3JMKH 110 OTHOLIEHHE Ha HeXenanuTe JexkapcTBenu peakunu (HJIP), cepno3nute HexenaHu
nexapctBenu peaknuu (CHJIP) u ceprosauTe nH(EKIMY pU NAIMEHTH Ha 65 WK MOBEYe TOANHH,
JIEKyBaHH € TOIMMyMa0, U II0-MJIaiu anueHTy. Bee nak, npu jieueHne Ha Xopa B cTapyecka Bb3pacT
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TpsiOBa Jla ce MOAX0Xk/Ia C MOBUIIIEHO BHUMaHKe, 0COOCHO TI0 OTHOIICHUE Ha rosiBaTa Ha H(eknuu. B
mpoydBaHeTo 3a nr-Axial SpA He ca BKIITOUEHHU MAIMEHTH Ha Bb3PacT 45 WU TIOBEYE TOIUHHU.

bvopeurno u uepnoopobro yspescoane

He ca mpoBexxganu crieriiiaHi MPOYYBaHAA HA TOMMMYMa0 MpY MAMEeHTH ¢ ObOPEeYHO WiH
4epHOAPOOHO yBpexaane. [Ipu manueHTn ¢ HapymeHa YepHoApoOHa QyHKIHS roduMyMad TpsadBa ga
Cce Tpuiara ¢ MOBUILIEHO BHUMaHUE (BXK. TOuka 4.2).

Ileouampuuna nonynayus

Bakcunanuu

[IpenopbuBa ce mpeau 3amoyBaHe Ha JieUeHHE C TOIMMYMal a ObJaT HAPaBeHNU BCHUKU
MMYHHU3alU1 Ha NeIUaTPUUHNUTE MAUEeHTH ChITIACHO HACTOSIIMS NMYHHU3AIMOHEH KaJIEHIAP, aKo €
BB3MOXHO (BX. ,,BakcHHaIuy/TepaneBTHYHA HHQEKIMO3HH areHTH  IOCOYEHH MO-Tope).

ITomomHM BemecTBa

Simponi ceabpxka copouton (E420). [Ipu manueHTH ¢ peakn HacleACTBeHN podieMu Ha
HEMOHOCUMOCT KbM (DPYKTO3a, TPSAOBA J1a CE B3eME MPEIBU TOIBIHUTCITHUAT e(hEeKT OT
CBHITBTCTBAIIOTO MPUJIOKEHHUE Ha MPOTYKTH, ChIBPIKAIINA COPOUTOI (WK PPYKTO3a) U XPAHUTEITHHS
mpueM Ha copOuTon (wim GpykTo3a) (BXK. TOUKa 2).

Puck 3a JiekapCTBEHU IPELIKH

Simponi e pa3perreH 3a yrnorpebda 3a moIK0KHO MPUIIOKEHNE B KOTMYECTBA HAa aKTHBHOTO BEIIECTBO B
no3oBa equauia 50 mg u 100 mg. BaxxHo e a ce u3mon3Ba mpaBmIHOTO KOJTUYECTBO aKTUBHO
BEIICCTBO B JI030Ba CUHMUIIA, 3a J1a O'bJIc MPUIIOKEHA IPABUITHATA /1033, KAKTO € TIOCOYCHO B
»Jlo3upoBKa‘“ (Bx.TouKa 4.2). HeoO6x0aqumMo e MMOBUIIIEHO BHUMAaHHE, 32 JIa CE JOCTAaBU IPABUITHOTO
KOJIMYECTBO aKTUBHO BEIIECTBO, U J]a CE TapaHTHpa, Ye HAMa CyO03UpaHe WIH CBPBXI03UPaHe MPH
NauECHTUTE.

4.5 B3aumopeiicTBHe C IPYrH JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojAelicTBUE
He ca npoBexxianu npoy4YBaHus 3a B3aUMOJIEHCTBUSATA.

ChbIbTCTBALIO NPUIIOKEHHE C IPYTU OMOIOTUYHU JIEKAPCTBEHHU NPOJYKTH

KomOunmpaneTo Ha rouMyMad ¢ Ipyrd OMOJIOTHYHH JIEKApCTBEHHU MPOJAYKTH, U3MOI3BAHH 32
JIeYeHUE Ha ChIINTE 3200JsBaHMs, 32 KOUTO CE M3II0JI3BA U TOIMMYyMal, BKITFOUYUTEIHO aHAKUHPa U
abararenT He ce mpenopbuBa (BK. Touka 4.4).

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH
ITo BpeMe Ha JIeYEHUETO ¢ TOMMyMal He TPSIOBa Jia ce MpHiiaraT *KHUBH BAaKCUHH (BXK. TOUKU 4.4 U
4.6).

TepaneBTnuHN HH(EKIINO3HA areHTH HEe TPAOBA J1a ce MPWIarat ChbIIbTCTBAIIO C TOIMMYyMal
(BX%. Touka 4.4).

MeroTpekcat
HesaBucumo oT TOBa, Y€ CHITBTCTBANIOTO NpHiIokeHne ¢ MTX BOH 110 1TO-BUCOKU KOHIIGHTPAIIUU Ha

rojJuMymal B CTAIIMOHAPHO ChCTOSIHUE MPH NareHTH ¢ RA, PSA unu AS, nanHUTE He TOBOPST 32
HEO0OXOAMMOCT OT KOPEKIIHUS Ha J]03aTa HUTO Ha ToaumMymad, Huto Ha MTX (BX. Touka 5.2).

4.6 @DepTUAUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ileTeposieH NoTeHIA

Kenwure ¢ geTepoieH MOTEHIMAT TPIOBA J1a M3MO3BaT e(h)eKTUBHA KOHTPAIIEIIINS 3a MPe/Irna3BaHe OT
OpEeMEHHOCT U J1a MPOIBbJDKAT JIa 51 U3IO0JI3BAT MOHE 6 Mecelia Clie/l MOCISTHOTO MPUIIOKEHNE Ha
rojumMymao.
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BpemenHoct
Mma npocnekTBHO ChOpaHu NaHHU 32 yMepeH Opoit (mpubmusutenHo 400) OpeMeHHOCTH ¢

EKCITO3UIUS Ha TOMMYyMa0, KOUTO ca JOBEIH JI0 dKUBHU PAXKIAHUS C U3BECTHU PE3yJITATH,
BKIIFOUUTENHO 220 OPEeMEHHOCTH C €KCIIO3UIIUS TIPe3 IbPBUS TPUMECTHP. B momynanuoHHo
npoyuBane ot CeBepra EBpona, Bxmousario 131 6pemennoctu (1 134 kppmadeTa) ca HaOMIO1aBaHU
6/134 (4,5%) ceOuTHS Ha CEpHO3HU BPOJICHN aHOMAIIMH CIIe/ EKCIIO3UIIHS in utero Ha Simponi
cpsimo 599/10 823 (5,5%) chOuTus ciies CUCTeMHa HeOMOJIOTHYHA Tepanus, B cpaBHeHHE ¢ 4,6% B
obrrara momynarus Ha npoy4ysaneTo. ChbOTHOIICHHATA HA MAHCOBETE, KOPHTHPAHU 33 CMYIIABAIIN
¢axropwu, ca croTBeTHO OR 0,79 (95% CI 0,35-1,81) 32 Simponi cipsMo crucTeMHa HEOMOJIOTHYHA
teparus 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cripssiMo 001aTa Mmomyamus.

Twit kato romumymad maxuOupa TNF, mpunoxkeHrneTo My Mo BpeMe Ha OpeMeHHOCTTa MOXKe Ja
3acerHe HOpMaJIHUsI UMYHEH OTTOBOP Ha HOBOPOJeHOTO. [IpoyuBaHusTa Py KUBOTHU HE TIOKA3BaT
NPSKO WIIM HETPSIKO BPETHO BB3ACHCTBHE BEPXY OpEMEHHOCTTA, eMOPHOHAITHOTO/PETATHOTO
Pa3BUTHE U PAXKIAHETO HIIM IOCTHATATHOTO Pa3BUTHE (BXK. TOUKA 5.3). HaMWMYHUAT KITMHUYEH OTINT €
orpaamnyeH. ['omumymab TpssOBa ma ce M3MoI3Ba IO BpeMe Ha OPEeMEHHOCT CaMO aKo JISYEHUETO €
HAMCTHUHA HAJIOKUTEITHO.

lNomumymab mpemuHaBa nipes traneHTaTta. Cnen nedenue ¢ TNF-Gmokupaiio MOHOKIIOHATHO
AHTUTSIO 110 BpeMe Ha OPEeMEHHOCTTa, aHTUTSUIOTO CE YCTaHOBSBA 710 6 Mecella B cepyMa Ha
KbpMaueTa, pOJIeHH OT JIeKyBaHUTE KeHU. B pe3ynrtaTr Ha ToBa Te3U KbpMayeTa MOKE /1a ca C
MIOBHUIIIEH PUCK OT pa3BuTHE Ha HHPekuus. He ce npenopruBa npuinokeHHe Ha )KUBU BAKCUHU IIPU
KbpMayeTa ¢ eKCIO3UIMS Ha TOIMMYyMa0 in utero, 6 Mecela cliel ocaejHaTa HHXEKLHUs ¢ ToIuMyMal
Ha MaiikaTa 1o BpeMe Ha OpeMeHHOCTTa (BXK. Touku 4.4 u 4.5).

Kepmene
He e u3BecTHO nanu roaumymad ce eKCKpeTHpa B KbpMaTa WiIH ¢e pe30pOupa CUCTEMHO ClIe]

norrsinade. [lpu MaliMyHU € 10Ka3aHo, 4ye TONMMyMad MpeMUHaBa B KbpMaTa 1 MOHEKe YOBEIIKUTE
MMYHOTJIOOYJIMHU CE€ EKCKPETUPAT B KbpPMaTa, )KEHUTE He TPAOBa Jja KbPMST 110 BpeMe Ha JICUEHUETO C
roimMymab U rmoHe 6 Mecera ciies Kpast My.

DepTUnuTer
He ca nmpoBexxganu mpoyduBaHus ¢ romuMyMad BEpXY (pepTuimTeTa mpu KUBOTHU. [IpoyuBane Ha

(depTUIMTETa IPU MUILIKY, C U3MOJI3BAaHE HA aHAJIOTUYHO aHTUTSIIO, KOETO NM30MUPATEIHO HHXUOUpa
byHKIMOHATHATA aKTUBHOCT Ha MuIus TNFa, He moka3Ba 3HaYMMHU eDeKTH BPXY (epTUInTeTa
(BXk. TOUuKa 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 oupaHe U padoTa ¢ MAIIUHA

Simponi moBnuUsBa B MaJika CTENeH CIIOCOOHOCTTA 3a odupaHe U paboTa ¢ MamMHU. Bhripekn ToBa
clie]] MpUiIoKeHUe Ha Simponi MOXKe J1a ce TosIBY 3amaiiBaHe (BK. Touka 4.8).

4.8 Hexenanu JeKapCTBEHH PeaKIHU

Pesrome Ha npoduia Ha Ge30macHOCT

[Ipe3 koHTpOIMpaHus NEPHOA Ha OCHOBHHTE M3nuTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
nH(EKIIMS Ha TOPHUTE JUXaTEeJIHU IIbTHUINA € Onjla Hal-uecTaTta Hexenana peakius (HP), kosto ce
choOiaBa mpu 12,6% OT nanueHTuTe, JieKyBaHu ¢ ronuMmymad B cpaBaenue ¢ 11,0% npu
KOHTpOJIHUTE nanueHT. Hali-cepuoznure HP, cpo0mienu 3a roauMymal, BKIIOUBAT CEPUO3HH
UHQEKIHUN (BKIFOYUTEIHO CEeTCUC, THEeBMOHHMS, TB, HHBa3HMBHU IbOWYHU M OTIOPTIOHUCTHYHH
WH(EKIHN), JeMUSTMHU3UPAIIY HapylIeHus, peaktuanus Ha HBV, 3CH, aBronMyHHHM nporiecu
(Jtymyc-noo0eH CUHAPOM), XeMaTOJIOIMYHN PEaKI1H, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEIHOCT
(BrTIOUMTENHO aHAPUIAKTHYHA PEAKLIUs), BACKYJINT, TUM(OM U JileBKeMus (BK. Touka 4.4).

Tabnu4eH CIMCHK Ha HEXEIAHUTE PEaKIHU
HP, nabmogaBany B KITMHUYHYU M3NUTBAHUS U CHOOIICHH MTPH MOCTMAPKETUHIOBaTa yroTpeda Ha
roimMymMad B CBETa, ca onucanu B Tabmuma 1. B pamkuTe Ha cuctemo-opranuute kiacose HP ca
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M30POCHHU I10 YECTOTa CIIOPEe] ClICAHATa KOHBEHIIMs: MHOTO YecTh (> 1/10); yectu (> 1/100 mo < 1/10);
HedectH (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 go < 1/1 000); muOTO peaku (< 1/10 000); ¢
HEM3BECTHA YeCTOTa (OT HATMYHUTE JaHHHU HE MOXKE J1a OBb/Ie HarmpaBeHa orieHka). BsB BCsika rpyma 1mo
YeCcTOTa HeXKETAHNUTE PEAKIIMH ca MPEICTABEHH B HU3XO/AII PE/l 0 OTHOIIICHHUE Ha TIXHATA
CEpPHO3HOCT.

Taoéauna 1
Tabdanuen cnucbk Ha HP

WNudexnnn n nabecTarinm
MmHoro uectu: MH(ekuus Ha ropHUTE TUXaTSTHU MbTUIIA (HA30(apHHTHT,

(bapuHTUT, TAPUHTUT U PUHUT)

Uectn: bakrepuanau nHpeKIuH (KaTO HENYINT), MHPEKINSI Ha
JIOJTHUTE TUXATEIHH ITBTUIIA (KATO MTHEBMOHHS), BUPYCHH
WHQEKIHUX (KaTo TpUl U Xepriec), OpOHXUT, CHHYHT,
MMOBBPXHOCTHH I'bOMYHN WHDEKITHH, a0CIIec

Heuectn: Cerncuc, BKIFOUYUTEIHO CENTHYEH IIOK, MUETOHE)PHUT

Penxu: TyOepkynosa, OHOPTIOHUCTUYHU HHPEKIUH (KaTO HApUMEp
WHBa3MBHU I'bOMYHN MH(EKIUH [XUCTOILIA3MO3a,
KOKIIINOUIOMHKO3a, ITHEBMOITICTO3a |, DaKTepraiHa,
aTUIMWYHA MUKOOAKTEpHaIHa U POTO301HA HHPEKIIHA),
peakTHUBaIysl Ha BUpYyca Ha XenatuT B, 6akrepuaneH apTpur,
nH(EKIN03eH OypCUT

Heomnazmu — noOpokadecTBeHH,
37I0Ka4E€CTBEHU U HEOTIPENIETICHU
Heuectn: Heomnasmu (kaTo pak Ha KOKaTa, CKBAMO3HOKJIETHUYCH
KapIIMHOM M MEJaHOIIUTEH HEBYC)
Penxu: Jlumdowm, neBkemus, MeaanoMm, Merkel-kiaeTb4eH KapImHOM
C neusBecTHa yectora: XemnaronauenaneH T-kierpueH auMpom™, capkom Ha Kaposi

Hapymenns Ha kpbBTa 1 IMM(HaTa
cucremMa
Uectu: JleBkoreHus (BKJIIOUNUTEIHO HEYTPOTIEHUS ), AaHEMUS
Heuectn: TpomOonuToneHus,, HaHIUTOTICHUS
Penku:  AnjacTuyHa aHeMHsl, arpaHyJIOLUTO3a

Hapymenus Ha nMyHHaTa cuctema
Uectn: AneprudHu peakinuu (OpOHXOCTa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKAPHUs), TO3UTUBUPAHE HA
aBTOAHTHTEIA
Penxu: Cepuo3HU CHCTEMHU peaklii Ha CBPbXUYBCTBUTEIHOCT
(BKJIFOUMTETHO aHA(DUIAKTHYHA PEAKIINs), BACKYJIUT
(cucreMeH), capKouI03a

Hapymienns Ha eHIOKpUHHATA
cucremMa
Heuectn: Tupounnu HapymeHus (KaTo XUIMOTHPEOHIUIbM,
XHUIIEPTUPEOUIN3BM H CTPyMa)

Hapyiienus Ha MmeTabosu3ma u
XpaHEHEeTO
Heuectn: TloBuinaBaHe Ha HUBATa Ha KPbBHATA 3axap, MOBUIIIABAHE HA
HUBATA HA JIUITUJIUTE

[IcuxuyHu HapylIeHNS
Uectn: Jlempecwus, 6e3chHUE

Hapymienus Ha HepBHaTa cuctemMa
Uectu: 3amaiiBaHe, r1aBo0OIHE, TAPECTE3UL
Heuectu: HapymieHno paBHoBecue
Penxu: JlemuenuHusupamy HapymieHus (EHTPATHHA WA
nepudepHu), TUCTey3us
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Hapymenus Ha ounte

Heuectn: Hapymenus Ha 3peHHETO (KaTO 3aMBIIICHO 3PCHHE U
HaMaJIeHa 3pUTEIHA OCTPOTa), KOHIOHKTHUBHUT, aJIeprusl Ha
ounTte (Kato chpOexk B OUHTE U JIPA3HCHE)
Copreynn HapyIIeHUS
Heuectu: ApuTMmusi, MICXeMUYHU KOPOHAPHU HAPYIICHUS
Penku: 3acroitHa chpAeuHa HEAOCTATHYHOCT (HOBOIIOSIBUJIA CE WU
BJIOIIIABAHE HA BEUE CHIIECCTBYBAIIA)
Cpa0BH HapyIICHUS
Yectu: ApTepuanHa XUNepTOHUS
Heuectn: Tpombo3a (kato 1bI0OKa BeHO3HA TPOMOO3a HITH TPOMOO3a
Ha aopTara), 3a4epBsIBaHE Ha JUIETO
Penku: ®enomen Ha Raynaud

Pecnuparophuu, rpbIHN U
MeJNAaCTHHAIHN HapyIIEeHUs

Yecrtu:

Heuectu:

ACTMa ¥ CBBP3aHHU C aCTMAaTa CUMIITOMH (KaTo XpUIITECHE U
OpOoHXHMaTHA XUIIEPAKTUBHOCT)
Wntepcrunmanna 6enoapobHa doect

CromaiHo-4peBHU HapyIIEeHUs

Yecrtu:

Heuecrtu:

Jucnericus, racTpoMHTECTHHAITHA W a0TOMIHAITHA 0OJTKa,
raacHe, CTOMAIIHO-YPCBHU Bb3NAJIUTCIIHU HAPYIICHUA (KaTO
racTpur u KOHI/IT), CTOMATUT

KoncTumanus, ractpoe3odareanna pedaykcHa 601ect

XenaToOMIMapHu HapyIIeHHUs

UYectn: [loBumraBaHe Ha aaHWH aMUHOTpaHCc(epas3ara, MOBUIIABAHE
Ha acrapraT aMUHOTpaHcdepas3ara
Heuectn: XonenuTtnasza, 4epHOIPOOHH HAPYIICHHUS
Hapyuienus Ha koxata
Y TIOJIKO’KHATa ThKaH
UYectn: Ilpyputyc, oOpus, anonenus, 1epMaTUT
Heuectn: Byno3HM KOXHM peakLyH, TICOpUa3uC (HOBOTIOSIBUII CE MITH
BJIOIIABAHE HA BEU€ ChILECTBYBAIL] [ICOPUA3HC,
naJMapeH/IIaHTapeH U MYCTYJI03€H), yPTUKapHUs
Penxu: JluxeHonaHM peakuuu, ekcoaranus Ha KoxKaTa, BACKYJINT

C Hen3BeCTHA YECTOTA:

(KOXKEH)
BrionaBaHe Ha CUMITOMUTE Ha JIPMATOMHUO3ZUT

Hapyuenns Ha
MYCKYJIHO-CKEJIETHaTa CUCTEMA U
CBhEAMHUTENIHATA ThKaH

Penxu:

Jlynyc-noo0eH CuHIpoM

Hapymenus na 6s0perure u
MUKOYHHUTE ITBTHILA

Penxu:

Hapymenns Ha mUKOYHHAS MeXyp, ObOpeyHH HapyIICHUS

Hapywenns Ha
BB3IPOU3BOIUTENHATA CUCTEMA U
rbpAaTa

Heuectu:

HapyuieHus Ha rbpAUTE, MEHCTPYaJIHU HAPYLICHMS

OO0y HapymeHus U epeKTH
Ha MSCTOTO Ha TPUIIOKECHUE

Yectu:

Penxu:

[Mupexcusi, acTeHus], peakius Ha MSICTOTO Ha HHXEKTHPaHe
(kaTo epuTEM Ha MSICTOTO Ha WHXKEKTUpPAHE, YPTUKAPHS,
uHIypanus, 00JKa, KpbBOHACSIaHE, IPYPUTYC, APa3HEHeE, U
napecTesus), JUCKoMQopT B 006JacTTa Ha IPbAHMS KOLI
3abaBeHO 3apacTBaHe Ha paHU
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HapaHﬂBaHI/I}I, OTpaBsAHUA U
YCIIOXHCHMA, Bb3HUKHAJINU B
PE3YJITAT HA UHTCPBCHIIUN

Yectu: DpakTypu Ha KOCTUTE
*  Hab6monasaunu npu apyru TNF Gmoxepn.

B Ta3u Touka, MequaHaTa Ha Iepruoaa Ha IpocieasBane (pUOM3UTEITHO 4 TOMWHN) KaTo IISUI0 €
npejicTaBeHa 3a BCSIKO MPWIIOKEHHE Ha ronMyMad. Korato npuiioeHneTo Ha romumMyma0 e ormmucaHo
CIPSIMO J103aTa, MEJIaHaTa Ha MIEPUO/a Ha MPOCIIeAIBaHEe Ce MPOMEHS (TIPUOIU3UTEIHO 2 TOAUHU TIPU
nmo3a ot 50 mg, npubnmsurtenHo 3 roauan npu Ao03a ot 100 mg), KaTo marMeHTUTe MOXKe Ja ca
NPEMUHAJH OT €JIHA JI03a KbM J[pyTa.

Onucanue Ha I/I36DaHI/I HCXKCIaHU pCaKInn

HUngpexyuu

[Ipe3 KOHTpOIMpaHUs MEPHUO] HA OCHOBHUTE W3NIUTBAHUS, ¢ HaOr0aBa HH(EKINS Ha TOPHUTE
JUXaTeJIHHU ITbTHUILA KaTo Hali-uecTo choOlIaBaHaTa HeXXeNnaHa JieKapcTBeHa peakys npu 12,6% ot
JeKyBaHUTE ¢ romuMymad manueHTH (dectota Ha 100 woBexkoroamau: 60,8, 95% CI: 55,0, 67,1), B
cpaBuenue ¢ 11,0% npu kouTporauTe manuentu (decrora Ha 100 yoBexoroaunu: 54,5; 95% CI: 46,1,
64,0). B koHTpONHMpaHu ¥ HEKOHTPOJIMPAHH €TAIK Ha MPOYYBAHUATA, C MEIMaHa Ha TIPOCIIEsIBaHe
MPHOMM3UTENTHO 4 TOIUHHY, YeCTOTaTa Ha NH(EKINK Ha TOPHUTE AVXATEeIHU TbTUINA Ha

100 goBekoromuuu ¢ 6wna 34,9 ciydas; 95% CI: 33,8; 36,0 3a jiekyBaHuTe ¢ TOIMMyMal NaIMCHTH.

IIpe3 KoHTpONMMpPaHuUs IEPUOJI HA OCHOBHUTE W3IUTBAaHUs ca HaOmogaBanu uHGekuu npu 23,0% ot
JISKyBaHUTE C rofuMymat manueHTH (dectota Ha 100 woBexkoroamuu: 132,0; 95% CI: 123,3, 141,1), B
cpaBuenue ¢ 20,2% npu koHTpoaHUTE nmanueHtu (decrota Ha 100 yoBekoroguuu: 122,3; 95% CI:
109,5; 136,2). B xoHTpOIMpaHu ¥ HEKOHTPOJIUPAHU €TaNy Ha M3MUTBAHUATA, C MEIMAaHA Ha
MpocCIesiBaHe MPUOTU3UTENHO 4 TONWHY, YecToTaTa Ha nHpekun Ha 100 yoBekoroanHu € Onna
81,1 cebutus; 95% CI: 79,5; 82,8 3a neKyBaHHUTE C TOTUMYMa0 MaIUCHTH.

IIpe3 koHTpONMpaHus nepuo Ha n3nuTBaHusTa 3a RA, PsA, AS u nr-Axial SpA ca HaOmonaBanu
cepuo3nu uHdekimu mpu 1,2% ot JeKyBaHUTe ¢ roJuMyMad naiueHTd u 1,2% oT narueHTuTe B
KOHTpoOJHaTa rpyna. YectoTtara Ha cepuo3HnuTe HHPeKny Ha 100 4OBEKOTOJMHU MPH MPOCIIe/IsBaHE B
KOHTPOJIMpAaHHS MEPUO/ Ha m3nuTBaHuATa 32 RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara na ronumyma6 ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha romumyma0 ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mane6o rpymnara. [Ipe3 koHTpoMpaHus IEpHo] Ha M3MUTBAHUS Ha
MHIYKIMOHHA Tepanus ¢ ronumyMad npu UC, cepuo3nn nndexuuu ca Hadmoxasanu mpu 0,8% ot
MIAIUEHTHUTE, JIEKYBaHH C TONMMyMa0, B cpaBHeHHE ¢ 1,5% OT manueHTnTe B KOHTPOJIHATA TPYIIA.
Cepuoznurte nHOEKIINH, HAOI0IaBaHU TIPH MAIUCHTUTE, JIEKYBaHU C TOJIMMYMa0, BKIIIOYBAT
TyOepKyJi03a, OaKTepruaIHi HHPEKIMHU, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, MHBa3UBHYU I'bONYHH
WH(EKIUU ¥ JPYTH OMOPTIOHUCTUYHN MH(eKImu. Hiakon oT Te3u nHdeknnn ca OWim ¢ eTaieH
M3X0J. B KOHTpOIMpaHUTe N HEKOHTPOJIUPAHUTE €TalM Ha OCHOBHHUTE M3MUTBAHU, C MEIMaHa HA
MpocieasBaHe 10 3 TOAWHH, € Hab0jaBaHa MO-BUCOKA YeCTOTa Ha CEPHO3HU MH(EKITUH,
BKJIIOUMTEITHO OMOPTIOHUCTHYHM HH(ekuuu u TB npu nauuenTn, nonydasanu 100 mg ronumymad, B
CpaBHEHHME C MAIMEHTH, nomydaBanu 50 mg ronumymad. YectoTaTa Ha BCHUKH CEPHO3HU MH(EKITUH
Ha 100 goBekoromuuu e 6mna 4,1; 95% CI: 3,6; 4,5, mpu manuenture, nomydasaau 100 mg
romumymab u 2,5; 95% CI: 2,0; 3,1 npu manuenTute, nonydaBaiu 50 mg romumMmymao.

3nokauecmeenu 3ab60126anus

Jlumgpom

[lo Bpeme Ha OCHOBHHTE M3IIMTBAHUS YECTOTATA HA PA3BUTHE HA TUM(OM IpH JIEKyBaHUTE C
roJuMymal ManyeHTH € TI0-BUCOKa OT OYaKBaHaTa B o0miara nomynanus. B koHTponmpanute u
HEKOHTPOJMPAHUTE €TATN Ha TE3W M3MUTBAHMA, C MEIMaHa Ha IPOCIIesiBaHe 0 3 TOJINHH, €
HaOJIroaBaHa Mo-BUCOKA YecToTa Ha TMM(OM NpH ManueHTure, noyyasanu 100 mg ronumymao, B
CpaBHEHHME C MAlMEHTHTE, oiy4yasainu 50 mg ronumymad. JInmpoM e quarHocTUIpan npu

11 yaactanmu (1 B TepaneBTiaauTe rpynu Ha 50 mg romumymab u 10 B TepaneBTHIHHATE TPYITH Ha
100 mg ronumymab), ¢ yectora (95% CI) ma 100 4oBeKOrOAMHY 3a MepruoJa Ha NPOCIEsBaHe IPU
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0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cirygas, choTBeTHO IpH ToauMymad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cmydas ipu 1wtarnie60. [To-romsiMa JacT ot ciaydanTe Ha pa3BUTHE Ha TUM(OM ca
BBh3HUKHAIH 1pH npoyuBanero GO-AFTER, koeTo BKITIOYBa MAlUEHTH C IPEIXO0/HA SKCIIO3UIIHS Ha
TNF-aHTaroHuCTH, KOUTO Ca UMAJIH MO-TOJIsIMa MPOIBIDKUTEITHOCT U PepaKkTepHOCT Ha
3a005sBaHeTO (BXK. Touka 4.4).

3nokauecmeenu 3a60128aHUsL, PAZTUUHU OM TUMPOM

B koHTpOIMpaHuTe MEPUOM HA OCHOBHUTE M3MUTBAHMS, KAKTO U IO BpeMe Ha MPUOITHU3UTEITHO
4-TOONIITHOTO MPOCIIEAIBaHe, YeCTOTaTa Ha PAa3IMIHUTE OT JTUM(POM 3JI0KadYeCTBEHU 3a00sIBAaHUS (C
U3KIIIOUCHUE HAa HEMEJIAHOMHUS KOJKEH PaK) € CXOJ[Ha B IPYIUTE HA JICYCHUE C TOJTUMYMal U
KOHTpoJIHUTE rpynH. [1o BpeMe Ha MpHONIU3UTETHO 4-TOAMIITHOTO MPOCIICIIBaHE YeCTOTATa Ha
PasIUIHUTE OT JIMM(OM 3JI0KaYECTBEHN 3a00JIIBaHUS (C M3KIIOUCHUE Ha HEMEJIAHOMHIS KOJKEH pak)
€ CXOJJHa C Ta3u B 00LIaTa MOIyJIalsl.

[lo Bpeme Ha KOHTPOIUPAHUTE U HEKOHTPOIHUPAHUTE NEPUON HA OCHOBHUTE M3NUTBAHUS, C MEANAHA
Ha MpocJieAsBaHe 10 3 TOAWHY, HEMEJIaHOMEH PaK Ha KOXKaTa € IMarHOCTHULHPAH NP S5 OT
YYaCTHUIUTE, MpreMaiu 1miane6o, 10 ot npuemanute roaumymad 50 mg u 31 ot npuemanure
roaumymad 100 mg npu yecrora (95% CI) Ha 100 goBexoroaunu 3a nepuona Ha npocienssane 0,36
(0,26; 0,49) o6mo mpu romumymad u 0,87 (0,28; 2,04) nmpu mnanedo.

ITo BpeMe Ha KOHTPOJUPAHUS U HEKOHTPOJIHMPAHHS MTEPUO HA OCHOBHUTE U3MUTBAHMS, C ME/IMaHa Ha
NpoCIeIsIBaHe 0 3 TOAWHH, 37I0KAYeCTBCHH 3a00JISIBaHsI C U3KITIOUCHHE HA MENTAaHOM, HEMETIAHOMEH
KOXEH paK ¥ JUM(OM ca TUarHOCTULIMPAHU IIPU S-Ma YYaCTHHUIH, MPUeMalH mianebo, 21 ot
npueMaiute ronmumymad 50 mg u 34 ot npueManure romumymad 100 mg npu yecrora (95% CI) Ha
100 goBexoronuHu 3a neproAa Ha npocneassane 0,48 (0,36; 0,62) obmo 3a romumymad u 0,87 (0,28;
2,04) 3a mrane6o (BX. Touka 4.4).

Cvobujenus om KIuHUYHY USHUTNBAHUS 33 leYeHue Had ACmMA

B excrmopaTopHO KJIMHAYHO POYYBaHE MAIMEHTH C TEKKA MEPCUCTUPAIIa acTMa Ca TOTYYHIN
HaToBapBaiia 703a rojaumymad (150% oT onpezeneHara TepaneBTUYHA J103a) OAKOKHO Ha

cenmuta 0, ciies koeto ca nexyBaHu ¢ ronmumymad 200 mg, romumymad 100 mg nnu romumymad

50 mg MOAKOXKHO Ha BCeKH 4 cenMuIy 1o ceamuia 52. [Ipu nanueHTuTe Ha JIedeHne ¢ TOTMMyMa0
(n=230) ca cr00IIeHN OCEeM 3TI0KaUYECTBEHH 3a00IIIBaHUS M HUTO €HO NPY MAIMEeHTUTe Ha Tu1ane6o
(n=79). Cpobuienue 3a mumpoM UMa Npu | ManMenT, 3a HEeMEeNTAHOMEH paK Ha KoxkaTa IpH 2-Ma
MIAIMEeHTH U 32 IPYTH 3JI0Ka4eCTBEHU 3a00siBaHuA TIpH 5 manueHTH. Hsama npeBanupaHe Ha
oTIpezieNieH BHJI 37I0KaUYECTBEHO 3200 sBaHE.

ITo Bpeme Ha 11a1e00-KOHTPOJIUPAHATA YacT Ha MPOYYBAHETO uecToTaTa Ha nossa (95% CI) na
BCHYKH 3JI0KadeCcTBeHU 3a00saBaHus Ha 100 4OBEKOTOJMHHM MTPOCIIE/IBaHe HA MAIUSHTUTE, JIEKyBaHH
¢ ronumymao, e omra 3,19 (1,38; 6,28). B Toa nmpoyuBane uectoraTta Ha nosiea (95% CI) Ha

100 4OoBEKOT'OJUHM MTPOCIIE/IBAHE MPH MMAUECHTUTE, JIKYBaHU ¢ rojuMyma0, e omma 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a 1pyru 310Ka4eCTBEHU
3abomnsBanus. [Ipu yuacTHunuTe Ha manebo yectorara Ha nosiea (95% Cl) Ha Te3u 3710Ka4ecTBEHN
3abomnsBanus Ha 100 woBekoroamuu e 6mia 0,00 (0,00, 2,94). 3HaunMMocCTTa Ha TE3U PE3yJITATH HE €
M3BECTHA.

Hesponozuunu cvoumust

B KoHTponHMpaHUTe ¥ HEKOHTPOJIMPAHHUTE NIEPHUOIM HAa OCHOBHUTE M3MUTBAHUS, C MEJaHa Ha
npociensBaHe 10 3 TOAWHH, € Hab0AaBaHa [0-BUCOKA YeCTOTa Ha IEMHUEIMHU3AINS TIPU
MAIMeHTHTe, moy4aBain romumymad 100 mg, B cpaBHEHHE C MALIMEHTHUTE, MOTyYaBaly TOINMyMa0
50 mg (Bx. Touka 4.4).

Tosuwasane na yepHoOpoOHUMeE eH3UMU

B xoHTpOnHMpaHus nmeproj Ha OCHOBHUTE M3NMUTBaHUs 3a RA u PsA ce mosBsBaT nexu MOBUIIIEHHUS Ha
AJIAT (> 1 u < 3 x ropnHara rpanuna Ha HopMmarta (ULN), cbC CXOTHHM YECTOTH B IPYIUTE HA
roJuMymald ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
MAIMCHTUTE); KaTO B M3MUTBAHUATA 32 JieueHue Ha AS 1 nr-Axial SpA npu moBede ManueHTH,
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JIEKyBaHU ¢ TOIMMyMa0, ce e mosBuIIo Jieko nosumiaBane Ha AJIAT (26,9%), oTKoIKOTO NpH
koHTposHuTe manueHTH (10,6%). ITo BpeMe Ha KOHTpONIHpaHUTE U HEKOHTPOJIHMPAHUTE TIEPUOAN Ha
OCHOBHHTE M3MUTBaHUA 3a JeueHne Ha RA u PsA, ¢ MeinaHa Ha mpociieasiBane MPUOIU3UTETHO

5 roauHy, yectoTara Ha jekute noBumasanus Ha AJIAT B u3nurBanusTa 3a neueHue Ha RA u PsA e
CXOJHA TIPH JIEKYBaHHUTE C TOJTUMYyMa0 MalueHTH W KOHTPOIHHUTE MAIleHTH. B KOHTpoIrpaHus
MIEPHUO/ Ha OCHOBHHUTE MU3MMUTBAHMS Ha MHAYKINOHHA Tepamnus ¢ roaumyMad mpu UC ca Br3HUKHAIH
nexu noButeHust Ha AJIAT (> 1 u <3 x ULN) B cXOJHU CHOTHOIICHUS MIPU JICKYBAHUTE C
TOTUMYyMal U KOHTPOJIHUTE naruedTn (cboTBeTHO 8,0% 1m0 6,9% ). B KoHTpOoNMMpaHuTe u
HEKOHTPOJIMPAHUTE TIEPUOIY Ha OCHOBHH m3nuTBaHus 32 UC ¢ MeauaHa Ha TIpOCIie/IsIBaHe
NPUOTU3UTETHO 2 TOUHH POLEHTHT Ha MauueHTuTe ¢ Jieku noBumenus Ha AJIAT e 24,7% npu
MalMeHTH, TPUEMally ToIMMyMal 1o BpeMe Ha eTara Ha MOJAbpiKalla Tepamus OT MPOyYBaHETO MpU
UC.

B koHTpOIMpanus Neproa Ha OCHOBHH M3MUTBaHU 3a jiedeHre Ha RA u AS moBumaBaHusTa Ha
AJIAT > 5 x ULN He ca yecTH, KaTo Te ca HaOJII01aBaH! II0-9€CTO MPH MAI[USHTUTE, JIEKyBaHH C
romumymab (0,4% mo 0,9%), otkonkoro npu kouTponHuTe manueHTH (0,0%). TakaBa TeHaeHINS HE
ce Ha0IoAaBa Npy MaMeHTUTE C ICopraTuydeH apTpurt. [1o Bpeme Ha KOHTPOJIMPAHUTE U
HEKOHTPOJIMPAHUTE IIEPHOAN Ha OCHOBHUTE W3MUTBAHUS, C MEIUaHA HA IPOCeIsIBaHe 5 TOANHH,
yecroraTta Ha nosumasane Ha AJIAT > 5 x ULN e cxoaHa npH JJeKyBaHHUTE ¢ TOMUMYMal MalMeHTH U
NIpY KOHTPOJIHUTE NaneHTH. KaTo 1510 Te3u MoBUIIABaHUS Ca aCUMIITOMHH U CTOMHOCTHUTE Ce
MOHW)KaBaT WM C€ HOPMAJIM3HUPAT U MPH OTIIAJHAIN OT H3MTBAHETO NAMEHTH, M NIPU TaKUBa, KOUTO
NPOABIDKABAT 1A YIacTBaT, KAKTO U IIPU KOPEKLHS Ha IpHeMa Ha APYTH JIEKapCTBEHU NPOLYKTH.
Hsma cpo0mienn ciyyan 1o BpeMe Ha KOHTPOJIUPAHHUS U HEKOHTPOJIMPAHUS TIEPUOJT Ha MPOYIBAHETO
3a nr-Axial SpA (o 1 roguHa). B KoHTpoIupaHust epruo/] Ha OCHOBHYU M3MIMTBAHUS HA MHTYKIIMOHHA
teparus ¢ romumymad npu UC ca Bp3ankHany nosutieHus Ha AJIAT > 5 x ULN B cxonHu
CHOTHOILEHHS IIPY JIEKyBaHUTE C TOJMMYyMal M NanyeHTuTe, npuemainu mwianedo (cporsetHo 0,3% no
1,0% ). B konTponupaHuTe 1 HEKOHTPOJIUPAHUTE MEPHOIN Ha OCHOBHU M3nuTBaHus 3a UC ¢ Menuana
Ha MPOCIICAsIBAHE MPUOIM3UTEIHO 2 TOJUHY MTPOLICHTHT Ha MAlMEHTUTE C MoBUIIeHUs Ha AJIAT

> 5 x ULN e 0,8% mpu manueHTH, npueMaliy romuMymad 1o BpeMe Ha eTara Ha IoIbpiKalia
Tepanud ot npoyusaneto mpu UC.

B ocHoBHHE u3nuTBaHMs 3a nedeHne Ha RA, PsA, AS u nr-Axial SpA, enuH manueHT, BkitoueH B RA
M3IIMTBAHE C MPEeIIIeCTBAI YePHOAPOOHH OTKIOHEHUS U IPUEM Ha JIPYTH JIeKapCTBEHH MPOTYKTH,
KOKTO € JIEKyBaH ¢ rojiuMymMa0, € pa3Bui HeMH(EKIIMO3EH XEIaTHT ¢ UKTep, ¢ JeTajieH u3xo. He ce
M3KIII0YBA POJIATA Ha TOTUMYMAa0 KaTo JTOMPUHACSII WK yTeXHSBAIL (HaKTop.

Peaxyuu na macmomo na undxxcexmupane

B xoHTpONMpaHnTe epruoan Ha OCHOBHH U3NHUTBaHUs 5,4% OT MallMeHTHTe, IEKYBaHH C TOITUMyMao,
ca MOJIYYHIN peaklliy Ha MICTOTO Ha MH)KEKTHpaHe B cpaBHEeHNUE C 2,0% OT KOHTPOJIHUTE MallUEHTH.
Hannuuero Ha aHTUTENA cpelly romuMyMad MoxKe J1a MOBUIIK PUCKA OT PeakIMy Ha MICTOTO Ha
nHXxeKkThpaHe. [IoBeuero peakimu Ha MACTOTO HA MHXKEKTUPAHE €a JIEKU 10 YMEPEHO TEXKKH, KaTO
Hall-yecTara € epuTeEM Ha MACTOTO Ha MHXKEKTUpaHe. KaTo 110 nosiBaTa Ha peakuy Ha MICTOTO Ha
MHXXEKTHpaHE He Hajlara IpeKpaTsABaHe Ha IIPUIIOKEHUETO Ha JIEKAPCTBEHUS IIPOAYKT.

B xoHTpOonupanute uznuteanus ¢asa IIb u/unm 111 3a neyenne Ha RA, PsA, AS, nr-Axial SpA, Texxka
nepcucTupaiia actma u B usnutsanus ¢asa [I/111 3a neuenne Ha UC, HUTO €AMH OT JICKYBaHHUTE C
roJiuMyMal MalyMeHTH He € pa3Bul aHa(UITaKTHYHA PEaKIusl.

Aemoanmumena

ITo Bpeme Ha KOHTPOJIMPAHU M HEKOHTPOJIMPAHU TIEPHOIN HA OCHOBHHU M3IMUTBAHUS C €THOTOHIICH
MIepHOJT Ha TIpociensBane, mpu 3,5% OT manueHTuTe, JIeKyBaHu ¢ romuMymab, u 2,3% ot
KOHTPOJIHUTE MAallMEeHTH 3a TbpBU BT ca ycraHoBeHH ANA (B TuThp 1:160 ninu no-sucok). B kpast Ha
€HOTOMIITHOTO MpociensBane Hamnynero Ha aHTH-dsDNA anTuTena npu u3xoauo antu-dsDNA
oTpunateaHy narueHTy e 1,1%.
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Ileouampuuna nonynayus

Tonuapmuxynapen 106eHuneH UOUONAMUYEH APMPUN

BbeszonacHocTTa Ha ronuMyMab e npoydeHa B ipoyuBane ¢aza Il mpu 173 nauuentu c pJIA Ha
BB3pacT oT 2 10 17 roguan. CpeAHOTO MpociieAsBaHe € TPUOIM3UTENHO B TOAUHU. BUIbT 1
YyecToTaTa Ha HeXXEJaHNWTe PeakLuy, ChbOOLIeHN B TOBA IPOYUBAHE, KaTO LSUIO ca IOA00HU Ha TE3H,
HaOJII01aBaHU B IIPOYYBAHUSI [IPU BB3PACTHU C PEBMATOUAEH apTpPUT.

Cpo011aBate Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHHUS
MPOAYKT € BaKHO. TOBa MM03BOJIsIBA Ja MPOIBJKH HAOIIOICHUETO Ha ChOTHOIICHUETO IOJI33/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIaBaT BCAKA
[I0I03UPaHa HEXKEIaHa Peakiys Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3mbiHATENHA areHIus 10 JIeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Temn.: +359 2 8903417

yebcanT: www.bda.bg

4.9 Ilpeno3upane

B knuan4HO npoyuBane enuHYHY 1034 10 10 mg/kg ca nHKeKTUpaHU HHTPaBEHO3HO 0€3 MPOosIBU Ha
TOKCUYHOCT, OTpaHHYaBalla o3ata. B ciyuail Ha npego3upase ce nIpenopbiBa NalUEHTHT Ja OCTaHe
noj HaOJII0IeHHE 3a IIPU3HALY U CUMIITOMH Ha HEXKEJIaHU PeaKLnH, KaTo He3a0aBHO ce 3all04He
MOIXOMAIIO CHMITOMATUYHO JICYCHHE.

S. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTeparneBTH4HA rpyna: IMyHoCynpecopy, HHXUOUTOPH Ha TyMOP-HEKPOTU3UPAIIUs (GaKTop
anda (TNFa), ATC xox: LO4AAB06

MexaHu3bM Ha IeWCTBUE

I'osimmyMab e 4OBEIIKO MOHOKJIOHAIHO aHTUTSIIO, KOeTo 00pa3yBa cTabuiieH KOMIUIEKC C BUCOK
adUHHUTET KaKTO KbM pa3TBOPHMATA, TaKa U KbM TpaHcMeMOpaHnHaTa (opma Ha yoBemikust TNFa,
KOETO NpeoTBparsBa cBbp3BaHeTo HA TNFo KbM perientopure my.

DapmakoguHAMUYHY eEKTH

JokazaHo e, ye cBbp3BaHeTo Ha yoBemkus TNF ¢ romumymabd HeyTpanusupa uHaynupanara ot TNFa
eKCIpecHsl Ha MOBbPXHOCTTA Ha YOBEIIKUTE CHAOTEIHN KIETKH Ha aIXE3HOHHUTE MOJICKYJIIH
E-cenexTtun, chioBa anxe3nonHa monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThbuHa aaxe3nonHa Mornekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymabd naxuoupa u uHaynupanara ot TNF cekpenus Ha uatepiaeskus 6 (IL-6), IL-8 u
rpanyjonuT-Makpodar kononocrumynupai paxrop (GM-CSF).

B cpaBHenue ¢ rpynute Ha manebo e HabJIr1aBaHo U MOJ00peHre TI0 OTHOIICHUE Ha CTOWHOCTHTE
Ha C-peaktuBHus npotenH (CRP), karo neyenneTo cbe Simponi € J0BENO 10 3HAUNMO OHMKABaHE
CIPSIMO U3XOAHHUTE CTOMHOCTH Ha cepyMHHTE HUBA Ha [L-6, [CAM-1, MaTpukcHara
MmetanonporenHaza 3 (MMP-3) u cpaoBoeHa0TeTHAS pacTexeH dakTop (vascular endothelial growth
factor, VEGF) B cpaBHeHHe ¢ KOHTpOJIHOTO Jieuenue. B nombinHenune, HuBara Ha TNFa ca ce
MOHIKWIIN Tipy nlarenTuTe ¢ RA u AS, a mpu nanmentute ¢ PsA ca ce monmkmim HuBaTa Ha [L-8.
Tes3u mpomMenu ca HaOMIOJaBaHU TIPH ITbpBaTa OleHKa (ceaMuLa 4) clies1 3aroyBaHe Ha MPUIOKEHHETO
Ha Simponi ¥ KaTo I5UT0 ca Ce 3aIbPkKaNIU 0 cenmuia 24.
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Kinunuuna edukacHocT

Pesmamouden apmpum

EdukacHoctTa Ha Simponi € 10Ka3aHa B TpU MHOTOIICHTPOBH, PAHIOMHU3UPAHH, TBOMHO-CIICTIH,
r1ane6o KOHTPOIMPaHU poy4BaHusl, BKitouBamm Haa 1 500 manuwenty Ha BB3pact > 18 rognan ¢ RA
C YMEPEHO JIO CHUITHO U3pa3eHa aKTUBHOCT, JMATHOCTUIMPAH CIIOPE] KPUTEPUHUTE HA AMEPUKAHCKHUS
kosex 1o peemaroisorus (ACR), mone 3 mecena npenu ckpuHuHra. [lanuenTure ca uManu noxHe

4 otounHu u 4 60J€3HEHN CTaBU. Simponi WK TuTane0o ca OMiIN HIKEKTHPAHU TTOIKOKHO BEAHBK Ha
BCEKH 4 ceMUIIH.

B GO-FORWARD ca ornienenun 444 nanueHTy ¢ akTUBeH RA BhIpeky ctabuiiHaTa 103a OT MOHE

15 mg/cenmuuano MTX u xouto He ca nexyBaHu rpeau ToBa ¢ TNF-antaronuct. [lannenTture ca
paHIOMU3MpaHy Ja moiyyasart miane6o + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
i Simponi 100 mg + mnane6o. [lanuenture, kouto ca nmomyyasanu mwianebo + MTX, ca npemuHanu
Ha Simponi 50 mg + MTX cnen cenmuna 24. Ha cenmuria 52 manueHTHTE ca BKIIOUYEHH B OTKPUTO
JIBJITOCPOYHO TIPOIBIDKEHUE HA TIPOYYBAHETO.

B GO-AFTER ca ouenenu 445 nauueHTH, JIEKYBaHH [IPEAU TOBA C €IMH WU TIOBEYE OT
TNF-anTaronucture aganuMmymad, eTaneprent win nHpiukcnmad. [lanuenTute ca paHIOMU3UpPaHA
Ja monyyasar miane6o, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha mpoy4BaHETO Ha
MaIMEHTHUTE € Pa3pelieHo J1a MPoAbKaT cbirbTeTBaoro DMARD neuenne ¢ MTX, cyndacanazun
(SSZ) n/vmm xunpokcuxiopoksuH (HCQ). ObsiBeHnTE IpUYHHN 32 IPEKpaTIBaHE Ha
npeamectBamoTo anTu-TNF neuenne ca nurnca Ha edukacHocT (58%), Henonocumoct (13%), w/unu
pa3n4Hu OT 0€30MacHOCTTa U epUKACHOCTTA MPpUIHHH (29%, MpeauMHO 1o (PMHAHCOBH
CHOOpaXKEHHIS).

B GO-BEFORE ca onenenn 637 nanueHntu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBaHu rpeau ToBa ¢ TNF-antaronuctu. [TanuenTure ca paHIO0MU3UpPaHHU Aa MoJydyaBaT miarebo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX umm Simponi 100 mg + mramne6o. Ha
ceaMuIia 52 marMeHTHTe ca BKIIFOYEHH B OTKPUTO IBJITOCPOYHO MPOIBDKEHNE HA MPOYYBAHETO, B
KOETO MAI[MeHTUTE, MoJTydaBaliu miamnedo + MTX, kouto ca nMaiu rmoHe ejHa 00JIe3HeHA WM MOy Ta
CTaBa, ca NPEMHUHAIN Ha JiedeHue cse Simponi 50 mg + MTX.

B GO-FORWARD (chBMECTHHTE) MBPBUYHHU KPAWHU ca MPOLEHTHT NAIlMeHTH, IPH KOUTO €
nmocturaat ACR 20 orrosop Ha cenmunia 14 u mogoOpennero Ha cenqmuna 24 mo BernpocHuka 3a
OIIEHKa Ha 37JpaBOoCIIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbPBUYHATA KpailHa TOUKa € MPOLEHTHT MalueHTH, mpu Kouto e gocturnat ACR 20 otroBop Ha
ceamuna 14. B GO-BEFORE chcraBHHTE TBPBUYHU KPaHN TOYKH Ca MPOLEHTHT MAllUEHTH, IIPH
kouto e gocturaat ACR 50 otroBop Ha ceqmuua 24 u npomsiHata B MOAUGHULIMPAHUS Pe3yTaT 110
van der Heijde-Sharp (vdH-S) Ha cenmuria 52. OCBeH IbpBUYHUTE KpalHU TOUKH € HalpaBeHa u
JIOIIBITHUTEITHA OIIEHKA Ha BIMSHAETO Ha Simponi BPXY MPU3HALUTE U CHMITOMHTE Ha apTPUT,
peHTreHorpa)cKu OTroBOp, TeJIECHN (PYHKIMH U CBBP3aHUTE ChC 3APABETO IMOKA3aTEIN 33 KAUECTBO
Ha >KUBOT.

Karo 1s1o He ca ycTaHOBEHM KIIMHUYHO 3HAUMMH Pa3Inuus B IOKa3aTEeIUTE 32 €QUKACHOCT MEXIY
nanueHTure, nomydasaum Simponi 50 mg u 100 mg, cbe cenpreTBan] npueM Ha MTX Ha

ceamuria 104 8 GO-FORWARD u GO-BEFORE u 5a cenmuria 24 8 GO-AFTER. BB Bcsako ot RA
MPOYYBAHUATA CIIOPE]] TM3aifHa Ha TPOYYBAHETO, MAIMEHTUTE B ABJITOCPOYHOTO MPOIBIDKEHIE Ha
NPOYYBAaHETO MOXKE Ja ca CMeHsUIH Ao3ute Simponi ot 50 mg Ha 100 mg u obpatHO MO NpeLeHKa Ha
JIeKaps B MPOYYBAHETO.

Ipusnayu u cumnmomu

OcnoBaure ACR pesynraru 3a 1o03a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npencrasenn B Tabnumna 2 u onncanu no-poiy. Habmogasas e
OTrOBOP TIPH ITbpPBA OIeHKA (ceaMuIia 4) ciiell IbPBOHAYATHOTO MPIIIOKEHNE Ha Simponi.
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B GO-FORWARD ot 89 yuacTHuUIH, paHIOMU3ApaHH 1a rmoxydaBaT Simponi 50 mg + MTX, 48 ca
ocTaHayi Ha ToBa JiedeHue o cenmuma 104. Ot sx 40, 33 u 24 narmenTn ca nmainu ACR otroBop Ha
cenmuna 104 ceotBetHO 20/50/70. Cpen manueHTHTE, KOUTO ca IPOIBIDKUIN YYaCTHETO CH B
MPOYYBAaHETO M ca JIEKyBaHHU ChC Simponi, ca HabmogaBaHu mogooHu yectotd Ha ACR 20/50/70
oTroBOp OT cenmuma 104 no ceammura 256.

B GO-AFTER npouenTst oT nanuenture, nocturamu ACR 20 otroBop, € mo-BUCOK NpH
MAIMEeHTHTE, ITOTy9aBaly Simponi, B CpaBHEHUE C MMAITUEHTHTE Ha I1ane00, HE3aBUCHUMO OT
MpUYMHATA 3a TIPEKpaTIBaHe Ha MpeIecTBaioTo JieueHue ¢ TNF-aHTaroHucTH.

Tabamnna 2
OcHoBHH pe3yaTaTu 32 epUKAcHOCT B KOHTOIupanuTe etand Ha GO-FORWARD, GO-AFTER
u GO-BEFORE.
GO-FORWARD GO-AFTER GO-BEFORE
AxTtuBeH RA BBIpekn AxtuBeH RA, nekyBan | AktuBeH RA, HenmekyBaH
neyenueto ¢ MTX Mpeay TOBA C €ANH WU npeau ToBa ¢ MTX
noseue TNF-anTaronuctu
Simponi Simponi
[Tname60 50 mg [Tname6o 50 mg
+ + Simponi + +
MTX MTX [Tnane6o 50 mg MTX MTX
n* 133 89 150 147 160 159
Otropopuwin nauueHTu, %
ACR 20
Cenamuna 14 33% 55%* 18% 35%* NA NA
Cenmuna 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuna 52 NA NA NA NA 52% 60%
ACR 50
Cenmuna 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuna 14 4% 14% 2% 10% NA NA
p =0,008 p = 0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%

?  n oTpassBa paHJOMU3MPAHUTE AIMEHTH; ACHCTBUTEHUAT OO TIAIIMEHTH, TIOIXOIAIIH 32 OLICHKA MO BCEKH
MPOCIEAABaH apaMeThp, MOXKE 1a BApHpa B 3aBUCHMOCT OT IIEPHO/a HA OLICHKA.

* p<0,001

NA: Henpunoxxumo

B GO-BEFORE ocHOBHMSAT aHaIN3 PH MALMEHTUTE C YMEPEH 10 TEXBK PEBMAaTOUJIEH apTPUT
(xomOuHMpanu rpymu Simponi 50 u 100 mg + MTX crpsmo MTX camocrostenso 3a ACR 50) e e
CTaTUCTUYECKH 3HauMM Ha cenmuria 24 (p = 0,053). Ha ceammura 52 B o0miara momymaius IpoueHThT
nanueHTH B rpynara Ha Simponi 50 mg + MTX, nocturaaimu ACR oTroBop, KaTo msjio € Oui
MO-BUCOK, HO HE CHTHU()MKAaHTHO pa3nnieH B cpaBHeHne ¢ MTX camocTostenHo (Bx. Tabnuua 2).
JlorbIHUTETHY aHATM3Y ca HAIIPaBeHHM 3a MOATPYTHTE, IPEACTaBUTEHH 3a TIOKa3aHaTa 3a JeUeHHe
MOITyJIAIMS TIAIIMEHTH C TEXBK, aKTUBEH U nporpecupai] RA. JleMoHcTpupaH e 001110 mo-royisiM edekt
Ha Simponi 50 mg + MTX cnpsimo MTX caMocTOATEIHO NP MOKa3aHATa MMOIMYJIAlHsl B CPABHEHHE C

O6H_IaTa nomyJianus.

B GO-FORWARD u GO-AFTER ca nabmogaBanu KIMHUYHO M CTATUCTHYECKH 3HAYUMH OTTOBOPH
0 pe3yJITaTa 3a akTHBHOCT Ha 3a0osaBaHeTo (DAS28) 3a Bcekn peiBapUTEIIHO ONIPEIeIICH MEPUO]
Ha orieHKa Ha cenmuna 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIN HA JICUCHUE CHC

Simponi, 3a KOoeTo ca OWIIM PaHIOMU3MPAHN B HAYAJIOTO HA MIPOyYIBaHETO, OTToBOpUTE TT0 DAS28 ca
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ce 3anbpkanu 1o cenmumna 104. Cpen manueHTuTe, KOUTO ca MPOIBIDKAIN YIaCTHETO CH B
MIPOYYBAHETO U ca JEKyBaHU ChC Simponi, orroBopute 1o DAS28 ca 6unu nogo6Hu oT ceamuiia 104
Io cenMuiia 256.

B GO-BEFORE e n3mepeH 3HaUNMHAIT KIMHAYEH OTTOBOP, AeGuHUpaH kato momaabpxkane Ha ACR 70
OTTOBOP 3a MPOIBIDKUTENEH mepuoA oT 6 Mecena. Ha cenmmuma 52, 15% oT manmeHTHTe B TpyInaTa Ha
Simponi 50 mg + MTX ca nocTUrHa Il 3Ha4UM KIMHHYEH OTTOBOP B CpaBHEHHE CbC 7% OT
MareHTuTe B rpymnara Ha nane6o + MTX (p = 0,018). Mexmy 159-te yuacTHHIIN, paHAOMU3UPAHA HA
Simponi 50 mg + MTX, 96 ca octananu Ha ToBa nedeHue Ha cenmuiia 104. Cpen Ts1x 85, 66 n

53 manuentH ca umanu otroBop ACR 20/50/70 cvotBeTHO Ha ceamuua 104. Cpen manueHTUTe, KOUTO
ca MPOABJDKUIIN YIaCTHETO CH B IPOYYBAHETO M ca JIEKYBaHH Cbc Simponi, ca HabIr0AaBaHU MOJO0HU
gectotr Ha ACR 20/50/70 otroBop ot ceamutia 104 mo cemmuria 256.

Penmeenoepagcxu omeosop

B GO-BEFORE, 3a na ce orieHn crenedTa Ha CTPYKTYPHO YBpEXKIaHe, € M3M0I3BaHa MPOMSHATA OT
W3XOJTHUTE CTOMHOCTH B pe3ynrara no vdH-S, koMOuHMpaH pe3ynTar 3a CTpYKTYpHO yBpeXKIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTaBHHUTE €pO3HMHU U CTETICHTA Ha CTECHSABaHE Ha
CTaBHOTO MPOCTPAHCTBO HA PBIETS/KUTKUTE U cThanara. OCHOBHUTE pe3yJTaTH MpH 032 Simponi
50 mg Ha cenmunia 52 ca npeacrasenn B Tabmnwma 3.

BpOSIT NannueHTU 663 IMosABa Ha HOBHU €PO3UU UJIK C IPOMAHA CIIPAMO U3XOJHUTC CTOMHOCTH Ha 06]_[11/151
pesyarat no vdH-S < 0 e 3HaunMo 1M0-BUCOK B TpyIaTa Ha JeYeHHE ChC Simponi B CpaBHEHHUE C
koHTponHaTa rpyna (p = 0,003). Pentrenorpadcekure edexty, HabnronaBaHu Ha ceiMuIa 52, ca ce
3anaszuiu 10 ceamuna 104. Cpen manueHTUTe, KOUTO ca MPOJBIDKIINA YYaCTHETO CH B TIPOYUYBAHETO U
ca JIEKyBaHU ChC Simponi, peHTreHorpadckuTe eexT ca oy nogooHu oT ceamumna 104 mo
ceamuna 256.

Tadamnna 3
CpenHu peHTreHorpa¢cKu NpoMeHu CIPSIMO U3XOHUTE CTOHHOCTH B 00IMSA pe3yJITaT 110
vdH-S Ha cexqmuua 52 B o0mara nonyJjanusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX

n? 160 159
OO0y pe3yarar
W3xonHU CTORHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHa OT U3XOHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pe3yJiTar 3a epo3usi
H3xoaHu cTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHHUTE CTOMHOCTH 0,7 (2,8 0,5 (2,1)
Pe3yarat 3a CCII
M3XoaH1 CTOHHOCTH 8,4 (17,8) 7,9 (16,1)
[TpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,6 (2,3) 0,2 (2,0)**
a n O0TpassaBa paHJOMHU3HUPAHUTE MMAIIUCHTH
* p=0,015
% p=0,044

TenecHu yHKYUU U KAYECMEO HA JHCUBOM, C8BP3AHO CHC 30PAGOCIOGHOMO CHCHIOAHUE

B GO-FORWARD u GO-AFTER ca onenenu tenecHuTe GyHKIUN U HHBATUIHOCT KaTO OTACTHH
KpallH1 TOYKH 4pe3 nHAeKca 3a naBanuHoctT Ha HAQ DI. B Te3u npoyuBanust Ha cenmuna 24,
Simponi oka3Ba KJIMHAYHO U CTATUCTHYECKU 3HAYUMO 1M0o00peHue Ha nokaszarenure Ha HAQ DI ot
M3XOJHUTE B CPABHEHHE C KOHTPOIHNTE ManeHTH. Cpes MalueHTUTe, OCTaHaA| Ha JIEYEHHE ChC
Simponi, 3a KoeTo ca OMIM paHAOMHU3UPaHH B HAYAJIOTO Ha Mpoy4BaHeTo, nogodpenuero B HAQ DI
ce e 3axbpxkano 1o ceaqmuia 104. Cpex manueHTHTE, KOUTO Ca MPOIBIDKMINA YIaCTHETO CH B
NPOYYBAaHETO U ca JIEKyBaHU chc Simponi, mogodpenrero B HAQ DI e 6umito nogo6Ho ot cenmuna 104
Jo cenmuna 256.
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B GO-FORWARD mnpu narueHTuTe, IeKyBaHH ChC SImponi, € MOCTUTHATO KIMHUIHO U
CTaTUCTHYECCKH 3HAYUMO TI0I00pPCHHUE 10 OTHOIIICHHE HAa KAYECTBOTO HA KHUBOT, CBBP3aHO ChC
3paBOCIIOBHOTO CHCTOSIHUE, OTIPEICIIEHO B3 OCHOBA HA MOKA3aTeIUTE 3a TelecHH (DYHKINHU Ha
SF-36, B cpaBHEHHE ¢ MALMEHTUTE Ha Mu1anebo Ha ceaqmuua 24. Cpel naueHTTe, OCTaHAIN Ha
JIedeHne che Simponi, 3a KOETO ca OWITH paHAOMU3HNPAHN B HAYAIOTO HA IPOYYBAHETO, ITOTOOPEHUETO
B TesiecHuTe (pyHKnu Ha SF-36 ce e 3agpprkano o cenmura 104. Cpen manueHTUTe, KOUTO ca
MPOIBIDKIIIN YUYAaCTHETO CH B POYYBAHETO U Ca JIEKYBaHH ChC Simponi, HOAOOPEHHUETO B TEIECHUTE
¢yuaxmn Ha SF-36 e 6mmo momo6Ho oT ceaqmuta 104 mo ceamuma 256. B GO-FORWARD u
GO-AFTER e nocTuraato cTaTHCTUYIECKH 3HAYUMO TOTOOpPEHHE TI0 OTHOIIIEHHE Ha yMOPaTa,
nu3MepeHa ype3 GyHKIUOHATHA OIIeHKa 110 cKajlaTa 3a JieueHHe Ha XpOHWYHU 3a00JsIBaHus - yMOpa
(FACIT-F).

Icopuamuuen apmpum

BesonacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHEHH B MHOTOIIEHTPOBO, PaHIOMHU3UPAHO,
rane6o koHTponupano npoyusane (GO-REVEAL), BxkmrouBamo 405 Bb3pacTHH MAIUEHTH C aKTHBEH
PsA (= 3 oTounu ctaBu 1 > 3 00JIE3HEHU CTABH) BHIPEKH JICUEHUETO C HECTEPOUAHU
npotuBoBb3ManuTeNHu MeaukaMeHTH (NSAID) nmu DMARD. [TanmentuTe B TOBa H3MUTBAHE ca C
nuarHoctunvpan PsA more mpeau 6 Mecena u ¢ MOoHe JIeK TIcopra3nc. BKITIOUeHn ca manueHTH ¢
BCHYKH HOATUIIOBE IICOPUATUYEH apTPUT, BKIIOUNUTEIHO MONIMAPTUKYIapeH apTpUT 0e3 peBMaTHYHH
BB31H (43%), acumerpudeH nepudeper aprpurt (30%), apTpuT Ha AUCTATHUTE UHTEep(aTaHTeaTHU
ctaru (15%), cnonaunut ¢ nepudeper aptput (11%) u uaBanuausupamny aptput (1%). He ce momycka
npenmectsaro JedeHre ¢ TNF-anTaroruct. Simponi wmu marne6o ce mpuiiarat moaKoKHO mpe3 4
ceamuiy. [lanMeHTUTE ca paHAOMU3MPAHHU Ja MMoJTydaBaT miane6o, Simponi 50 mg wiu Simponi

100 mg. [TareHTHTE, KOUTO Ca MOJTyYaBaliy mianedo, ca mpeMuHamy Ha Simponi 50 mg cien
cenmuna 24. [lanuenTuTre ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO NMPOABIKECHUE HA POYYBAaHETO HA
cenmuna 52. [Ipubnuzutenno 48% OT nauneHTUTE ca NPOABIKMIN JICYEHUETO C IIOCTOSIHHHU 103U
MeToTpekcat (< 25 mg/ceqmuuno). ChbBMECTHUTE IBPBUYHH KPAHU TOYKH Ca MPOLCHTHT MAI[UCHTH,
nocturan ACR 20 otroBop Ha ceamuiia 14 1 IpoMsiHa Ha U3XOJAHUTE CTORHOCTH Ha o0mIus PsA,
Moaudutmpan o vdH-S pesynrart, Ha cenmunia 24.

Kato 15150 He ca HaOII0JaBaH! KIIMHUYHO 3HAYMMH Pa3iuyusl B TOKa3aTeInTe 3a ehUKACHOCT MEXKIY
cxeMmuTe Ha npwiarade Ha Simponi 50 mg u 100 mg na ceamuua 104. Criopen nu3aiina Ha
NPOYYBAHETO MALMEHTUTE B ABJITOCPOUHOTO MIPOABIDKCHUE HA IIPOYYBAHETO MOKE J1a Ca CMEHSUIN
no3ute Simponi ot 50 mg Ha 100 mg u 00paTHO 1Mo MpeleHKa Ha JieKaps B IPOYYBAHETO.

Ipusnayu u cumnmomu
OcHoBHHTE pe3ynTaTy 3a qo3ata oT 50 mg Ha ceamuiy 14 u 24 ca npeacraBenn B Tabnuna 4 u
OIMCaHH MO-J0Iy.

Tabauna 4
OcHoBHH pe3yJTaTtu 3a epuracHoctra oT GO-REVEAL
Simponi
[Tnane6o 50 mg*
n* 113 146
OTtroBopuiin nanuenTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmurna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmurna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASI® 75¢
Cemmurna 14 3% 40%
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Cenmurna 24 | 1% 56%

*  p<0,05 3a BCHYKH CpaBHEHUS;

n 0Tpa3siBa PaHIOMH3UPAHUTE MAIMEHTH; IeHCTBUTEIHUAT OOl MAlMEeHTH, MOAXOAAIIH 32 OIIEHKA MO BCEKH
IIpOCIIe/IIBaH apaMeThp, MOKE []a Bapupa B 3aBUCUMOCT OT IIepHO0/ia Ha OLICHKA

IInow na ncopuasuca u unoexc Ha messcecm

B3 ocHOBa Ha moATpymnara MalMEeHTH ¢ H3XOHO 3acAraHe Ha > 3% oT TenecHata 1o, 79 namuentH (69,9%) B
rpynata Ha miane6o u 109 (74,3%) B rpynara Ha jgedenue cbc Simponi 50 mg.

OTtroBopu ca HaOJItO/JaBaHU MIPH ITPBATa OICHKA (cenMuIia 4) ciie/ MbPBOHAYAITHOTO NPUJIOKCHHIE HA
Simponi. Cxomau ACR 20 otroBopu Ha cenmuia 14 ca HaOIrOgaBaHU TPU MAITUSHTHTE C
MOJIMAPTUKYJIAPEH apTPUT O€3 PEBMATOMIHU BH3JIU U MPU MOATUIIOBETE aCUMETPUYICH NIepudepeH
PsA. BposT Ha manMeHTUTE ¢ APYru MOATUIIOBE PSA € TBBhp/ie MallbK, 3a J1a TIO3BOJIH aJ[cKBaTHA
orenka. HabmojaBanuTe 0OTTOBOpH B TPYMHTE HA JIeU€HHE ChC Simponi ca CXOIHH MPH MAIUeHTHTE,
KOHWTO ca mprueMain chirbTcTBamo MTX u Te3n, kouto He ca nmpuemand. Ot 146 manueHTa
pangoMusupanu Ha Simponi 50 mg, 70 ca 6uu Bee oie Ha ToBa JieueHue Ha ceamuna 104. Ot te3u
70 martuenTH, 64, 46 u 31 nmanuenTy ca umam choTBeTHO ACR otroop 20/50/70. Cpen manueHTuTe,
KOHTO Ca MPOJIBDKWIN YIaCTHETO CH B MPOYUYBAHETO U ca JICKYBaHU ChC Simponi, ca HAOI01aBaHH
nono0uu yectoru Ha ACR 20/50/70 otrosop ot cenmuiia 104 1o cenmuna 256.

Cratuctrdaecku 3HaunMu otroBopu o DAS28 ca nabmonaBanu Ha cenmun 14 u 24 (p < 0,05).

Ha ceamuna 24, npu naneHTHTe, JEKyBaHH Cbe Simponi, € Habfo1aBaHO OA00pEHNUE B
MOKA3aTeNNTE 32 MepuQepHa aKTUBHOCT HA ICOPUATHIHUS apTpuUT (HATp. Opoil OTOYHH CTaBH, Opoit
0OJe3HeHN/IyBCTBUTEIHY CTaBH, AKTHIIAT U eHTe3nT). JledeHnero cbe Simponi € ToBeno 10
3HAYMMO NOJ00peHHE Ha TeJleCHUTE (PYHKIIMM, olleHeHa B3 ocHoBa Ha HAQ DI, xakTo u 10 3HaYNMO
noJo0peHre B Ka4eCTBOTO Ha )KUBOT, CBHP3aHO ChC 3IPaBOCIOBHOTO CHCTOSIHHE, OIICHEHO Bb3 OCHOBA
HAa TI0Ka3aTeJINTe 3a TeIeCH! (PYHKIUU U IICUXI4Uecko cheTossHue Ha SF-36. [Ipu manmenTure,
OCTaHaJlM Ha JIeueHHe ChC Simponi, 32 KOETO ca OWIM PaHAOMHU3HPAHU B HAYAJIOTO Ha MPOYYBAHETO,
DAS28 u HAQ DI otroBopute ce 3amna3par npe3 ceamuna 104. Cpen nanueHTure, KOUTo ca
NPOIBIDKHUIIN YYaCTHETO CH B IPOYUYBAHETO U ca JIeKyBaHH cbe Simponi, DAS28 n HAQ DI
otroBopute ca Omnu momobuu ot cenmuna 104 xo cemmura 256.

Penmeenoepagcxu omeosop

CTpyKTYpHOTO yBpeX/IaHe Ha PBIIETE U XOJUIIaTa € OIIEHEHO PEeHTreHOrpad)CKA Ype3 MpoMsiHa Ha
usxoauuTe croinoctn Ha vdH-S pesynrara, Mmoguduimpan 3a PsA, upes npubaBsHe Ha TUCTATHUTE
uHTep(aJaHrealiHd CTaBH Ha PhKaTa.

JleuenneTo cbe Simponi 50 mg HaMmansiBa CKOPOCTTa Ha porpecusi Ha nepudepHo yBpexkIaHe Ha
CTaBHTE, B CPAaBHEHHE C JICYCHUETO C TuIale0o Ha ceaMuIa 24, u3MepeHa upe3 MpOMsIHA B H3XOJHATE
cToitHOCTH B 00mus Monuduuupan vdH-S pesyntar (cpenno + SD pesynrara e 0,27 + 1,3 B mutane6o
rpymnara, B cpaBHeHue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 nauueHTn, KOUTO
ca Ou pangoMu3upany Ha Simponi 50 mg, ca HaMMYHKM PpeHTreHorpad)CKu JaHHU Ha ceaMuia 52 3a
126 maumeHTH, OT KOUTO 77% HE ca NMOoKa3allu NpOrpeckus B CPABHEHNE C U3XOJHUTE CTOMHOCTH.
Hanuunu ca pentreHorpadceku qanau Ha ceamuna 104 3a 114 nanuenTH, ot kouto 77% He ca
MOKA3aJIM MPOTPECHs] OT U3XOAHUTE CTOHHOCTH. Cpel MalueHTHTe, KOUTO Ca POJBIKUIN YIaCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHU ChC Simponi, 1Mo/I00eH Opoli MAIIMEHTH HE ca MOKAa3alH MPOTrPecHust
OT M3XOJIHUTE cTOMHOCTH OT ceamuIia 104 no cenmuma 256.

Axcuanen cnonounoapmpum

AnKunozupawy CHOHOUIUM

EduxacHoctTa 1 0ezomacHOCTTa Ha Simponi ca OLEHEHH B MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JIBOWHO-CIIATIO, T1ariebo kouTponupano npoyusane (GO-RAISE), BximrouBarmio 356 Bp3pacTHH
MaIMeHTy ¢ akTuBeH AS (¢ MHaekc Ha akTUBHOCT Ha 3a00/IsIBaHETO aHKWIJIO3HUPAIT] CIIOHIMIINAT 10 bat
[BASDAI] > 4 u pesynrat 1o Bu3yanHa aHanorosa ckana (VAS) > 4 3a obmia 6onka B repba ot 0 10
10 cm). B nmpoy4BaHeTo ca BKIIOYEHH MAIEHTH C aKTUBHO 3a00JIIBaHe HE3aBUCUMO OT HACTOSAIIO
v npeaunrno jederne ¢ NSAID unn DMARD, Ho HenekyBanu ¢ TNF-anraronuctu. Simponi nin
riane0o ca mpuiaraHy MoJKOKHO Ha BcekH 4 ceamury. [lanyenTure ca paHIOMHU3UpaHu 1
nojiydvaBart mianedo, Simponi 50 mg unu Simponi 100 mg, kato ce momycka MpoabKaBaHe Ha
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nedenneTo ¢ DMARD (MTX, SSZ w/unu HCQ). [TbpBruyHaTa KpaiiHa TOYKa € MPOLEHTHT MaI[MEeHTH,
nmocturamd ASAS 20 otroBop Ha ceqmutia 14 (I'pyma 3a orieHka Ha aHKIJIO3UPAIIHAS CIIOHIVIIAT
[ASAS]). Januaure 3a manedo KOHTpoJIMpaHaTa eh)UKacHOCT ca ChOMPaHU U aHATU3UPAHH JI0
ceamuna 24.

OcHoBHHTE pe3ynTaTy 3a no3aTta oT 50 mg ca npeacraBenu B Tabmuna 5 u onucann no-goxy. Kato
ISUT0 He ca HaOMIoJaBaHy KIMHIUYHO 3HAYMMH Pa3IUuus B IOKA3aTeINTe 38 ePUKACHOCT MEKAY
Simponi 50 mg u 100 mg Ha cenmuria 24. Criopen mnu3aifHa Ha MPOYYBAHETO MAIIMEHTUTE B
JIBJITOCPOYHOTO MPOABIDKEHUE Ha MTPOYyYBAHETO MOKE J1a ca CMEHsUIH Jo3uTe Simponi ot 50 mg Ha
100 mg 1 0OpaTHO MO MpeleHKa Ha JIeKaps B IPOY4YBaHETO.

Ta6auna S
OcHoBHHU pe3yJrTaTu 3a epurkacHoctra oT GO-RAISE
Simponi
[T7ame60o 50 mg*
n* 78 138
OtroBopujin namuentu, %
ASAS 20
Cemmuna 14 22% 59%
Cenmuna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmuna 24 15% 44%
ASAS 5/6
Cenmuna 14 8% 50%
Cenmuna 24 13% 49%

*  p<0,001 3a BcH4KH CpaBHEHUS
N 0Tpa3siBa paHAOMH3UPAHHUTE MAIIUCHTH; ACHCTBUTEIHUAT OPOil MALIMEHTH, TOJXO/IAIIM 33 OLIEHKA [0 BCEKU
MPOCIEAsBaH MapaMeThp, MOXKeE J1a Bapupa B 3aBUCHMOCT OT IIEpHO/a Ha OLICHKa

Cpen maiueHTuTe, KOUTO ¢a MPOIb/DKUIM YYaCTHETO CH B IIPOYYBAHETO U ¢a JICKYBaHU ChC Simponi,
opost marmenT ¢ ASAS 20 u ASAS 40 otroBop e mogpo6en ot ceamuna 24 1o ceamuia 256.

Ha ceamuna 14-a u 24-a ca Habmo1aBaHu U CIy4dad Ha CTATUCTUYECKH 3HAYUMH OTTOBOPH T10
BASDALI 50, 70 1 90 (p < 0,017). [lonoOpeHne Ha OCHOBHUTE ITOKAa3aTEIN 332 aKTHBHOCT Ha
3a00Js1BaHETO € HAaOJII0AaBaHO IPH ITbPBaTa OLICHKa (ceAMHULa 4) ciiel IbPBOHAYATHOTO MPHIIOKEHNE
Ha Simponi, KOETO € MPOIBILKIIO 10 ceamuiia 24. Cpes nanueHTHTe, KOUTO ca TIPOIBIDKUIN
YYacTHETO CH B IPOYYBAHETO U ca JEKyBaHH Cbc Simponi, ca HabIr0AaBaHU MOJOOHU CTEIICHH Ha
npomsiHa oT u3xoauute ctoiHoctu no BASDALI ot ceaqmuna 24 no ceamuna 256. TpaitHu pe3yaTtatu
ca HaOmoaBanu rpu nanueHT ¢ ASAS 20 otroBop Ha cenmuna 14 He3aBUCHMO OT yroTpebaTa Ha
DMARD (MTX, cyndacanazud u/vim XuJpOKCHXIOPOKBHH), pe3ynraTta 3a HLA-B27 anturena i
n3xonuure crornHoct Ha CRP.

JleuenneTo che Simponi BOJU 10 3HAYUTEITHO TOA0OPEHUE B TeNIeCHUTE (PYHKIMU, OIICHEHH I10
npomenute B BASFI na cenmuna 14 u 24, B cpaBHeHue ¢ u3xogaute croiHoctd. KauectBoTo Ha
JKUBOT, CBBP3aHO ChC 3PaBOCIOBHOTO ChCTOSHUE, OIICHEHO Bb3 OCHOBA Ha IMOKA3aTEJINUTE 3a
tenecHute QyHkun Ha SF-36, cbio mokaszea 3HaunMo 1o100penue Ha ceaqmuna 14 u 24. Cpen
MAIUEHTUTE, KOUTO Ca MPOIBDKIIA YYACTHETO CH B TIPOYYBAHETO U Ca JIKYBaHU ChC Simponi,
MoI0OPEHHETO B TEINECHUTE (PYHKIIMU M KA4E€CTBOTO HA )KHBOT, CBEP3aHO ChC 3/IPABOCIIOBHOTO
CBhCTOSIHHE, ca OMIIM IMOAO0OHH OT ceamuIia 24 1o ceamura 256.

Hepenmeenoepaghcxu axcuanen cnonounoapmpum
GO-AHEAD

BesomacHoctTa 1 ehrkacHOCTTa Ha Simponi ca OIIEHEH! B MHOTOIICHTPOBO, PAaHIOMHU3UPAHO,
JIBOMHOCIIATIO, TuTane0o-koHTpompano npoyuBane (GO-AHEAD) npu 197 Bp3pacTHH MAIIMEHTH C
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TEXbK akTHBEH nrAxial SpA (onpe/esieHu KaTo NallMeHTH, KOUTO OTTOBAPAT Ha KPUTCPUHUTE 3a
Kiacuumnupane Ha aKCHUajIeH CIIOHIMIOAPTPUT Ha ASAS, HO HE OTroBapsT Ha MoguduIHpaHuTe New
York kputepuu 3a AS). [lanenTrTe, BKIIOYCHH B TOBA MPOYYBaHE, Ca MaJId aKTHBHO 3a00JsIBaHe
(ompeneneno kato BASDAI > 4 u mo BusyanHa ananorosa ckaia (VAS) 3a o0rra 6oska B rppba > 4,
Bceku 1o ckana 0-10 cm), Bpipekn HacTosAmo wim npeaumHo Jedenrne ¢ HCIIBC u He ca ekyBaHU ¢
OmooruYHN MPoIyKTH, BKItounTenHo ¢ TNF-anTaroructu. [lanpenTure ca paHIoMU3UpaHy aa
noJrydaBaT mane0o wim Simponi 50 mg, NpuIokKeH MOIKOXKHO, Ha Bceku 4 ceamunu. Ha ceamuiia 16
MAIMeHTHTE BIA3aT B OTBOPEHa (haza, B KOSITO BCHUKH ca MOXydriiu Simponi 50 mg, mpunoxeH
MTOAKOKHO, Ha BCEKU 4 ceIMUITN A0 ceamuria 48, KaTo € HalpaBeHa OICHKa Ha €(pMKACHOCTTA JI0
ceaMula 52 u npociensBane Ha Oe3zonacHoctTa 1o cenmuna 60. [Mpubnuzurenno 93% ot
NalMeHTHUTE, KOUTO MOJy4yaBaT Simponi B HAYalI0TO HAa OTBOPEHOTO MPOABIKeHKE (cenMuna 16)
OCTaBaT Ha JIeYeHHUe JI0 Kpasi Ha Mpoy4BaHeTo (cenMuna 52). AHaTU3NUTE ca U3BBPIIEHU KaKTO 3a
Bcuuku nekyBanu (All Treated, AT, N = 197), Taka u 3a 00EKTHBHU NPU3HALIN HA Bb3MaJICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nopumed CRP w/unum Hactosum
JoKazaTescTa 3a cakponut ot SIMP) monynanuu. JlanauTte 3a ehrkacHOCT OT 1ane6o-
KOHTPOJIMPAHO MPOYYBAaHE ca CbOpPaHU U aHANM3UpaHu 10 ceamuia 16. [lepBudnHaTa KpaifHa TOUKa €
nensT naureHTH nocturHanu ASAS 20 otroBop Ha ceamuna 16. OCHOBHUTE pe3yiTaTy ca
npencTaBeHu B Tabmuia 6 v ca onMcaHu MO-0Ty.

Ta6auna 6
OcHoBHH pe3yaTatu 3a epukacHocT oT GO-AHEAD na ceqmuua 16

IMogoOpenusi HAa NPU3HAIM U CHMITOMH
Bcuuku nekyBaHU MOy Iamiiy [Momymnamnus ¢ 00eKTHBHH
(AT) npusHauy Ha Bp3nasneHue (OSI)
miane6o Simponi 50 mg mane6o Simponi 50 mg
n* 100 97 80 78
OtroBopuwin, % nmanueHTH
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS YactuuHa
peMHCHS 18% 33%* 19% 35%*
ASDAS-C*< 1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
Nuxubupane Ha Bb3NMaJeHUETO B CAKpOWJIMadYHuTe cTaBu (SI), m3mepeno upe3 AMP
[Tnane6o Simponi 50 mg [Tnane6o Simponi 50 mg
n¢ 87 74 69 61
CpenHa npomsiHa Ha
SPARCC! SIMP
CKOp Ha CakpoWJInayHaTa
craBa -0,9 -5,3%* -1,2 -6,4%*

a

b

N OTpa3siBa paHAOMH3UPAHU U JIEKyBaHU MALMEHTH
Ckop Ha C-peakTHBHUS MPOTEHH, OIIEHIBAI aKTUBHOCTTA Ha 3a00JsiBaHeTO aHKuiIo3upal crioHammit (AT-I1lnamne6o,
N =90; AT-Simponi 50 mg, N = 88; OSI-ITnaue6o, N = 71; OSI-Simponi 50 mg, N ="71)

n oTpa3saBa Opos MAMEeHTH ¢ U3X0THO HUBO U SIMP nanHm Ha cemmumna 16

SPARCC (Koncopuuym Ha Kanana 3a n3cneaBaHe Ha CIIOHAMIIOAPTPUTA)
** p<0,0001 cpaBHeHne Ha Simponi cpsiMo TuTanedo
*  p<0,05 cpaBHeHHe Ha Simponi CIIPSAMO MIAEed0

CTaTHCTHYECKU 3HAYMMH TI0I00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHH MTPH MAIUEHTH C
TeXBK akTHBEH nr-Axial SpA, nexkyBanu csc Simponi 50 mg B cpaBHeHHE ¢ mianedo npes3

cenmutia 16 (Tabmuma 6). IIpu mepBaTta orenka (ceamuria 4), ciie]] TbpBOHAYATHOTO MPIIIOKEHUE HA
Simponi, ca HaOmogaBanu mogoopenus. SPARCC pesyararst, u3mepex upe3 SIMP, mokassa
CTaTUCTUYECKH 3HAUMMO HaMalsBaHe Ha S| CTaBHOTO Bh3MaJIEHUE Ha ceAMuLa 16 npu nanueHTH,
neKyBaHH cbc Simponi 50 mg, B cpaBHeHue ¢ ranedo (Tabmuma 6). bonkara, onenena ot Ooa
Oorka B rep0a 1 HoIHA 00JIKa B I'bpba VAS, 1 akTHBHOCTTA Ha 3a00/I5IBAHETO, H3MEPEHA Upe3
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ASDAS C, cpI110 TTOKa3BaT CTATUCTUYECKU 3HAYNMO TIOJ0OOPEHUE OT W3XOHOTO HHUBO J0 ceamuria 16
TIPH MAIMECHTH, JEKyBaHU ¢hCc Simponi 50 mg B cpaBHEeHHE ¢ 1are6o (p < 0,0001).

CraTHCTHUYECKHU 3HAYMMHU TOA00peHus B rpbOHaYHaTa MOOMITHOCT, onleHeH! upe3 BASMI
(MeTponorudeH uHAEKC 3a aHKWiIo3upanl cnouauT mo bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha Pusmdeckara pyHkums, oneHeHa upe3 BASFI, ca HaOiromaBany mpy NAMeHTH JIGKYBaHU
cbe Simponi 50 mg, B cpaBHEHHE ¢ TALIMEHTHUTE, JIeKyBaHu ¢ Tianeoo (p < 0,0001). [Tanuenture,
JIEKyBaHH ChC Simponi, IMaT 3HAYUTEITHO MO-TOJISIMO MTOI00pEHIE Ha KAY€CTBOTO Ha JKUBOT,
CBBP3aHO ChC 3/paBeTo, oreHeHo upe3 ASQoL, EQ-5D, u SF-36 dusndueckn u ICHXUIESCKU
KOMITOHEHTH, U IMaT 3HAYUTEIIHO MO-TOJIIMO OA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OILIEHEHO KaTo
MO-TOJIIMO HaMaJeHue Ha 001aTa paboTOCIIOCOOHOCT U MMOHMKaBaHE Ha aKTHBHOCTTA, OLIEHEHO Ype3
BBIIpocHUKAa WPAI, cripsMo manueHTuTe, mprueMany miamneoo.

CratucTUyecKy 3HAaUUMHU PE3YNITATU CHIIO ca AeMOHCTpHUpanu B nomyianusara OSI npe3 cenmuna 16
3a BCHYKU KpPaifHU TOYKH, OIMTUCAHH MO-TOPE.

[Tpu nBere AT u OSI nonynanuu, mogo0peHUsITa IO OTHOIIEHHE Ha MPU3HALUTE K CUMITTOMUTE,
rppOHavYHATa NOABMXKHOCT, GU3NUECKUTe (PYHKUNHU, KAYECTBOTO HA KUBOT M IPOU3BOAUTEIHOCTTA
HaOII0JaBaHy Mpe3 cenMuIa 16 mpu manueHTH, JISKyBaHu cbe Simponi 50 mg npoapinKaBa IMpHu TE3H,
OCTaHalIlU B IPOYYBAHETO Ipe3 ceamuua 52.

GO-BACK

EdukacHocTTa 11 6€30macHOCTTa Ha MPOIB/DKUTEIHO JICYCHHE C TOJIMMyMal (ITbJIHA CXeMa Ha JIeueHUe
WM C HamMaJleHa YeCTOTa Ha IIpUjIaraHe) B CPaBHEHHE C OTTETJISIHE OT JICUSHUETO € OIICHEeHa IIPH
BB3PACTHU MAIMEHTH (Ha Bh3pacT 18-45 romnHm) ¢ akTUBEH Nr-axSpA, KOUTO ITOKa3BatT
NPOJBIDKUTENHA PEMHCHS B paMKuTe Ha 10 Mecena OTKPHUTO JeUeHHE ChC Simponi NpH MpHUjlaraHe
BenHBk MeceuHo (GO-BACK). [oaxoasiure marueHTH (KOUTO OCTUTAT KITMHIUYEH OTTOBOP 110
Mecell 4 1 ctaTyc HeakTuBHO 3a00msaBaHe (ASDAS < 1,3) Ha mecer 7 u Ha mecent 10), kouto ce
BKJIIOUBAT B JIBOMHOCIIsMNATA (pa3a Ha OTTETJISHE OT JICYCHUETO, Ca PaHJIOMHU3UPAHU Ha
MPOABIDKUTEITHO €KEMECEUHO JICUeHUE ChC Simponi (ITbJIHA cXeMa Ha JieueHue, N = 63), jeueHue Ha
BCEKH 2 Mecela che Simponi (¢ HaMalieHa YecToTa Ha npriarane, N = 63) Wi eXXxeMeceqHO JieueHne
¢ rutare6o (oTTersiHe oT JeueHnero, N = 62) npubnusutenHo 1o 12 mecera.

ITppBUUHaTa KpaiiHa TOUYKa 3a €(UKACHOCT € MPOLEHTHT Ha MAMeHTUTE O6e3 000CTpsiHE Ha
3abomsiBaneTo. [Ipyu manueHTHTe, KOUTO MOJTyyaBat o0ocTpsiHe, T.e. uMaT ASDAS, cp0pan npu

2 mocne10BaTeIHU OLIEHKH, KaTO U JIBETe IOKa3BaT WM aOCONIIOTEH pe3ynrar > 2,1, Wi NOBUIIaBaHE
cien orrerasHe > 1,1 cnpsmo mecert 10 (kpasT Ha OTBOpEHUS MEPUO] HA JIEUEHUETO), € Bh30OHOBEHA
exxeMeceyHara Teparus cbC Simponi B 0TBOpeHa (pa3a Ha MOBTOPHO JICUEHHE, 32 J1a CE XapaKTepu3npa
KITMHUYHUAT OTTOBOP.

Knunuuen omeosop ced 080UHOCIANO CRUpaHe HA JeYeHUeno

Cpen 188 manueHTy ¢ HEaKTUBHO 3a00JIIBaHe, KOMTO MOJTYy4aBaT MMOHE eIHa 1033 OT ABOMHOCIISAIIOTO
nedenue, 3HauuTeHO (p < 0,001) MO-roJsiM MPOLIEHT MalMeHTH He TIoJy4YaBaT 000CTpsiHE Ha
3a00JIsIBAHETO, KOraTo MPOABbIDKAaBaT Simponi WK ¢ IbJIHAaTa cxema Ha jedenue (84,1%), wm ¢
HamaJieHa 4ecToTa Ha npuiarase (68,3%), B cpaBHEHHE C OTTersIsiHE OT JieueHueTo (33,9%)
(Tabmuma 7).

Tadauna 7
AHaJIU3 HA MPOLeHTa yyacTHUIIM 0e3 o0ocTpsine®
HsiiaTa ananusupana rpyna (Ilepuon 2 — nBoiiHocasin)
Pa3znuka B % cnpsmo miane6o

Jleuenue n/N % Ouenka (95% CI)® p-croiinoct”
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0; 49,7) < 0,001
ITnamebo 21/62 33,9
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Isnata aHanu3upaHa rpymna BKII0YBa BCHUKU PAHAOMU3HPAHH yYaCTHULIM, KOUTO MOCTUIAT HEAKTHUBHO 3200 IABaHe 1pe3
nepuoJ 1 u moydaBar MoHe €Ha J03a OT 3aC/IENeHOTO JISYEHHE B IPOYUYBAHETO.

% Onpenenen kato ASDAS mpu 2 nocie0BaTeIHI BUUTH, KaTO U JBETe MOKA3BaT WX abCOMOTHA CTOMHOCT > 2,1 1in
yBeIHYCHUE clie]] TPEeKbCBaHe Ha jJedeHuero > 1,1 copsamo mecen 10 (Busuta 23).

[MpouenTsT Ha rpenika Tun | mpu MHOTOKpaTHOTO cpaBHsABaHe Ha jedeHneTo (GLM SC QMT cnpsimo mane6o u
GLM SC Q2MT cmpsimo 1uiarie60) € KOHTpoJIupaH upe3 mociensailo (step-down) trectBane. [ToaydeHo Bb3 OCHOBa Ha
cTparudumpanus Metox Ha Miettinen 1 Nurminen ¢ HuBo Ha CRP (> 6 mg/L i < 6 mg/L) kato crparudunmpa

¢axTop.
Y4acTHUIMTE, KOUTO MPEKBCBAT JICYUEHUETO Ipe3 IMEPHO 2 IPEKISBPEMEHHO U Ipeau ,,000CTpsSHE ce CUHTAT 32
MOy YHIIH ,,000CTpsIHE ™.
N = mbieH 6poif yuactHHIM; n = Opoit yuactHHIU Oe3 obocTpsire; GLM = ronmumyma6; SC = moaxoxHo,
QMT = npunarane BeiHbxk MeceuHo; Q2MT = npuiaranemecerr.

Pasnukara BbB BpeMETO 10 bPBOTO 00OCTPSIHE MEXKAY IpyMara ¢ OTTETJISIHE OT JICYSHUETO U BCSAKA OT
rpymnUTe Ha JieueHHe cbe Simponi e mokazaHa Ha Purypa 1 (;mor-pank p < 0,0001 3a Besiko
cpaBHeHne). B rpynara Ha mane6o 000CTpSIHETO 3a1mouBa MPHOIM3UTETHO 2 Mecera ciel KaTo
JIEYCHUETO ChC Simponi € CIPSHO, KaTo MO-TOJIIMaTa 9acT OT 0OOCTPSHHUSTA BB3HUKBAT B pAMKHUTE Ha
4 Mmecena ciiesl ciupane Ha jieuenueTo (durypa 1).

®@urypa 1: Ananu3 no Kaplan-Meier Ha BpeMeTo 10 MbPBOTO 000CTPsIHE
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CvbuTtne unu LieHsypupaHo
YyacTHUUM B pUCK Bpeme (Meceuy)
GLM QMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 36 31 27 24 24 23 22 22 22 10

*KpaiiHaTa Touka He e KopurupaHa 3a MHoxecTBeHocT. CTpaTudpumpan no Hueo Ha CRP (> 6 mg/ unn < 6 mg/l).
ObocTpsaHeTo e onpegeneHo kato ASDAS npu 2 nocneaoBaTenHn BUUTK, KaTo 1 ABeTe nokaseaT unu abconioteH
pesynTar 2 2,1, unu noBULIEHNE CNEA OTTernsaHe oT neyenuneto = 1,1 cnpamo mecey 10 (BusuTta 23). YuyacTHULUTE,
KOMTO HAMAT oBocTpsAHe, ca LieH3ypupaHi No BpeMe Ha OTTErnAHe OT NeYeHneTo unu Ha mecel 13 ot nepuog 2 Ha
ABoOliHocnANoTo neyeHwe. Hayanoro Ha nepuoga 2 npeacrasnasa [ex 1 oT aHanusa no Kaplan-Meier 3a yanata
aHanusupaxa rpyna.

Knunuuen omeoeop xom noemopho nevenue npu obocmpsine Ha 3a00516aHemo

Knuanaaust otroBop e onpezaeseH kato nogodpenne Ha BASDAI > 2 nnm > 50% cnpsimo cpeanata
cTOMHOCT Ha 2 mocienoBaTean oreHkn Mo BASDAI cBwp3anu ¢ o0ocTpsiHe Ha 3a0oisBaHeTo. OT
53 y4acTHHUIM 1O cXeMaTa ¢ HamaJileHa YeCTOTa Ha MpUjIaraHe Wix OTTErJIsIHE OT JIEUEHUETO, KOUTO
uMar NOTBBPAEHO 000CTpsiHE Ha 3abomnsBaneTo, 51 (96,2%) nmocTUrar KIMHUYEH OTTOBOP KbM
Simponi B paMKkuTe Ha MbPBUTE 3 Mecena OT Bb30OHOBSIBAHE HA JICYCHHUETO, BBIPEKHU Y€ IMO-MaJIKO
naruenTtu (71,7%) ycnsBaT na ro moaIbpKat Mpe3 BCHIKUATE 3 Meceria.
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Yayeposen xonum
EdukacHoctTa Ha Simponi € olleHeHa B JIBE paHIOMU3UPAHU, JBOWHOCIICIIH, TUTAle00-KOHTPOIUPaHU
KJIIMHUYHU TPOYYBAHUS MPU BH3PACTHU MAI[UCHTH.

IIpoyuBanero 3a naaykunonna tepamnus (PURSUIT-Uuayknus) onieHsBa ManueHTHTE ¢ YMEPEH 10
TEXBbK aKTHBEH yiuepo3eH konuT (Mayo ckop 6 1o 12; eHIOCKOIICKU CKOp > 2), KOUTO ca NMajH
HE3aJJ0OBOJIUTEJICH OTTOBOP MJIM HEMMOHOCUMOCT KbM CTaHAAPTHH TEPAITUH, HIIH ca OUITH
KOPTUKOCTEPOHI-3aBUCUMHU. B eTama Ha mpoy4yBaHeTo 3a yCTaHOBABaHE Ha J1o3aTa, 761 manueHTn ca
Owm pangoMusupanu Ja nmoxy4dar wim 400 mg Simponi sc Ha ceaqmuna 0 u 200 mg Ha cenqmuna 2,
200 mg Simponi sc Ha ceamuua 0 u 100 mg Ha ceqmuna 2, uiu rianebo sc Ha cenmuna 0 u 2.
Pasperen e chIrpTCTBAI IPHEM HA TTOCTOSHHH JIO3H MIEPOPATTHI aMUHOCATHIIAIIATH,
KOPTHUKOCTEPOUIH W/UIIM MMyHOMOAyIaTopu. OueHeH e eekTsT Ha Simponi npe3 ceamuia 6 B ToBa
pOy4BaHe.

Pesynrarute ot npoyuBane 3a noaaepikamnia tepanus (PURSUIT-Ilonnppixane) ce ocHOBaBaT Ha
oIleHKaTa Ha 456 MalMeHTH, KOUTO ca MOCTUTHAIN KIMHUYECH OTTOBOP OT Ipe/IiecTBaIla
WHAYKIIOHHA Teparus cbe Simponi. [lanmenTuTe ca pangoMusnupann Ja moxydar Simponi 50 mg,
Simponi 100 mg nnwm mrane6o, TPUITOKEHN TOKOKHO Ha Beekd 4 ceamunu. Pa3pemenu ca 6umu
ChbIBTCTBALIU MMOCTOSHHU JO3U NIEPOPATHA aMUHOCAITIUIUIIATH I/I/I/IJ'II/I HMYHOMOOYJIaTOPH. ,Z[O?:I/ITG Ha
KOPTHUKOCTEPOUIUTE € TPSOBAJIO Aa Ce HaMaJlsT MOCTENEHHO TPH 3a04BaHe Ha MPOYYBaHETO 3a
nomappikamia repanus. OtieHeH e eekThT Ha Simponi npe3 cenMuiia 54 B ToBa Mpoy4vBaHe.
[ManmeHTHTE, KOUTO Ca MPUKIIOYMIN MPOYYBAHETO 32 TOAIbpIKaIlla Tepanus A0 ceaAMuia 54
MPOABIDKABAT JICYEHUETO B PA3IIMPEHO POyUBaHe, KaTo eUKaCHOCTTA € OlleHeHa 10 ceamuna 216.
OneHkara 3a e(pUKaCHOCT IPH Pa3LINPEHOTO IPOYUBAHE € HAIPaBeHA Bb3 OCHOBA HA IPOMEHUTE B
TIPUIIOKEHUETO Ha KOPTUKOCTepou I, | mobamHaTa onieHka Ha sekaps (Physician’s Global
Assessment, PGA) 3a akTUBHOCTTa Ha 3a00JIIBaHETO M IOJJOOPEHHETO Ha KAYECTBOTO HA JKUBOT,
M3MEPEHO OoCpeACcTBOM BhrpocHUK 3a Bp3nanuTenHa 6omnect Ha yepBaTa (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tadauma 8
OcHoBHH pe3yaTaTu 3a kKJIMHHYHA epukacHocT oT PURSUIT - Unuayknus u PURSUIT -
Hoaabp:xane
PURSUIT-Unayknus
Simponi
Ilnane6o 200/100 mg
N=251 N =253
IIpoueHT NanueHTu
ITarveHTH B KJIMHWYEH OTTOBOP Ha ceamMuIia 6° 30% 51%**
[TanieHTH B KIIMHUYHA PEMHUCHS Ha CEAMULA 6° 6% 18%**
[TauMeHnTH ¢ TUraBUYHO O3/IpaBABaHE HA 29% 42%*
ceamura 6°
PURSUIT-Ilogabpxane
Simponi Simponi
Inaue6o? 50 mg 100 mg
N=154 N=151 N=151
IIpoueHT NanueHTu
[onabpxkane Ha kmHUYHES 0TToBOP (IlanmenTH 31% 470 5004 %
B KJIMHUYEH OTrOBOP Ha ceaMuna 54)°
Tpaiina pemucus (IlamenTn B KJII/IHI/I‘IIia 16% 2304 2804
pemucus Ha ceamuna 30 u cemmura 54)
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N = Opoii mauueHTH

** p<0,001

* p<0,01

OnpezeneH KaTo MOHWKEHHUE OT U3X0HAaTa CTOUHOCT B Mayo ckop ¢ > 30% u > 3 Touku, IpUAPYKEHO C HaMaJIeHUue
Ha CKOpa 3a PEKTaIHU KPBBOU3NUBH € > 1 MM CKOP 3a PEKTaNIHU KpbBOM3IuBH 0T 0 miu 1.

a

Omnpenenen kato Mayo ckop < 2 ToukH, 0e3 HHIUBHIyaJIeH cKop > 1
Omnpenenex karo 0 win 1 3a eHIOCKONCKH CKOp OT Mayo ckop.
CaMmo 3a HHOYKLIMOHHA Tepanus Ha Simponi.

[ManmenTnTte ca oneHeny 3a aktuBHOCT Ha UC upe3 gacTnaeH Mayo ckop Ha BCekH 4 ceqMuIM (3arybara Ha OTTOBOD €
MOTBBpP/IEHA €HJOCKOICKH). ETo 3aI110 manueHT, KoiTo e moabpKan OTTOBOp, € B ChCTOSHHUE HA TPACH KIMHUUYCH
OTroOBOD TPH BCSAKO OLICHSBAHE Ha CeaMHUIIA 54.

[ManwenT, xoiito e TpsOBaNo 1a Obae B pemucus Ha ceamunu 30 u 54 (6e3 na okasBa 3ary6a Ha OTTOBOD B HAKAKbB
MOMEHT Ha ceIMHIIa 54), 3a 1a IOCTUT'HE TPaifHa peMUCHSL.

€ TIlpu manmenTute ¢ Terso nox 80 kg, Mo-royisiMa YacT oT MalUeHTHTE, MpueMany 50 mg MoIbpIkaia TEparusl, ca
MOKa3aJIi TpaliHa KIMHAYHA PEMHCHS, B CPaBHEHHE C TE3H, IPHEMaIH Iamneto.

[ToBede nexyBaHu chc Simponi MAUEHTH TOKa3BaT TPAHO JIMTABUYHO 037paBiBaHe (TTAIEHTH C
JIUTaBUYHO 03/ipaBsiBaHe Ha ceamuna 30 u ceamuna 54) B rpynara ¢ go3a 50 mg (42%, HoMuHalIHA

p <0,05) u rpynara c go3a 100 mg (42%, p < 0,005), B cpaBHEHHE C MAIIMEHTHUTE B IpymaTa ¢ Taneco
(27%).

Cpen 54% ot nauuenture (247/456), KOUTO ca MpUEMaTH ChITbTCTBAIIN KOPTUKOCTEPOUIN TIPH
3anouBane Ha PURSUIT-IlogabpxaHne, DallMEHTUTE, KOUTO Ca MOAIbPKaIU KIMHUYEH OTTOBOP 110
ceamuua 54 U He ca MPUEMAaNIH ChITbTCTBAIIM KOPTUKOCTEPOUIU Ha ceaMuLa 54, ca moBeue B rpynara
¢ no3a 50 mg (38%, 30/78) u rpynara ¢ qo3a 100 mg (30%, 25/82), B cpaBHEeHue ¢ rpynara ¢ mianedo
(21%, 18/87). Bpost Ha nanueHTUTE, KOUTO Ca CIIPETIH KOPTUKOCTEPOUINTE Ha ceamuna 54, e
HO-TOJISIM B rpymnarta ¢ no3a 50 mg (41%, 32/78) u rpynara ¢ no3a 100 mg (33%, 27/82), B cpaBHEHHE
¢ rpynara c rane6o (22%, 19/87). Cpen nauueHTHTe, KOUTO Ca BKIIOYCHU B Pa3IIMPEHOTO
NpOYYBaHe, MPOLCHTHT HAa YYACTHUIIMTE, KOUTO OCTABaT Ha JIeYeHUE 0e3 KOPTUKOCTEPOHUIN KATO IISUI0
ce nmoaabpKa A0 ceamuua 216.

IIpu manmeHTH, KOMUTO HE MOCTUTAT KIMHIUYEH OTroBOp Ha ceamuia 6 B npoyusanusta PURSUIT-
Wunykuus e npuinoxer Simponi 100 mg Ha Bcexu 4 ceamunu B npoyusaneTro PURSUIT-
Hoanwvpxane. Ha ceamuna 14, 28% ot Te3u NallMeHTH NOCTUraT OTTOBOP, ONPEAEIICH Ype3 YaCTUUECH
Mayo ckop (Io-HUCHK C > 3 TOYKH B CPABHEHHE C HAYAJIOTO HAa WHAYKIIMOHHATA Tepamws). Ha
cenMuIia 54, KITMHUYHHATE PE3YIITATH, HAOI0JaBaH! TP TE3H MAIUCHTH Ca CXOHH C KIMHUYHHUTE
pe3ynTaTH, ChOOIIEHH 32 MAMEHTUTE, KOUTO MOCTUTaT KIIMHUYEH OTTOBOP Ha cenMuIa 6.

Ha cenmuria 6, Simponi 3HaunMo 11o100psiBa KAY€CTBOTO Ha KUBOT, U3MEPEHO C MIPOMSHATA OT
M3XO0JTHO HUBO B crieluduaHO 3a Oonectra nuamepBane, IBDQ (inflammatory bowel disease
questionnaire, BBIIPOCHHK 32 Bb3NaJUTEIHA OonecT Ha yepBara). Cpes nHauneHTuTe, IpueMaiy
MOJTBPIKAIIO JISYSHHE ChC Simponi, MOJOOPEHHETO B KAYECTBOTO Ha KHUBOT, U3MepeHo upe3 IBDQ, e
MOAIBPKAHO Ha cenMuLa 54.

[pubmmzuTtenHo 63% OT NaUEHTHTE MOMYYHIU Simponi B HAYAJI0TO Ha PA3IIMPEHOTO MPOYYBaHE
(ceammuria 56) ocTaBaT Ha JIedeHHE 10 Kpasi Ha MPOYYBaHETO (IIOCIEIHO MPUIIOKEHNE Ha TOTUMyMal
npe3 cenmuia 212).

HmyHorenHocr
B npoyuBanusita daza I1I 3a neuenue va RA, PsA u AS no ceamuna 52 npu 5% (105/2 062) ot

NalMeHTHTE, JEKYBaHH C TOJIMMYyMal, ca OTKPUTH aHTHUTENA CPEly ToiuMyMal upe3 eH3UMeH
UMYHOJIOTHYEH MeToJl (enzyme immunoassay, EIA) u, kbeTo ca u3ciieiBanu, MOYTH BCHYKU
aHTHUTENa ca OWIIM HeyTpaIu3upam in vitro. Ilpu pa3nuaan peBMaTOIOTUYHY ITOKA3aHUS ca
HaOIroaBaHu cXOIHU cToiHOCTH. ChbTeTBaMAT npreM Ha MTX Boau 10 O-MaXbK NPOLEHT
MAIMEeHTH C aHTUTEJA CPelly ToMMyMal B CpaBHEHHUE C TAIIMEHTUTE, JIEKyBaHH C TOIMMyMab 0e3
MTX (chotBeTHO mpubmu3uTeaHo 3% [41/1 235] u 8% [64/827]).

[Ipu nr-Axial SpA ca oTkpuTH anTUTena cpeury ronumymad npu 7% (14/193) ot nanueHTHTe,
JICKyBaHM ¢ TonuMymab 1o ceamuna 52 upes EIA meton.
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[pe3 54-a cenmuria Ha daza 11 u ¢pa3za [l npoyusanus npu ynepo3eH Komut, pu 3% (26/946) ot
JICKYBaHWUTE MAIIMEHTH C TOJTMMYyMal, ca OTKPUTH aHTUTeIa KbM roiaumymad upe3 EIA meton. Illeiicer
1 oceM nporieHTa (21/31), OT aHTUTAIO-TIONIOKUTEITHUTES TAIIMCHTH, Ca UMAJIA HEYTPATU3UPAIIU
aHTHUTeNA in vitro. ChITBTCTBAIIOTO JIEYEHUE C UMYHOMOYJIATOPH (23aTHOIIPHH, 6-MEPKANTOMYPHH U
MTX) e noBeio 10 MO-HUCHK MPOIEHT Ha MAIlMeHTUTE C aHTHTENa KbM TOMMyMal B CpaBHEHHE C
MAIUCHTUTE, MPUEMAIIY rOJIMMyMad 0e3 MpreM Ha UMyHOMOyaTopu (choTBeTHO 1% (4/308)
cipsimo 3% (22/638)). [Ipu marmeHTHTE, KOUTO MPOIBIDKABAT B PA3IIMPEHOTO MIPOYUBaHE U UMAT
OIIEHNMH TIpodu 10 cenMuIia 228 ca OTKPUTH aHTHTENa KbM romumymad mpu 4% (23/604) ot
JICKyBaHWUTE MAIMEHTH ¢ ronumyMad. OcemaeceT U Ba nporenTa (18/22) ot aHTHTSIO-
MOJIOKUTEITHUTE MAMEHTH Ca UMATTU HEyTPpAITH3UPAIIH aHTHTENA i1l VItro.

JlexapctBo-TonepanteH EIA meTton ce u3mon3sa B mpoyuBaHeTo npu pJIA 3a OTKpuBaHe Ha aHTHTENA
cpenty ronumymad. [lopanu mo-Bucokara 4yBCTBUTEIHOCT U O00peHa JIeKapCTBeHA IIOHOCHMOCT, Ce
OuakBa J1a ObJle YCTAaHOBEHA I10-BHCOKA YECTOTAa HA PAa3BUTHE Ha aHTHUTEJIA CPEIly TONUMyMab dpe3
nekapctBo-tonepanTeH EIA meton, B cpaBaenue ¢ EIA meron. BwB das3a 1l Ha npoyuBaneTo npu
pJIA npe3 cenmunia 48 ca OTKPUTH aHTUTEIIA CPEILy TOJIMMyMal dpe3 JiekapcTBO-TojiepanTeH EIA
merox nipu 40% (69/172) ot nexyBanuTe ¢ ronuMyma0 zemna, 0T KOUTO MO-ToJsIMaTa 4yacT ca ¢ TUThP
mo-HUCHK OT 1:1000. EdexT BbpXy cepyMHUTE KOHIIEHTPAIIUHN HA TOTMMYyMab ce HaOIro1aBa mpu
tuTpH > 1:100, noKaTo eQeKT BbpXy eUKacHOCTTA He € HabmoaaBan pu TuTpy >1:1000, BbIpexu
ye OposT Ha faenata ¢ TutpH > 1:1000 e manrsk (N=8). Cpen aenata ¢ MoJ0XKUTEICH PE3YTaT 3a
aHTHTeNa cpenry ronumyma0, 39% (25/65) umat HeyTpanuzupany anturena. [lo-Bucokara yecrora
Ha aHTHUTElNa, Ollpe/ieieHa upe3 JekapcTBo-TonepanTeH EIA Meron, Thit KaTo Te ca mpeIuMHO
AHTHUTCJIa C HUCBK TUTHP, HIMAa BUAUMO BJIMAHUEC BBPXY JICKAPCTBCHUTC HUBA, e(bI/IKaCHOCTTa u
0e30macHOCTTa, ¥ MOPaAX TOBA HE MPEICTaBIsIBA HOB CUTHAI 32 0€301acHOCT.

Hanuuuero Ha aHTUTENa cpenly romumMyMal MOXKe /1a TIOBUILM PUCKA OT PeakluK Ha MSCTOTO Ha
WHKeKTUpaHe (BXK. Touka 4.4). Mankusar Opoil manueHTH, OJI0KUTETHH 32 aHTUTeNIa CPewLy
rojJuMymad, orpaHnyaBa Bb3MOKHOCTTA /1a CE HANPaBsT KaTETOPUYHM 3aKJIIOUEHHS 33 Bpb3KaTa
MEX/y HAJIMUYUETO HA aHTHUTENA CPElly TOMMMyMal 1 KIIMHUYHATa €(PUKACHOCT HIIM MEPKHUTE 32
0e301acHOCT.

Tbi KaTO aHAMU3BT HA IMYHOTEHHOCTTA € crelr(UIEH 3a MPOAYKTa U U3II0JI3BAHUTE AUATHOCTUYHU
TECTOBE, CPABHEHUETO Ha CTOMHOCTHUTE Ha Pa3BUTHE HA aHTHUTENA C TE3U HA APYTH MPOAYKTH €

HCYMCCTHO.

IlegpnaTpruHa monyJiamus

Tonuapmuxynapen 16enuien uouonamuier apmpum

be3onacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHEeHH B paHJIOMH3UPAHO, TBOWHOCIIATIO, TIane0o-
KOHTPOJIMPAHO Mpoy4BaHe, ¢ ¢a3a Ha orrerysine ot aeuenneTo (GO-KIDS) npu 173 nena (ua Bb3pacT
ot 2 o 17 roguawm) ¢ aktuBeH pJIA, ¢ Hali-MaNKo 5 aKTUBHU CTaBU U HE3a/I0BOJUTENIEH OTTOBOP KbM
MTX. Jlena ¢ monmuaptuxyiapet JIA (moauapTpuT ¢ MOJOKUTENEH WU OTPULIATeNIeH PEBMAaTOU/ICH
(baxTop, pa3UIMpeH OJUTOAPTPHT, FOBESHUIICH TICOPHATHYEH apTPUT WK cuctemeH JIA, 6e3 HacTosm
CHCTEMHH CUMIITOMH) Ca BKJIFOYEHHU B MMPOyYBaHeTO. MeanaHnaTa Ha Opost aKTUBHM CTaBU HA U3XOIHO
HuBO € 12, a cpeguusat CRP e 0,17 mg/dl.

Yact 1 Ha mpoydYBaHETO ce ChCTOM OT 16-ceMUYHA OTBOpEHa (a3a, B KoSTo 173-Te BKIIOUYEHH Jiera
T0JTy4aBaT MoAK0KHO Simponi 30 mg/m?* (MakcumanHo 50 mg) Ha Bceku 4 ceamuun u MTX. 154-1e
Jiena, KouTo ca jpocturdany otrosop o ACR Ped 30 Ha cenmunia 16 ca Bkimodenu B Hact 2 Ha
IPOYYBaHETO, PaHIOMHU3MpanaTa (aza Ha OTTETJISHE OT JIEYEHHETO, U Toydasar Simponi 30 mg/m?
(makcumaiiHo 50 mg) + MTX win mnaue6o + MTX Ha Beeku 4 cenmunu. Ciiex o0ocTpsiHe Ha
3a00JIsIBaHETO, JIeaTa rmoyyasat Simponi 30 mg/m? (makcumanso 50 mg) + MTX. Ha cenmuna 48,
Jieriata ca BKIFOUSHH B IBJITOCPOYHO MPOJIBIDKEHUE HA MMPOYYBAHETO.

Jlenara, BKIIIOYEHH B TOBA IpOy4YBaHe, mokaszeat orroBopu mo ACR Ped 30, 50, 70 u 90 ot ceamuna 4.
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Ha cemmumia 16, 87% ot merata otroBapst mo ACR Ped 30, a 79%, 66% u 36% oT aemaTta ChbOTBETHO
otropapsT 1o ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha cenmunia 16, 34% ot aeuara umar
HEaKTUBHA OO0JIECT, OTpeielicHa KaTo HATMYKME Ha BCHYKHU OT CJICTHUTE: HAMAT CTaBU C aKTHBCH
apTPUT, HAMAT TEMIIEPaTypa, OOPUB, CEPO3UT, CIUICHOMETANIHS, XCITaTOMETaIUs WU TeHEePaTU3upaHa
mumbaaeHonaTus, JeoKama ce Ha JIA; Hsamar aktuBeH yBeuT; HopMmanHa ESR (< 20 mm/gac) unn
CRP (< 1,0 mg/dl); rmobanHa omieHKa Ha JIeKaps 3a aKTHBHOCTTA Ha 3a00siBaHeTo (< 5 mm o VAS);
MPOJBIDKUTEITHOCT Ha CYyTPEITHATa CKOBAHOCT < 15 MUHYTH.

Ha cemmumia 16 Bcnukn kommoHeHTH Ha ACR Ped mokaspar KIIMHHMYHO 3HAYMMO TTOT00PEHHE OT
U3X0JHOTO HUBO (BkK. Tabnuna 9).

Ta6auna 9
IonoOpenus oT n3x01HO HOBO HA KOMNOHeHTUTEe HA ACR Ped Ha cexmuna 16*

Meauana Ha MOI00peHNETO B
MPOLEHTH
Simponi 30 mg/m?
n° =173

I'mobanna oreHka Ha Jiekaps 3a 3abonsBanero (VAS® 0- 88%

10 cm)

I'moGanHa oueHka Ha y4acTHUKa/POOUTENS 32 67%
1s1ocTHOTO cherosiaue (VAS 0-10 cm)

Bpoii Ha aKTUBHHUTE CTaBU 92%

Bpoii Ha cTaBuTe ¢ OrpaHuyeH 00XBaT HA ABHKCHUE 80%
dusuyecka pyukuus mo CHAQ! 50%

ESR (mm/h)* 33%

HM3XOIHO HUBO = ceamuia 0

b ey OTpa3siBa BKIIOUCHUTE NAllUECHTU

C

d

VAS: Bu3yanHa aHai0TroOBa CKaja
CHAQ: BbripocHuk 3a olieHKa Ha JETCKOTO 3/ipaBe

¢ ESR (mm/h): ckopocT Ha yTasiBaHe Ha epUTPOLUTHTE (MUIMMETPH Ha Yac)

[IppBUYHaTa KpaitHa TOYKa IpH TIpoIeHTa Jerna, kouto otroBapst mo ACR Ped 30 na ceqmuma 16, u
MIpU KOUTO HsAMA 000CTpsiHE Ha 3a00JIIBaHeTO MEX Iy ceamuIia 16 u cenmuna 48 He € TOCTUTHATA.
IIpu mo-ronsiMara yacT OT Jenara HsiMa o0oCTpsiHe MeX Iy ceamuna 16 u ceqmuna 48 (CbOTBETHO
59% B Simponi + MTX rpynara u 53% B mnaue6o + MTX rpynara; p = 0,41).

[MpeaBaputeaHo onpeaeneHuTe NOArPYNOBY aHAIN3H Ha IbPBUYHATA KpaliHa TOUKa CIIOpe]T
n3xoanute ctoiHocTH Ha CRP (= 1 mg/dl cipsimo < 1 mg/dl) moka3Ba no-BucokH HUBA Ha 000CTpsIHE
NpY YYaCTHHIIM, JIeKyBaHH ¢ 1ane6o + MTX, cnpsmo Simponi + MTX, npu y4acTHHIIN ¢ U3XOHU
croiinoct Ha CRP > 1 mg/dl (87% cupsimo 40% p = 0,0068).

Ha cenmumna 48, 53% u 55% ot aenata, BKIFOUYEHU CHOTBETHO B rpynara Ha Simponi + MTX u
rpymara Ha mane6o + MTX, orroapst nmo ACR Ped 30, u crorBeTHO 40% U 28% OT Nenara B
rpynara Ha Simponi + MTX u rpynara Ha ruiane6o + MTX, ca ¢ HeakTHBHO 3a00JIsIBaHe.

TleguaTpuyHa OIyJIAIUS

EBpornelickara areHus o jJekapcrBaTa oTjiara 3abJDKEHUETO 3a IPEJI0CTaBsIHE Ha PE3YJITATUTE OT
MPOyYBaHUATA ChC Simponi B €IHA WK TIOBEYE MOATPYIH OT MEAUaTPUIHATA ITOMYIAIHs TPH
YJILIEPO3€H KOMHT (BK. TOUKa 4.2 32 nHGOpMAIs OTHOCHO yIOTpeda B MeUaTpusITa).

5.2 ®apmMakoKWHeTHYHH CBONCTBa

Abcopoyus

Cren eTHOKpPaTHO MOJIKOYKHO MPUIIOKEHHE Ha TOJIMMYMa0 TPy 3/IpaBu JOOPOBOIIIIH WIIH TTAIIMEHTH C
RA, cpemHoTo BpeMe 3a 1ocTUraHe Ha MakCUMaliHa cepyMHa KoHIeHTpanus (Tmax) Bapupa oT 2 10

6 muu. [lomkoXHOTO MHKEKTHpaHe Ha 50 mg romuMymMad Ha 3apaBu JOOPOBOJITH BOIN JO IOCTUTAHE
Ha CPEJHO £ CTaHAAPTHO OTKIOHCHUE B MaKCHUMalTHa cepyMHa KOHIEHTPAUS (Cmax) 3,1 £ 1,4 pug/ml.
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Cren eTHOKpATHO MOIKOXKHO WHXekTupaHe Ha 100 mg, abcopOmusaTa Ha roTMMyMal € CXOIHa B
MUIITHUIATa, KopeMa U 0eApoTo, Che cpeHa abcomtoTHa ornoHammuHocT 51%. Thit kaTo crex
MOJIKOKHO TIPUIIOKEHHE TONMMyMal MoKa3Ba MPUOIM3UTEIIHO IMHEHA 10303aBHCUMA
(hapMaKOKHHETHKA, ce 0YakBa abcomoTHaTa OnoHamuyHoCT Ha 50 mg nimu 200 mg romumymab n1a e
CXOJIHA.

Pasnpedenenue
[Ipu eqHOKpATHO 1.V. IPUIIOKEHUE CPETHIAT 00eM Ha pasnpenenenue e 115 + 19 ml/kg.

Enumunupane

CucTeMHUST KIIMPBHC Ha TOIMMyMab e u3duciieH Ha 6,9 + 2,0 ml/mueBno/kg. TepmuHamHusT
MOJTY’)KUBOT € U3YKCIICH Ha MPUOIM3UTEIHO 12 + 3 HU npu 3ApaBy JOOPOBOJIIIH, KATO CXOIHH
CTOWHOCTH ca HaOJro1aBanu u rpu nanueHTn ¢ RA, PsA, AS wimm UC.

[Tpu monkoxHO prioxkerne Ha 50 mg roaumymab mpu nanuerTu ¢ RA, PsA nmn AS Ha Bcekn

4 ceaAMUITN CEpyMHUTE KOHIICHTPAIIMU JOCTUTAT CTAlIMOHAPHO CHCTOSIHKE Ha ceamunia 12. [lpu
cppTcTBama ynotpeda ¢ MTX, neuennero ¢ 50 mg rommMymad OIKOKHO Ha BCEKH 4 CEAMHUIIN
BOJIU JI0 CPEIHH (+ CTaHOAPTHO OTKJIIOHEHHUE) HAW-HUCKU CEPYMHH KOHIIEHTPALMK B CTALHIOHAPHO
cherosiaue oT npudmusutenHo 0,6 + 0,4 pg/ml mpu marmenTn ¢ aktuBeH RA He3aBucHMO OT
neuennero ¢ MTX, npubnmsurento 0,5 + 0,4 pg/ml npu nanueHTH ¢ akTuBeH PsA u npubnusutenHo
0,8 + 0,4 pg/ml npu marmentu ¢ AS. [pu manuentu ¢ nr-Axial SpA, cpeaHuTe cepyMHU
KOHLIEHTPALMK Ha TOJIMMYyMad B CTAllMOHAPHO ChCTOSHHE Ca CXOAHU C Te3H, HaOlMI01aBaH!u pU
ManuedTy ¢ AS cien moIKoXKHO mpriiokenre Ha 50 mg romrumymab Ha BCEKH 4 CEIMUITH.

[Tarmmenture ¢ RA, PsA nimm AS, xouTo He ca Ha ChIIBTCTBAINO JieueHne ¢ MTX, ca ¢ mpubiau3uTeTHo
30% mo-HUCKH OT Hail-HUCKUTE KOHLEHTPALUH HA TOJMMYyMal B CTALIMOHAPHO CHCTOSIHUE OT TE3H,
JIeKyBaHU ChIIBTCTBAMIO ¢ TonmMyMad u MTX. Ilpu orpannuen Opoit manuent ¢ RA, nekyBanu ¢
rojJuMyMa0, IpujaraH moAKOXKHO 3a EPHOJ 0T 6 Mecela, ChIIbTCTBRaIIaTa yrnoTpeda Ha MTX
HaMaJsiBa KJIUpbHCA HAa ToMuMyMa0 ¢ npubinsutenHo 36%. [lonynaunoHHuAT hapMaKOKHHETHYCH
aHanmm3 o0aye Moka3ea, e ChIrbTcTBamara ynorpeda Ha NSAID, nepopaiiHi KOPTHKOCTEPOUIH WK
cyJldacana3uH He IOBJIHBA KJIUPHHCA HA TOTUMYyMal.

Crnen naaykunonan 1o3u ot 200 mg u 100 mg romumymad choTBeTHO Ha ceqmunm 0 u 2, u ciiex ToBa
Ha BCeKH 4 ceaMuiy noabpxkaiu 1031 50 mg wim 100 mg rosimMymad OKOKHO Ha HAIlMEHTH C
UC, cepyMHHUTE KOHIICHTPAIMH TOIMMYyMa0 JOCTUTAT CTAIIMOHAPHO CHCTOSHUE MTPHOIH3UTEITHO

14 cepmunu criex Havanoto Ha TepanusTa. Jleuenuero ¢ 50 mg wim 100 mg romumymad OIKOXKHO Ha
BCEKU 4 CeIMUITU TI0 BpeMe Ha TIepuoja Ha MOAIbpKaHe, BOAM JI0 CPEIHU CTAIIMOHAPHHN HAM-HUCKHU
CepyMHHU KOHLEHTPALUH OT ChbOTBeTHO Npubim3utenso 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

ITpu nmanmentu ¢ UC, nexyBanu ¢ 50 mg wiu 100 mg ronumyma0 HOAKOXKHO HA BCEKH 4 CEAMULIH,
CBITBTCTBAIATA YIIOTpeOa Ha UMYHOMOIYJIaTOPH HE TI0Ka3Ba ChIIECTBEH €(EKT BHPXY
CTallMOHAPHUTE HA-HUCKH HUBA HA TOTMMYMa0.

[NanuenTuTe, pa3BUiIM aHTUTENA CPEILLy FOJIMMYMad, KaTo ISU10 ca ¢ HUCKU CTOMHOCTH Ha
Hall-HUCKHTE CEPYMHH KOHIICHTPAIIMY Ha TOJIMMyMal B CTAIlMOHAPHO ChCTOSIHUE (BK. TOUKa 5.1).

Jlunetinocm

[Ipu enHOKpPAaTHO MHTPABEHO3HO MPUIIOKEHUE NTPU MauueHTu ¢ RA, romumymal nokassa
MPUOIM3UTENTHO JIMHEHHA /10303aBUCcHMa (DapMaKOKHMHETHKA B A030BuUs MHTEpBa ot 0,1 1o

10,0 mg/kg. Cnen eqHUYHA MOAKOXKHA J103a B A030BHA Auana3oH ot 50 mg 1o 400 mg npu 31paBu
J00poBOIIHM ce HaOmogaBa MPUOIU3UTEIHO IPOIIOPIIMOHATHA Ha J03aTa (PapMaKOKHMHETHKA.

Bnusnue na menecnomo meeino 8bpXxXYy (j)apmaKOKuHemuKama

ChlrecTByBa TEHISHIVS KbM MIOBHINIABAHE HA KIUPHHCA HA TOIMMYMa0 C IMOBUIIIABaHE HA TEIECHOTO
Tero (BX. Touka 4.2).
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Ileouampuuna nonynayus

dapmakoKHHETHKATa Ha ToTuMyMab e omnpenenena mpu 173 mena ¢ pJIA Ha BB3pacT ot

2 1o 17 romunu. B npoyusanero npu pJIA, nenara nonyunin roaumyma6 30 mg/m? (MakCuMaIHO
50 mg) MoAKOXHO Ha BCEKU 4 ceqMUIIM, UMaT MeiiaHa Ha Hall-HUCKUTE KOHIIEHTpalluK Ha
rojJuMymad B CTALIMOHAPHO CHCTOSIHUE, KOUTO €A CXOJHU IPU Pa3IUIHUTE Bb3PACTOBU TPYIH, U
KOMTO ca OJIM3KH 110, UM MAJIKO I10-BUCOKH B CPaBHEHHUE € T€3H, HAOIIOJaBaHU IPH Bb3PACTHH
nanueHTH ¢ RA, nonydaBanu ronumymad 50 mg Ha BCeKH 4 CeMHULIN.

[MomynanuoHHOTO apMaKOKHHETHYHO/PapMaKOAUMHAMUIHO MOJICITHPAHE ¥ CUMYJIAIUS TIPH JIeTia C
pJIA moTBBp*kK/IaBa BpB3KaTa MEXKIYy CEPYMHHUTE SKCIIO3UIIUU HAa FTOJTUMYMal U KIMHHYHATA
e(hMKaCHOCT, U MOJKPEIS TBBPACHUETO, Y€ MPYU CXeMa Ha MpuiiaraHe Ha rouMymad 50 mg Ha BCeKH
4 cemmuru ipu fiena ¢ pJIA u Terino Hait-manko 40 kg ce mocTuraT eKcro3uIyy MoI00HN Ha Te3H,
MOKAa3aHU KaTo e(PUKACHH MPU BH3PACTHH.

5.3 IlpeakJMHUYHU AaHHH 32 0€30MACHOCT

HexnuHuuHUTE JaHHU HE MOKa3BaT 0cOOEH PHUCK 3a XopaTa Ha 0a3aTa HAa KOHBEHIIMOHATHUTE
(bapMaKoJIOrMYHM NPOYUBaHU 32 OE30MaCHOCT, TOKCHYHOCT IIPU MHOTOKPATHO MPHJIOKEHHUE,
PEeNpOayKTUBHA TOKCHYHOCT M TOKCUYHOCT I10 OTHOIIEHHE Ha Pa3BUTUETO.

C ronumyMab He ca MPOBEXJaHH POYYBaHUS 32 MyTareHHOCT, 3 BIUSHHUE BbPXY QepTunnurteTa npu
JKMBOTHU U 3 ABITOCPOYHA KAPLUHOTEHHOCT.

B npoyuBaHe 3a BIUSIHUETO BEPXY (epTHIIMTETa B 00IIaTa PenpoOAyKTUBHA (DYHKIUS IPH MUILKH, B
KOETO € M3MOJI3BAaHO aHAJIOTHYHO aHTUTSIIO, CEJIEKTUBHO MHXUOMPALIO (yHKIMOHATHATA aKTUBHOCT
Ha mumus TNFa, Opost Ha OpeMeHHHTEe MHIITKY HamamsiBa. He e m3BecTHO ganu ToBa ce IbJDKH Ha
e(eKT MpH MBKKUTE W/UIIN KEHCKUTE MUIIKH. [Ipu nmpoyyBaHe 3a TOKCUYHOCT 110 OTHOIICHHE Ha
Pa3BUTUCTO ITPU MUIIKH, CIICA ITPUIIOKCHUC HA CHIIOTO AHAJIOTMYHO aHTUTAJIO, KaKTO U IIpH
IpoyYBaHEe Ha TOJIMMyMal MpH IBJITOONAIaTH MaKaly, HAMa JaHHH 32 TOKCHYHOCT [P MaiKara,
eMOPHOTOKCUYHOCT HJIH TEPAaTOT€HHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucbk Ha IOMOIIHHUTE BelIECTBA
Copouron (E 420)

XHUCTUIVH

XUCTUAWHOB XUAPOXIOPHT MOHOXUAPAT
[Tommcopbat 80

Bona 3a umxeximm.

6.2 HecbBMEeCTHMOCTH

[IpenBun nuncara Ha TpPOyYBaHHA 32 HECHbBMECTUMOCTH TO3M JIEKAPCTBEH MPOAYKT He TpsiOBa n1a ce
CMECBA C JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpox Ha roaHOCT

2 rOINHU

6.4 CrhenuanaHM ycI0BHS HA CbXpaHeHHe
Ha ce cpxpanssa B xnagmiHuK (2°C — 8°C).
Ja He ce 3ampassiBa.

CLXpaHHBaP’ITC MMpCABAPUTCIIHO HAITBJIHCHATA NMHUCAJIKA I MPCABAPUTCIIHO HAITbJIHCHATA CIIPUHITOBKA
B KapTOHCHATa OITaKOBKa, 3a Aa CC MPEAIasu OT CBECTIIMHA.
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Simponi Moke Ja ce chXpaHsABa IMPU MaKCHUMaJTHa TeMreparypa 1o 25°C, emHOKpaTHO 3a MEpHUOo 110
30 1HU, HO HE U CIIe]l IaTaTa Ha U3THYaHe Ha MbPBOHAYAIHHUS CPOK HAa TOJHOCT, HalleYaTaH BbPXY
KapTOHEHaTa onakoBKa. HOBUAT cpok Ha rOAHOCT TpsiOBa Aa ObJe HaMMCaH BbPXY KapTOHEHATa
omakoBka (10 30 qHM OT AaTaTa Ha U3BAXKIAHE OT XJIaJUITHHUKA).

Benuwx cien kato Simponi € CbXpaHsSBaH NPH CTaifHa TeMIiepaTypa, He TpsiOBa Jla ce BPbIlla OTHOBO
3a ChXpaHCHUE B XJQWIHHUK. Simponi TpsAOBa Ja ce U3XBBPIIM, aKO HE CE M3M0I3Ba B PAMKUTE Ha
30 gHM TIpH ChXpaHEHWE Ha CTaifHa TeMIepaTypa.

6.5 Buau chabpikaHue Ha ONAKOBKATA

Simponi 50 mg WHXKEKIHOHEH PAa3TBOP B MIPEABAPHUTEITHO HAITBLIHCHA ITHCATKA

0,5 ml pa3TBOp B MPEABAPUTEITHO HATBITHEHA CITPUHIIOBKA (CTHKIO THI I) ¢ (hukcupaHa uria
(HepBmKIacMa CTOMaHa) U Karade Ha uriata (Tyma, ChAbpiKa JIATEKC) B MPEABAPUTEITHO HAITBITHEHA
cajaka. Simponi ce TOCTaBs B OIMTAKOBKH, ChABPKAIIN | MpeIBapuTEeIIHO HAITBbJIHEHA TTUCAIKA 1
TPYMOBH OMAKOBKH, ChABbpPXKAIH 3 (3 OMakoBKH OT 1) MpeABAPUTEITHO HATBITHCHH MUCATIKH.

Simponi 50 mg WHXEKLIMOHEH Pa3TBOP B MPEIBAPUTEIHO HANIBJIHEHA CIPUHIIOBKA

0,5 ml pa3TBOp B MpeABapuUTETHO HATBITHEHA CITPUHIIOBKA (CTHKIO THI |) ¢ hmukcupana urna
(HeppxIaecMa CTOMaHa) U Kanaue Ha uriata (Tyma, ChAabpika JaTekc). Simponi ce 1ocTaBs B
OIIaKOBKH, CbAbpiKallnu 1 MpEABAPUTEIIHO HAITBJIIHCHA CIIPUHIIOBKA U I'PYIIOBH OIIAKOBKHU, CbAbPiKalln
3 (3 omakoBk# OT 1) MpenBapUTETHO HATBIHEHH CIPUHIIOBKH.

He Bcruky BUAOBE OMAKOBKU MOTaT 1a ObAaT MMyCHATH B TIPoJaxk0a.
6.6 CroeuuaJHU NpeANa3Hu MePKH NPH U3XBbPJIsiHE U padoTa

Simponi ce JocTaBst KaTo MPEABAPUTEIHO HAITbIHEHA MUCAJIKA 33 SJHOKPATHA yrnoTpeba, HapeueHa
SmartJect nim KaTo MpeIBapUTEIHO HAITBIHEHA CIIPHHIIOBKA 32 €THOKpaTHA ynoTpeba. BbB Besika
OIIAKOBKA MMa MHCTPYKIIMH 32 yrnoTpeba, B KOUTO MOAPOOHO € ONUCAHO KaK Ce U3II0JI3Ba IHCaIKaTa
Wi cipuHioBkata. Ciiesl H3BaXk1aHe Ha MPEIBAPUTEITHO HAITBIHCHATA MHCATIKA WIN TIPEIBAPUTEITHO
HaIrbJIHEHATa CIIPUHIIOBKA OT XJIQJMJIHHUKA, IPEH MHKEKTUPAHETO Ha Simponi TpsOBa J1a ce n3vyaka
30 MuHYTH, 32 J]a MOXE pa3TBOPHT Ja JOCTUTHE CcTaiiHa Temmeparypa. [lucankara uim ClipuHIOBKATa
He TpsiOBa Jla ce pa3KJialiar.

Pa3TBOpBT € OHCTBHP J0 JIEKO OMaIeCeHTEH, Oe31BETEH /IO CBETIIOKBIT H MOXKE JIa ChIbprKa MaJIKU
MPO3pavyHy MU Ol MPOTEHMHOBH YacTHIIN. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
NpOTEeMHH. Simponi He TPsIOBa Jla ce MU3MOI3BA, aKO PA3TBOPHT € C MPOMEHEH LBAT, MBTCH HIIH
ChIbPIKAIl BUAUMH TyXKITU YaCTHIIH.

[MoapoOHY yka3zaHus 3a TOATOTOBSIHETO M MPHUIIOKEHUETO HA Simponi peIBAPUTEIHO HAITBIHEHA
NHCAJIKA WM TIPEIBAPUTEIHO HalTbIHEHATa CIPHHIIOBKA Ca JIaICHH B JIMCTOBKATa 3a MalUeHTA.

Hewmsnon3sauusar JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MaTCpUaJid OT HETO TpSI6Ba Ja C€ U3XBBPJIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHS.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse
benrns
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8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/001 1 npeaBapuTeIHO HATBIIHEHA MTHACAIKA
EU/1/09/546/002 3 npeaBapuTeIHO HATBIHEHU MTUCAIKH

EU/1/09/546/003 1 npeaBapuTeIHO HAITBIHEHA CIIPUHITOBKA

EU/1/09/546/004 3 npeaBapUTEITHO HATBITHEHH CITPHHIIOBKU

9. JATA HA I'bPBO PASPEIIABAHE/IIOTHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jata Ha mppBO paspemasane: 1 okromBpu 2009 r.

Jlata Ha nocneaHo noaHoBsBane: 19 ouu 2014 1.

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

10/2025

[Mompo6Ha nH(DOpMaIUs 3a TO3W JIEKAPCTBEH MPOIYKT € IpeJocTaBeHa Ha yeOcaiita Ha EBporetickara
arcHIMs 1o JiekapcTraTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Simponi 100 mg WHXEKIHOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA MUCAJIKa
Simponi 100 mg WHXEKIHOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Simponi 100 mg WHKEKIIMOHEH Pa3TBOP B NPEABAPUTEIIHO HATHJIHEHA MHCATKa
Bcesika npeaBapuTesHo HambiiHeHa nucanka oT 1 ml ceabpixka 100 mg romumymad* (golimumab).

Simponi 100 mg WHKEKIIMOHEH Pa3TBOP B NPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
Bcesika npeaBapuTeHO HamrbJIHEHA CIIPUHIIOBKA OT 1 ml chabpxka 100 mg romumymad™ (golimumab).

* YoBelKo MOHOKIOHAIHO aHTUTAJIO OT Kinac IgG 1k, momyyeHo ot Mua XuOpuIoMHa KJIeThYHa
muHus 1o pekombrHanTHa JIHK-TexHomor1s.

IToMOIIIHO BENIECTBO C U3BECTHO NEHCTBUE
Bcesika mpeaBapuTenHO HaTbIIHEHA MHACANKa chabpika 41 mg copbuton Ha g03a ot 100 mg.
Bcesika npenBapuTeiHO HaTbJIHEHA CITPUHIIOBKA ChIbpxka 41 mg copOuroi Ha 1o3a ot 100 mg.

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxeKIMoHeH pa3TBOp B PEABAPUTEIHO HAITBJIHEHA MHUcaIka SmartJect (MHKEeKIH)
NHKeKIMOHEeH pa3TBOp B MPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA (MHIKEKIIHS )

Pa3TBOpBT € OGUCTBP 10 JIEKO ONATIECIEHTEeH, OE3LBETEH 10 CBETIOKBIIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Pesmarounnen aprpur (RA)

Simponi, B komOuHanus ¢ merorpekcat (MTX), e nmokasas 3a:

o JIeYeHHE Ha YMEPEHO TEXKBK JI0 TEKBK aKTHBEH PEBMATOUICH apTPUT NPH Bb3PACTHHU, KOT'aTo
OTrOBOPBT Ha JICUSHHETO C MOJUHUIMpaIIn O0JiecTTa aHTUpeBMaronIHu cpenactea (DMARD),
BKITIOUMTENIHO U ¢ MTX, He € JocTaThucH.

o JIeYeHNe Ha TeXbK, aKTUBEH H MPOTPECUpall] peBMaTOUACH apTPUT NPH Bb3PACTHH, KOUTO
Mpeau TOBa He ca JieKkyBanu ¢ MTX.

Wma nannu, ye Simponi B komOuHaiws ¢ MTX HamansiBa CKOPOCTTa Ha MPOTPeCcHs Ha CTaBHOTO
YBpEkKJaHe, OIIEHEHO PEHTIeHOTpadCKH, U o100psBa Gu3ndeckara GyHKIIHS.

3a uH(OpMAIHsT OTHOCHO MOKA3aHUETO MOTHAPTHKYIAPEH IOBEHIICH HANOMATHYEH APTPHUT, MOJIS
BrxTe KXII Ha Simponi 50 mg.

IIcopmnatmuen aprput (PsA)

Simponi, caMOCTOATEIHO WK B KoMOuHamus ¢ MTX, e mokasaH 3a JiedeHHEe Ha aKTUBEH U
IIporpecupar NcCoOpuaTHUEH apTPUT IPU BB3PACTHHU, KOTaTO OTTOBOPBT HA MPEIECTBAIIIO JICUEHHE C
momuduuupaiu 6onecrra DMARD, He e nocratbuen. Mima ganHu, ue Simponi HamaisiBa CKOPOCTTa
Ha Iporpecus Ha MepudepHOTO CTABHO YBPEXKIaHE, OLICHEHO PEHTIeHOTrpad)CKH, TP MAMeHTH C
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MTOJIMAPTUKYIIAPHA CHMETPUYHH TIOATUIIOBE Ha 3a00JIIBaHETO (BXK. TOUKA 5.1) M Mogo0psiBa TEICCHUTE
GYHKIHH.

AKCHaJICH CIOHTUIIOAPTPUT

Anxunosupaw cnonourum (AS)

Simponi e moka3aH 3a JICYCHUE Ha TeXbK AKTUBCH aHKIIJIO3HPAIl| CIIOH/IMITUT TIPY Bb3PACTHHU, KOUTO ca
UMaJIA HEJIOCTaThYCH OTTOBOP Ha KOHBCHIIMOHATHOTO JICUCHUE.

Hepenmeenoepagcxu axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi e Moka3aH 3a JeUCHUE MPU Bh3PACTHH MAIIUCHTH C TEXbK, aKTUBSH HEPEHTTEHOTPa(hCKH
aKCHAJICH CIOHIMIOAPTPUT ¢ OOCKTHBHU MPHU3HAILM HA BB3MAJICHUE, TPOSIBEH Upe3 moBuieH C-
peaktuBeH npoteuH (CRP) u/unu € nokazan upes sapeHo-MarHuTeH pe3onanc (IMP), kouto ca
UMaJIA HEJIOCTAaThYCH OTTOBOP WJIM Ca UMAJIM HETIOHOCUMOCT KbM HECTCPOUTHU
npotuBoBb3nanmTenHu cpenactea (HCIIBC).

Yaneposen konut (UC)

Simponi e MoKa3aH 3a JeueHrne Ha YMEPEH J0 TeKbK aKTUBEH YIIIEPO3CH KOIHUT IIPU BH3PACTHU
TIAI[MEHTH C HeaJeKBaTeH OTTOBOP KbM CTaHAApTHA TEpaIiusl, BKIFOYBAIA KOPTHKOCTEPOUIH U
6-mepkantonyput (6-MP) unu azaruonpus (AZA), Wik KOUTO UMAT HETOHOCUMOCT HJTU MEIUITUHCKU
MIPOTUBOIIOKA3aHUS 32 TE3U TEPAITHH.

4.2 I[O?.I/I[)OBK%I U HAYUH HA NMPUWIOKEHUE

Jleuenueto TpsAOBa Aa ce 3aM0YHE U J1a CE CJIeAU OT JIEKapH CIICLMAINCTH 10 AUArHOCTUKA U JICUCHHE
Ha PEeBMATOUJICH apTPUT, ICOPUATHYCH aPTPUT, AaHKWIO3UPAIL CIIOHIWINT, HEPEeHTIeHOTpad)CKu
aKCHAJICH CIOHAMIOAPTPUT WM YIIIepO3eH KoauT. Ha manmenTuTe, JekyBaHu che Simponi, TpsiOBa 1a
ObJe MpeaocTaBeHa HaOMHSIIA KapTa Ha MalieHTa.

2!03I/I[ZOBKa

Pesmamouden apmpum
Simponi 50 mg, MpuIoKeH BeIHHX MECEYHO, Ha €JIHA U ChIIa JaTa.
Simponi TpsiOBa jia ce npuiara cebTeTBaNo ¢ MTX.

Ilcopuamuuen apmpum, aHKULO3UPALY CNOHOULUM UIU HEPEHM2EHOSPAPCKU AKCUANEH
cnonounoapmpum
Simponi 50 mg, NpuIIoKEH BEAHBXK MECEYHO, HA €JJHA U ChINA JIaTa.

3a BcHU4KH 1/136poeH1/1 IMO-TOp€ MOKa3aHWd HATMYHUTE JaHHU IOBOPAT, Y€ KIIMHUYCH OTTOBOP
o0uKHOBeHO ce moctura cief 12 g0 14-cenmuuno neyenue (cnex 3-4 nosu). [lpu nanmentn 6e3 gaHHU
3a TepaneBTUYCH eEKT Mpe3 TO3U MEPUOJ MPOIbKAaBaHETO Ha JIEYEHHETO TPsIOBa Ja Ce PEOIICHH.

ITammmenTtn ¢ TenecHo Termo Ham 100 kg

3a BCUUKM U30pOEHH MO-TOope MoKa3zaHus npu nauuentd ¢ RA, PsA, AS unu nr-Axial SpA ¢ tenecHo
terno Hag 100 kg, mpu kouto cien 3 10 4 1034 He ce MOCTUTHE 33I0BOJIUTENICH KITMHUYEH OTTOBOP,
MOJKE J1a c€ 00CH/IU MOBHUIIIABaHE Ha J103aTa Ha roiuMymat 10 100 mg BeaHBK MECEUHO, KaTo ce
B3eMe€ IPEeIBU/] OBUIIICHUAT PUCK OT ONPEeAeSICHN CEPHO3HN HEXKETaH! PEAKIIMH MIPH J03aTa OT

100 mg B cpaBHeHHE ¢ no3ara oT 50 mg (Bk. Touka 4.8). [Ipu nanuenT 6e3 JaHHU 3a TEpaNeBTUYCH
edexr ciren 3 10 4 noneHUTETHHU 1031 OT 100 mg mpoakDKaBaHETO Ha JICUSHHUETO TPsIOBa Ja ce
MIPEOIEHH.

Yﬂuepo3eH KoJum

ITarmmenTtu ¢ Tenecuo Terio moxa 80 kg

Simponi ce npuara karo HayaiHa g03a ot 200 mg, nociensana ot 100 mg npe3 BropaTta ceaMuiia.
[Ipu manmeHTH ChHC 32I0BOUTENICH OTIOBOP TPpsIOBa j1a ce npuiarat 50 mg Ha ceMuIa 6 U Clie]] TOBa
Ha Bcekd 4 cenMuId. [TalueHTHTe ¢ He3aI0BOJIUTENIEH OTTOBOP MOXKE JIa C€ MOBIHUSIST MOJIOKHUTEITHO
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OT MpoAb/DKaBaHe Ha JiedeHueTo ¢he 100 mg Ha cemMuIia 6 U cjea ToBa Ha BCEKH 4 ceIMUIH (BK.
Touka 5.1).

[MaruenTtu ¢ Tenecuo Terno 80 kg n moBeue
Simponi ce mpunara karo HagaiHa g03a ot 200 mg, mociensana ot 100 mg mpe3 BropaTta ceaMuIia, a
cien ToBa 100 mg Ha Bcexu 4 cenMuIty (BXK. Touka 5.1).

Ilo BpPEMEC Ha MOAABPKAIIOTO JICUECHUE J03aTa Ha KOPTUKOCTECPOUAUTE MOXKE da CE HaMaJIn
IMOCTCIICHHO CBIVIACHO PBKOBOJICTBATA B KIIMHNYHATA IIPpaKTUKa.

Criopes1 HATHYHHUTE TaHHH, KIMHUYEH OTTOBOP ce mocTura 12-14 ceMuUIH ciie/] 3aIoYBaHe Ha
neuerneto (caen 4 mo3u). Ipu marmMeHTH, IpU KOUTO TIPe3 TO3H IIEPHUO HSIMa JaHHH 33 TepareBTHYHA
oJI3a, TPsIOBa J1a ce OOMUCIH MPOIBIKABaHE HA JICYCHUETO.

IIponycuara no3a

AKO manueHTsT 3a0paBy Jla cu MHXKEKTHpa Simponi Ha TUTaHWpaHaTa J1aTa, TO TpsiOBa fa cu
WH)KEKTHUpA MPOITyCHATa J103a BeJJHara [IOM CH CIIOMHH 3a ToBa. [lanmenTuTe TpsaOBa qa Ob1aT
MHCTPYKTUPAHH Ja HE CU MHXXEKTHUPAT JBOMHA 1034, 32 1a KOMIICHCUPAT MPOITyCHATAaTa.

CrnenpamaTa /103a TpsiOBa 1a ObJie TPUIOKEHA CIIOPEA JaJICHUTE M0-1I0Ty MPETIOPHKH:

. AKO 0T ompeseneHnsi MOMEHT 32 MH)KEKTHPaHEe Ha J103aTa ca MUHAJH IT0-MaJIKO OT 2 CeIMUIIH,
MAIMCHTHT TPSAOBA J1a CH MHXKEKTHpA MPOITyCcHATAaTa J103a U Jia MPOJIBJIKY 110 ITbPBOHAYATHATA
CXeMa Ha PUIIOKEHHE.

. AKO 0T ompesienieHrsi MOMEHT 3a MH)KEKTHPaHEe Ha J103aTa ca MUHAIU TI0BEYe OT 2 CEIMUIIH,
MAIMeHTHT TPSAOBA Jla CH MHXKEKTHpa MPOITyCHATa J03a U J1a IPEMUHE KbM HOBa cXeMa Ha
MIPUIIOKEHUE, 3aII0YBaIlla OT MOMEHTA Ha MHXKEKTHPaHe Ha MpOITycHATaTa J03a.

CrenyanHy nonyJianuu
Cmapuecka 6v3pacm (= 65 coounu)
He ce nmanara xopekuus Ha J1o3aTa IpH Xopa B cTapuecka Bh3pacT.

bvopeurno u uepnoopobno yepescoane
Simponi He € U3NUTBAH MPH TE3H MOIMyJIAIMK manueHTH. He Morar j1a ce 1afar npernopbsKu 3a
JI03UPOBKATA.

Ileouampuuna nonynayus
Simponi 100 mg He ce npenopbyBa MpH Aela Ha Bb3pacT 1o 18 ronuHu.

HauuH Ha Ipua0KEHUE

Simponi e 3a MOJAK0XKHO NpuiiokeHue. Clieql ChOTBETHO 00yUEHHE B TEXHUKATA HA MOKOKHO
WHXEKTUPaHE, MAlIUEHTUTE MOTAT J]a CE CAMOUHXEKTHUPAT, aKO TEXHUSAT JIeKap MpeLeHH 3a

MOJIX OIS0, C TIOCJISIBAII0 MEIUIIMHCKO HA0I0IeHHE, ako € HeoOxoaumo. [lanuenTure TpsOBa na
ObJIaT MHCTPYKTUPAHU Ja HHKEKTHPAT Ha3HAYCHOTO KOJIMYECTBO Simponi ChIIIACHO MOAPOOHHUTE
WHCTPYKIIMU 32 IPWIOKEHHE, JaJCHH B TMCTOBKATA 32 MallMEeHTa. AKO ce Hajlara Jia ce IpUJIoxKat
HSKOJIKO WHXKEKIIMHU, T TPsiOBa Ja ce MPaBAT Ha pa3jiMyHU MECTa 110 TSUIOTO.

3a UHCTPYKLIUHU 33 MPUIOKEHUE BIKTE TOUKA 6.6.
4.3 IIpoTuBOMOKA3aAHUA

CBpBXUyBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

AxtuBHa TyOepkyno3a (TB) niu qpyra Texxka nH(MEKIUs KaTo CENCUC, KAKTO ¥ ONOPTIOHUCTUYHH
uH(peKknuu (BXK. Touka 4.4).

YMepeHo TexKa Win Texka chbpaeuHa HenoctaTbyHocT (kiac III/IV mo NYHA) (Bx. Touka 4.4).
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4.4 CroenuajJH4 nMpexynpexIeHusi U NpeanasHu MepKH MpH ynoTpeoda

[Ipocaeaumoct
3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JIEKAPCTBEHH MPOYKTH, UMETO U MMAPTHIHUSAT

HOMEp Ha MpIJIaraHus IPOAYKT TPAOBa 1a ObJaT SICHO 3alHUCaHu.

Hadexnnn

[ManmenTture TpsiOBa 1a OBbIAT BHUMATEIHO IPOCIIEISIBAHM 32 PA3BUTHE HAa HHPEKINH, BKIIOYUTEITHO U
TyOepKyIo3a — mpey, 1o BpeMe Ha U Ciie]] Kpas Ha JieueHneTo ¢ romumymad. [Ipensun Tosa, ye
SIMMUHHUPAHETO Ha TONMMYMad MoXe Jja MPOABIDKH JI0 5 Mecela, MpocieIsiBaHeTo TpsiOBa Ja
HPOIBIDKH U ITpe3 TO3M Nepro. [Ipn maruenTH, pa3Buim TexXKa HHOEKIHS HIIH CETICHC, TEIEHUETO C
roauMymabd He TpsiOBa 1a MpobibkaBa (BXk. Touka 4.3).

Tlomumymab He TpsOBa 1a ce mpuiiara Mpy MAaUeHTH ¢ KIMHIYHO 3HaYNMa aKTHBHA MH(EKIHS.
Koraro ce 00ckk1a NpHI0KEHHETO Ha TOIMMYMa0 P MAMEHTH ¢ XPOHUYHA NHOEKIHS HITH
aHaMHe3a 3a peluauBUpaIy HHPEKIHH, TPsAOBa 1a ce TIOAX0kK/1a C MOBUIIICHO BHUMAaHUE.
[armenture TpsOBa 1a OBAAT MOCHBETBAHU 32 MOTCHIMAITHATE PUCKOBU (PaKTOPH 32 HH()EKTUPaHE U
1a TW 130srBart.

[Maruenture, npuemanty TNF Oiokepu, ca Mo-mogaTIMBA KbM Pa3BUTHE HA TEKKU MHPECKITUU.

[Ipu marmenTw, JIeKyBaHU C TOTMMYMao, ce choOIaBa 3a OaKkTepruatHy (BKIFOYUTEHO CETICHUC U
MTHEBMOHHS), MUKOOaKTepuaiHu (BKIrouuTe Ho TB), HHBa3MBHY I'bOMYHM M OTIOPTIOHUCTUYHU
WHQEKIHUY, BKIIIOYUTEIHO U € JieTalleH n3xoJ. Hsikon oT TexkuTe MHYEKINH ca TOKIIaJABaHU MPH
NAalMEHTH Ha ChITBTCTBAIIO HUMYHOCYIPECUBHO JICUCHHE, KOETO, B JOBJIHEHNE KbM CETalIHOTO UM
3a0oJsiBaHe, TH IIpeapasiosara KbM pa3BuTHe Ha nHekuuu. [lanmenture, pa3Buim HOBa HHPEKIH
M0 BpeMe Ha JIeUeHue ¢ TomumymMa0, TpsOBa 1a Ob1aT BHUMATEIHO MPOCIIeASBaHu U 1a ObaaT
MOJII0KEHH Ha ISUIOCTHA AUAarHOCTUYHA olieHKa. [Ipu manueHTuTe, pa3Buiid HOBa CEpPHO3HA
MH(EKIHS WIN CENICHUC, IPUIIOKEHUETO Ha ToinMyMad TpsioBa Aa ObJie MPEKpPaTeHo U Ja ce MPOBEe
MOJIXOISIIO TPOTHBOMHUKPOOHO WIIM MPOTHBOI'EOMYHO JICUEHHE, TIOKAaTO HHPEKIUITA HEe Obe
OBJIAJISTHA.

[Ipu manmenTH, )KUBEIU WU TFTYBAIIA B palOHU, KBIETO NHBA3UBHUTE T'hOMYHU HH(DEKIIHH KaTo
XUCTOTIIa3MO03a, KOKITUANOUJOMIKO3a WM 0JJaCTOMUKO3a ca CHIEMUYHH, TIOJI3UTE U PUCKOBETE OT
JIEYEHUETO C TONIMMyMal TpsiOBa BHUMATEITHO J1a Ce OOCHIST, IPEH Jla Ce Ha3HAYH JICUYeHHE C
roruMymMab. AKO TIpY pUCKOBH TTAIIUEHTH, JIEKYBaHU C TOJIMMYMal, ce pa3BUe CEPHO3HO CHCTEMHO
3a0oJisiBaHe, TPSIOBA Ja ce M003Mpa HHBa3UBHA rbOMYHA HHPEKIHA. AKO € Bh3MOXKHO, JMarHo3ara u
MIPUJIOKEHUETO Ha EMITUPUYHA TPOTUBOrBONYHA TEPAITKs IPU TE3H MALMEHTH TPSOBA Jla Ce HAIPaBU
CJIe]T KOHCYJITAIUS C JIeKap C OMUT B JICYEHUETO Ha MAMEHTH ¢ MHBa3UBHU I'bOMYHH WH(DEKIINH.

TyOGepkyo3a
Nma cho0IIeHHS 32 pa3BUTHE Ha TyOepKyJi03a IPH MalMeHTH, ToJTydaBaiiy roaumymab. TpsoBa na ce

OT6CJ’I€)KI/I, Y€ B IIOBCYCTO OT TE3U C’L06H_IGHI/I$I CTaBa BBIIPOC 3a I/I3B’LH6CJ'IO)_'[pO6Ha Ty6ep1<ynosa,
H3dABABallla C€ KaKTO KaToO JIOKAJIM3UPAaHO, TaKa U KaTO JUCEMHUHHUPAHO 3a00JIsBaHE.

[Ipenu 3amouBaHe Ha JIEUSHUETO C TOJIMMYMa0, BCHUKH MallMeHTH TPsiOBa 1a ObAaT OLEHEHHU KaKTo 3a
aKTHBHA, TaKa U 3a HEaKTHBHA (,JaTeHTHA”) TyOepKkyno3a. OueHkara TpsOBa 1a BKIIOYBA 00CTOHA
MeIUIMHCKA aHaMHe3a ¢ JIMYHA aHaMHe3a 3a TyOepKyJi03a MIH Bb3MOXKEH MPEIIIeCTBAI KOHTAKT C
TyOepKyJi03a 1 MHHAJIO W/WIX HACTOALIO HIMyHOCYIIPECHBHO JieueHue. TpsiOBa J1a ce u3BbpIIaT
CBOTBETHUTC TCCTOBE 3a CKPUHHHT', T.C. KOXCH TY6epKy.]'II/IHOB TECT WKW KPBbBHU HU3CJICABAHUA U
penTreHorpadus Ha TpbIeH KOIII, Ha BCUYKH MAallUeHTH (MOXKE Ja ca B CHUJIa MECTHH M3UCKBAHUS).
[IpenopbuBa ce pe3yaTaTuTe OT TE3H U3CIEABAHMS /1a CE 3alUIIaT B HAIIOMHSIIATA KapTa Ha
nanueHTa. HarmoMHs ce Ha mpeanucBaIinTe JeKapy 3a PUCK OT (QalIlnBOOTPULIATEIHN PE3YITATH MIPH
KOXKEH TYOSpKYJIMHOB TECT, 0COOCHO TPH TEKKO OOIHH WM NMYHOKOMITIPOMETHPAHH TAITUEHTH.

AKko ObJIe TUarHOCTUIIMPaHa aKTUBHA TYOEPKyII03a, He TPsOBa J1a Ce 3armoyBa JICUCHUE ¢ TOTMMyMal
(Bx. TOouka 4.3).
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IIpu cpMHEHHE 3a JaTeHTHA TyOepKyIi03a, TpsOBa ja ce HampaBy KOHCYJTAIUS C JeKap C OIUT B
JICYCHUETO Ha TyOepKyo3a. [Ipy BcHUKky orucaHu 1Mo-10J1y Ciiydau TpsiOBa BHUMATEITHO Ja ce
MPEIICHN ChOTHOIICHUETO M0J13a/PUCK HA JICUSHUETO C TOIMMYMao.

AKko O0bJie TMarHOCTHLIMPaHa HEaKTHUBHA (,,JJaTeHTHA™) TyOepKyII03a, MPeIr 3all0YBaHe Ha JIEUESHUETO C
roauMymad TpsiOBa J1a ce 3aloyvHe JieueHHUe 3a JIATeHTHA TyOepKyJio3a ¢ MPOTUBOTYOEPKYIO3HH
Cpe/ICTBa B ChOTBETCTBUE C MECTHHUTE M3UCKBAHUSI.

[Tpu manueHTH, KOUTO UMAT HAKOJIKO PUCKOBHU (akTopa 3a TyOepKyJi03a HiTd 3HAYUMHU PUCKOBU
(axTOpH M OTPHULIATEIIHO U3CIIEABAHE 3a JaTeHTHA TyOepKyno3a, TpAaOBa 1a ce 00ChAN NPOBeXAaHe Ha
JIe9eHNE C MMPOTUBOTYOEPKYIO3HHU CPEICTBA TPEH 3aI0YBaHE HA JIEYCHUETO C TOIMMyMao.
HasnauaBaHeTo Ha TyOEpKYJIOCTATUYHO JICUCHUE, IIPEIHU J1a CE 3alI0YHE MPHIOKEHNUE HA TOIMMyMa0,
TpsOBa Ja ce 00CH/IM U MPU MANUEHTH ¢ aHAMHE3a 3a JIATCHTHA WJIN aKTHUBHA TyOepKyJi03a, IPH KOUTO
HE € CUTYPHO, Y€ € IMPOBEXTAHO aJIeKBaTHO JICUEHUE C IPOTHBOTYOEPKYIO3HH CPEICTBA.

[Tpu nmanuenTy, JeKyBaHH ¢ TOTUMyMa0, ca Bb3HUKHAIN ClTyYad Ha akTUBHA TyOepKyJio3a Mo BpeMe
Ha U CIIe/1 JICYCHHUE 3a JaTeHTHa TyOepkyno3a. [lauuenture, mpuemaniy rotuMymad, TpsioBa CTPUKTHO
Jla ce MpOocCiesBar 3a MPU3HALY U CUMIITOMHU Ha aKTHBHA TyOepKyi03a, BKIIOYUTEIHO HallueHTHUTE,
KOHMTO ca MMaJIi OTPHULATEIHO U3CJIeIBAaHE 3a JIATeHTHA TyOepKyJ03a, TallMeHTH, KOUTO ca Ha JIeUYeHHE
3a JIaTeHTHA TyOepKyJi03a U MallueHTH, KOUTO ca OWIIM JIEKyBaHU 3a TyOepKyJI03Ha HHEKIIHS.

Bcenukn manpienTr TpsioBa 1a 0bAAT MOCHBETBAHU Ja MOTHPCAT METUIIMHCKA ITOMOIII, aKO 110 BpeMe Ha
WU CIIeJT JICYCHUE C TOMMMyMalce MOSIBIT NPU3HALN/CUMIITOMH, KOUTO MPE/ojaraT HaTudue Ha
TyOepKyo3a (Hamp. IpOABIDKATENHA KallThIa, oTciabBane/3aryba Ha Terio, cyodeOpunnTeT).

PeakTrBanus Ha BUpyca Ha Xenatut B

[Mpu nanuenty, nexkyBanu ¢ TNF-aHTaroHUCTH, BKIIOYUTEIHO TOIMMYyMa0, KOUTO Ca XPOHUYHH
HOCHUTENH Ha BUpYyca Ha xenatut B (1.e. ca HBsAg-nonoxxurennn), e HaOMogaBaHO peakTUBUPAHE Ha
Bupyca. Hsxou ot ciaydaute ca Ouiu ¢ jeTajneH U3Xoz.

[armenture TpsOBa na ObAaT U3cnensanu 3a HBV unpexus npeny 3amouBane Ha JeUEHUE C
romumyma0. [Ipu maruenTn, kouto ca nmo3utuHH 32 HBV mHbeknus, ce npenopryBa KOHCYITAIHS C
JIeKap, KOMTO UMa OMUT B JICUEHUETO Ha XenaTuT B.

ITo BpeMe Ha JIEUEHUETO U HIAKOJIKO Mecela ciel kpasi My Hocutenute Ha HBV, npu kouro ce Hanara
JIeYeHUE C TOTUMyMab, TpsOBa 1a ObJaT BHUMATEIHO NMPOCTEeASBaHN 32 IPU3HALM  CHMIITOMHU Ha
aktuBHa HBV undekius. HaMa gocTaThyHO JaHHU 3a ChITBTCTBAIIO JeUueHUe Ha HocuTenute Ha HBV
¢ TNF-aHTaroHucT 1 NpoTUBOBUPYCEH Ipenapar ¢ 11 IpeIoTBpaTsiBaHe Ha peakTuBanusata Ha HBV.
[Tpu nmanumenTy, pu KOUTO BUPYCHT HA XENATUT B ce peakTrBHpa, IeYeHUETO ¢ TOMUMyMad TpsOBa aa
ce cIIpe U Jia ce 3armovHe e(uKacHO MPOTUBOBUPYCHO JICUEHHE C MOIXOSII0 TOIIBPIKAIIO JICUESHHE.

3nokayecTBeHH U JIMMQonpoandepaTuBHU 3200 IBaHNSL

He e u3BecTHa moteHmanHaTa poss Ha jJedeHneTo ¢ TNF 61okep 3a pa3sBUTHETO Ha 3710KAYECTBEHH
3a0omsiBaHus. Bb3 OCHOBAa Ha HAIMYHUTE JAHHU KbM HACTOSIINSA MOMEHT HE CE€ M3KIII0UBA EBEHTYaJIeH
PHCK 3a pa3BUTHE HA TUM(POMH, JIEBKEMUS WIIH APYTH 3JI0Ka4YECTBEHH 3200 sIBaHUS TP MALIUEHTH,
nekyBanu ¢ TNF-anTaronuct. TpsOBa fga ce moaxoskia ¢ TOBUIICHO BHUMAaHUE TIPH 3aII0YBaHE Ha
nedenue ¢ TNF Oyokep npu nanueHTy ¢ aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00IIsIBaHe WK TIPH
npoabpkaBane Ha sieueHue ¢ TNF Onokep mpu nanueHTy, pa3BUiIg 3JI0KaueCTBEHO 3a00IIsIBaHe.

3nokavecmaenu 3a60a58aHUsL NPU NEOUAMPULHU NAYUESHTNU

B nmocTMapkeTHHTOBY YCIOBUS MMa ChOOIICHHUS 3a 3JI0KAYECTBEHH 3a00JIsIBaHuUs, HAKOU C (aTajcH
W3XO/I, TIPY JIela, FOHOIIX U MIIaAu Xopa (10 22-ronuiiHa Bs3pact), TekyBanu ¢ TNF-0nokepu
(magano Ha nedennero < 18-rogumnaa Bb3pact). [[puOIu3uTeTHO TOIOBUHATA OT TE3M CIydau ca
sumbomu. JIpyrute ciydan 00XBallaT pa3IudHU 3JI0KaYECTCHU 3200 IsIBaHUS, BKIIFOUUTEIIHO PEIKH
3a00JIBaHUsI, OOMKHOBEHO CBBP3BaHU ¢ uMyHocynpecus. [Ipu nena u ronomu, nexkyBanu ¢ TNF-
OJIOKepH, He MOJKE JIa Ce M3KIIIOYH PHCK OT Pa3BUTHE HA 3JI0KAYECTBEHU 3a00IISIBAHNSI.
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Jlumgom u nesxemus

B koHTpoOnupaHuTe eTanu Ha KIMHAYHUTE U3MUTBaHMs Ha BCUUKkH TNF Oyokepy, BKIFOUUTEITHO
Simponi, npu nanueHTUTe Ha JiedeHne ¢ TNF-aHTaroHucT ca HaOJIIOJaBaHU MMOBEYE CITyYau Ha
pasBUTHE Ha TUM(POM B CpPABHEHHE C MMAIMEHTUTE OT KOHTPOIHUTE TPYIH. B KIMHUYHUTE U3MUTBAHUS
Ha ronumymad ¢aza IIb u Il mpu manmenTt ¢ RA, PsA u AS gectoraTta Ha pa3BuTHe Ha TUMGOM MIPH
NalKUeHTHTE, JEKYBaHH ¢ TOIMMYyMal, € TI0-BHCOKa OT CpeAHaTa 3a obmaTa nomynamnus. Cbo0LIeHu ca
CJIydau Ha JIEBKEMUSI ITPH MALMEHTH, JIEKyBaHH ¢ TomumyMa0. [Ipu nanueHT ¢ peBMaTOUICH apTPUT C
roJisiMa JaBHOCT ¥ BUCOKA aKTHBHOCT Ha BH3MAIUTEIHOTO 3200JIBaHe CHIICCTBYBA MOBUIIIEH PUCK OT
mosiBa Ha JTMM(OM U JICBKEMUSI, KOETO YCIIOKHSBA OIICHKATa Ha PUCKA.

IIpn manmenTw, nexyBanu ¢ apyru TNF-01okepu ca cho0maBaHy peAKd CITydad Ha XemaTolIneHalIeH
T-knerpuen mumdom (HSTCL) B mocTmapkeTHHIOBUS iepros (BK. Touka 4.8). To3u paabpK T
T-kneTpueH TMMQOM € ¢ MHOTO arpecuBeH X071 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBBPIIBA JICTATHO.
[loBeueto OT cimydanTe ca Bb3HUKHAIH NIPH IOHOLIM U MBXE B MJIaJla Bb3pacT, KaTo MIOYTH BCUYKHU ca
OMIIM Ha CHITBPTCTBAIIIO JISYCHUE C a3aTHONPUH (AZA) nin 6-mepkanrtomyput (6-MP) 3a
BB3NATUTETHO 3a00s1BaHe Ha YyepBaTa. [[OTeHIMATHUAT pUCK TPH KoMOWHUpaHe Ha AZA wiu 6-MP ¢
roauMymad TpsiOBa BHUMATEIHO J1a ce OOMUCIN. PUCKBT 3a pa3BuTHE Ha XenaTtonueHaneH T-KiIeTbueH
muM¢oM TIpH MAIUEeHTH, JIekyBaHu ¢ TNF-010kepu, He MOXe J1a Ce N3KITIOYH.

3noxkavecmeenu 3a60126aHUA, PAZTULHU OM TUMPOM

B xoHTpOnmpaHuTe eTanu Ha KIMHAYHATE U3MUTBaHMs Ha Simponi ¢aza [Ib u 11l nmpu narmwenty c
RA, PsA, AS u UC yectoTara Ha 37I0Ka4eCTBCHUTE 3a00JIIBaHUS, PA3JIMIHH OT JuMpPoM (¢
W3KIIIOUYEHUE HAa HEMENIAHOMEH KOKEH PaK), € CXOIHAa MEX/ly NAllMEHTHTE Ha JIeYeHHEe C TOMMyMal u
TE3HW OT KOHTPOJHUTE TPYIIH.

Jlucnnasusi/kapyurom nHa deberomo uepeo

He e u3BeCTHO ayiu JICUEHUETO C TOJTMMYyMal MOBJIMSBA PUCKA 3a PA3BUTHE HA JUCILIA3US WIN
KapIMHOM Ha JebenoTo yepBo. Ha BCHUKM ManueHTH ¢ yIIepo3eH KOJIUT, KOUTO ca C TIOBHIIEH PUCK
3a JUCIUIA3Us WK KapIIMHOM Ha Je0eI0TO YepBO (HAIp. MAIMEeHTH C JBJITOTOAMIICH YIIIIEPO3eH KOIHUT
WJTU ITBPBUYEH CKJICPO3HPAII] XOJIAHTUT) W KOUTO UMAaT aHAMHE3a 3a TUCIIIa3Us WM KapIIHOM Ha
JIe0enoTo YepBo, TPSAOBA PEIOBHO J]a ce IPAaBH CKPUHUHT 32 IWUCIUIA3HS MPEeIn TepanusTa U B X0/1a Ha
3abonsBaneTo. To3u mperiies TpsAOBa /1a BKIFOYBA KOJIOHOCKOITUS M OMOTICHS CHIIIACHO HAITMOHATTHHUTE
pbKoBOCTBA. [IpH MarMeHT ¢ HOBOAMATHOCTHIIMPAHA JUCILIA3us, JIEKYBaHHU C TOJIMMyMao,
PUCKOBETE U TIOJI3UTE 32 OT/IEITHUTE TAIIMEHTH TPSOBa BHUMATEITHO JIa C€ MPEIEHT U J]a c€ 0OMUCITH
JlaJy 1a c€ MPOABIDKHU TepaIusiTa.

B CKCIIOPATOPHO KIIMHUYHO U3NHUTBAHC 3a OICHKA Ha MPUIIOKECHUCTO Ha FOJ'II/IM}/Ma6 IIpU MarECHTH C
TeXKKa MePCUCTUPAIIIa aCTMA ca JIOKJIAJBAHHU MTOBEYE ChOOIICHHS 32 37I0KAYeCTBEHH HOBOOOPa3yBaHHsI
IIpU MaUuCHTUTE, JICKYBAaHU C FOJ'H/IMYMa6, B CPaBHCHUC C MAIUCHTUTE OT KOHTPOJIHUTE I'PYyIIN (B)K.
Touka 4.8). 3HAUMMOCTTa Ha T€3H Pe3yJTaTH HE € U3BECTHA.

B ekcruiopaTopHO KIMHUYHO W3MUTBAHE 3a olleHKa Ha Apyr TNF-antaronuct — nHgimkcumao, npu
MAIMEHTH C YMEPEHO TeXKa JI0 TeXKKa XpOHUYHA 00CcTpyKTHBHA OenoapooHa 6onect (XOBB), ca
JIOKJIa/IBaHU [TOBEYE CHOOIICHHUS 3a 3JI0KAUeCTBEHH 3a00JsIBaHus, IPEIUMHO Ha Oenust 1pod min
rJlaBaTa W IIHUITa, IPH NAlMEHTHUTE, JIeKyBaHH ¢ MHPIMKCUMaO0, B CpaBHEHHE C MALIUEHTHTE OT
KOHTPOJIHUTE Tpynu. Benukn nanmenty ca 6mnm Texxku mymadn. CrieoBaTeHoO TpsaOBa ia ce
MIOAX0’K/1a C IOBUILIEHO BHUMAHUE IIPU NPUIIOKEHUE Ha KOMTO 1 Aa € TNF-aHTaroHucT npu nauueHTu
¢ XOBb, kakTo 1 npy NalueHTH C MOBHUILIEH PUCK OT pa3BUTHE Ha 3JI0KaYeCTBEHO 3a00Js1BaHe MOpaIu
TIOTIOHOTTYIIICHE.

Paxk na xoorcama

[Ipu nauuenty, nexyBanu ¢ TNF-6nokupamniy cpeacTsa, BKIIOYHTEIHO FONMMYyMab, ce choOiIaBa 3a
MmenaHoM u Merkel-kinerbuen kapuuHoM (BK.Touka 4.8). [IpernopbuBaT ce nepuoIuIHu
JIEPMaTOJIOTUYHU TIPETJIE N, OCOOCHO MPH MAIMEHTH C PUCKOBH (DAaKTOPH 3a paK Ha KOXKaTa.
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3acroitHa chpaedHa HenmoctaThuHoCT (3CH)

Cpo0mIeHn ca ciTydyau Ha BJIOIIaBaHe Ha 3aCTOWHA chpaeyuHa HepocTtaThbuHOCT (3CH) n mosiea Ha 3CH
npu TNF 6nokepu, BKIIOUUTENHO U TonMyMab. Hakou oT cirydauTe ca ¢ netanen uszxoa. B
KIIMHUYHO W3nuTBaHe Ha apyr TNF-aHTaroHuCT ca HaOIr0JaBaHy BIOLIABaHE Ha CHIECTBYBaIa
3acTOiHA Chp/IeUHa HETOCTATHYHOCT U TIOBUIIIEHa CMBPTHOCT B pesynrtaT Ha 3CH. ['omumymab e e
npoyuBaH npu nanueHTy cbe 3CH. ['ommmymabi TpsiOBa ia ce mpuiiara ¢ OBHUIIIEHO BHUMAHHE MTPH
MAIUEeHTH C JieKa cbpaeuHa HegocraTbuHocT (kiac I/II mo NYHA). ITanuenTure TpsOBa na 0b1at
BHHUMATEITHO MIPOCIIEIIBaHN U IIPH MOSIBA MM MPOTPECHPAHE HA CHMITTOMHTE Ha ChpIICYHA
HEJOCTAaThYHOCT MPUIIOKEHUETO HA TOMUMYyMal TpsioBa na Obe mpekpaTeHo (Bk. Touka 4.3).

Hesposornunu croutus

IIpunoxxennero Ha TNF-aHTaroHMCT, BKIIFOYNTEITHO U TOMAMYyMa0, € CBhP3aHO ChC CITyYaH Ha MOsBa
WK eK3anepOanys Ha CHMITOMHTE H/WIH PEHTTEHOJIOTHYHUTE JaHHU 32 JeMUACIMHU3UPAILIH TTPOLECH
Ha [IEHTpaJlHaTa HepBHA CHUCTEMa, BKIFOUUTEITHO MHOKECTBEHA CKIlepo3a U nepudepHu
JeMHeNUHu3upalny Hapymenus. [Ipu nanuenTy ¢ npeamecTsao Wik HOBOIIOSBIIIO €€
JeMHEIMHU3UPAILO HAapyIIeHHEe TPsiOBa BHUMATENHO /1A CE MPELeHN ChOTHOLICHUETO PUCK/TION3a OT
neuenuneto ¢ TNF-anTaroHucT, mpeau 1a ce 3anovHe JieueHue ¢ romumymad. TpsiOBa na ce o0chan
IpeKpaTsBaHe Ha JICYEHHETO C TOJUMyMal, aKko Bb3HUKHAT Te3U HapyleHus (BX. Touka 4.8).

Onepauuu
OnurhT MO OTHOLICHUE HA 0E30MaCHOCTTa Ha TOMUMYMal CKOPO CIIE XUPYPTrUYHU HHTCPBEHIINH,

BKJIIOUMTENTHO ¥ apTPOIUIACTHKA, € OrpaHUuEH. AKO ce IUTaHUpa XUPypruiHa HHTEPBEHIMS, TpsiOBa na
ce B3eMe NpeABU ABITHUAT MOIYKUBOT Ha JIEKAPCTBEHUS MPOAYKT. IlanineHT, mpu KOororo ce Hajara
XUPYprudHa HHTEPBEHIIMS 110 BpEME Ha JICUSHHETO C TOJIMMYyMal, TpaOBa Ja ObJie BHUMATEIHO
IpocCiesBaH 3a pa3BUTUE HA MH(EKLUH, KaTO IIPH HY>KAa TpsAOBa 1a ce B3eMaT CbOTBETHUTE MEPKH.

HmyHocynpecus

Twit kaTo TNF € MeauaTop Ha Bb3MAJIEHUETO U MOBJIMSABA KIETHUHHS UMYHEH OTTOBOP, ChIIECTBYBA
BeposaTHOCT TNF-aHTaroHucTrTe, BKIFOUYNUTEITHO U TOIUMYyMa0, /1a 3acsArat 3ai[iuTara Cperry
WH(EKIUY ¥ Pa3BUTHE HA 3TIOKAYECTBEHH HOBOOOPA3yBaHHSI.

ABTOMMYHHU IPOLIECU

Otrocurennust aeuuut Ha TNFo, npuunneH ot nedenneto ¢ TNF-anTaroHuct, Mosxe Jia JIoBeje J10
OTKJIFOYBAHETO Ha aBTOMMYHHHU MPOIIECH. AKO CIIe]] IPUIIOKEHHE Ha TOTUMYMal ce pa3BUAT
CUMIITOMH, XapaKTePHH 3a JYIyC-110100€H CHHIPOM, U aHTHTeaTa cpelry ABoiHoBeprxHata JJHK
ce TIO3UTHUBHUPAT, JICYCHUETO ¢ ToMMyMal TpsiOBa jJa ce npeycraHoBH (Bxk. Touka 4.8).

XeMaToJI0TUYHY PEaKINU

Nma cpobuieHus 3a cay4yan Ha TaHIUTONICHNS, JIEBKOTIEHHSI, HEYTPOIIEHUS, arpaHyJIOINTO3a,
aIuIaCTUYHA aHEMUS U TPOMOOLIMTONICHHUS IPH NAMEHTH, tosrydaBaiiy TNF O10kepH, BKIIOYUTEITHO
roauMymad. Benuku nanvenTu TpsiOBa ga 6bAaT MOCHBETBAHMU /14 OTHPCIT He3a0aBHA MEAUIIMHCKA
MOMOIII, aKO Pa3BHUAT MPU3HALM U CUMIITOMH, KOMTO MpEATNoiaraT Haluyie Ha KpbBHA JUCKPA3HS
(Harp. mepcuctupaill GeOpUInTeT, KPHBOHACAAAHUS, KbpBEHE, OnenHocT). [Ipu nmanuenTH ¢
YCTaHOBEHH XeMaTOJIOIMYHN aHOMAaJIMH TPsIOBa Jja ce 00CHAM NpeKpaTsIBaHe Ha JICYSHUETO C
roJImMymao.

CenpreTBanio npmiokeHue Ha TNF-aHTaroHncT ¥ aHakuHpa

[Ipu KIMHUYHY TPOYYBAHUS ca HAOIIOJaBaHU CEPUO3HU MH(EKIIUN U HEYTPOIICHUSI IIPH CHITBTCTBAIIO
npuiiokeHue Ha aHakuHpa u apyr TNF Ookep, eranepiient, 0e3 JOMbIHUTEIHA KJIMHUYHA 110J134.
[Topanu xapakTepa Ha HEXXEJTaHUTE PEeaKIUY, HAOIIOIaBaHU MPHU Ta3u KOMOMHHUpaHa Teparus, CXOIHU
MPOSIBA HA TOKCUYHOCT MOJXKE Ja C€ TIPOSIBAT U B PE3yJTAaT HA KOMOWHAIMATA OT aHAKUHPA U IPYT
TNF 6noxep. KomOnHMpaneTo Ha romuMyMald 1 aHaKWHpPa HE CE MPETnophYBa.

CreoprerBanio npwioxkenue Ha TNF-anraronucTy u abaraient
B ximHWYHM TPOyYBaHUS ChIIBTCTBANIOTO NMpuiokeHne Ha TNF-antaronucTu n abaranent e 6usio
CBBP3aHO C TIOBHIIICH PHCK OT Pa3BUTHE Ha MH(MEKINHM B CPABHEHHE C JICUCHUETO CaMO C
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TNF-aHTaroHuct, BKIIOYATEIHO U CEPHO3HI WH(PEKIIHHU, 0€3 ChBMECTHOTO UM MPHIIOKECHUE J]a HOCH
KJIIMHAYHA 110132, KoMOMHUpaHeTo Ha roiMMyMad U abaTallenT He ¢e MPenophaBa.

ChObTCTBAIIO IPUIOKEHHE C IPYTH OMOJOTHYHHM JIEKAPCTBEHH MPOAYKTH

Hsama gocraTeuHo MHGOpMAIHS IO OTHOIIIEHHE Ha CHITBTCTBAIIATA YIIOTpeda Ha TOMMyMad C IPyTH
OMOJIOTHYHY JIEKapCTBEHH IPOAYKTH, H3OI3BAHU 32 JICUCHNE Ha CHINUTE 3a00ISIBaHMsA, 32 KOUTO CE
U3I0J13Ba roiumMyMad. ChIrbTCTBAIATAa YyHIOTPeOa Ha TOMMMYMab ¢ Te3U OMOJIOTUYHU TPOIYKTH HE Ce
MIPETophYBa MOPaH Bb3MOKHOCTTA 32 MTOBUINIABaHE HA PHCKa OT HH(DEKIHS U APYTH TMOTEHIIHATHI
(hapMaKOJIOTUIHH B3aUMOICHCTBHS.

IIpemunaBsane ot eaud Bua ouosornyeH DMARD kbpM apyr

Heob6xoanmo e moBUITIEHO BHUMAHHE 1 TIAITUEHTUTE TPSOBa Ja MPOAB/DKAT a ObIaT IpOCiIeasIBaHN
MIpH MPEMHUHABAHE OT €IUH OWOJIOTUYCH JICKapCTBEH MPOIYKT KbM JPYT, Thi KaTO MPUIIOKPUBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOKE JIOITBITHUTEITHO Ja MTOBUIIN PUCKA OT HEXKEJIaHU PEaKIUH,
BKJTFOUHUTEITHO HH(EKITHS.

Bakcunanuy/TepaneBTHYHY MHPEKIIMO3HN areHTH

Ha nanmentuTe, neKyBaHu ¢ TOIMMyMa0, MOTAT Ja Ce MPaBAT BAKCHHH, C U3KITIOYCHNE HA KUBU
BaKCHHU (BX. TOUKH 4.5 11 4.6). JlaHHUTE 32 OTTOBOpA IIPH BaKCHHUPAHE C )KMBH BaKCHHU WA 32
BTOPUYHO MpeaBaHe Ha MHOEKIVsI Ype3 KUBU BAKCUHM IIPH MAIUSHTH, KOUTO Ca Ha JICYCHHUE C aHTH-
TNF nponykTH, ca orpaHu4eHd. YIoTpeOara Ha )KUBU BAKCHHHM MOJXKE Ja JIOBEJIE 10 KIMHUYHU
WH(EKINHY, BKIFOYATEITHO TUCEMIHUPAHN HH()EKIIHH.

Hpyra ynotpe6a Ha TepaneBTUYHU HHPEKIIMO3HU areHTH KaTo KUBH aTCHIOWPAaHU OaKTeprH (Harp.
BiauBaHe Ha BCG B MUKOYHMS MeXyp MpH JICUCHUE HA PAaK) MOXKE a A0Bee 10 KIMHUYHU UH(DEKLIUH,
BKJIIOUMTENIHO AUCEMUHUpPaHH nHpekuu. [IpenoppuBa ce Aa He ce mpujarat TepaneBTUIHI
WH(EKIMO3HH areHTH CHITBTCTBAILO C TOTUMyMa0.

ATIEpruyHu peakiuu

[Ipu mocTMapKETHHTOBHSI OMUT Ca ChOOIIEHN CEPHO3HU CHCTEMHH PEaKIMi Ha CBPbXUYBCTBUTEITHOCT
(BKJIFOUUTETHO aHAPUIAKTHYHA PEaKIns) Ciie MPUIoKeHue Ha romumyMad. Hskou ot Te3u peakunu
ca HaCTBIIWIM CJe]l ITbPBOTO NMPHUJIOKEHHE Ha ToiuMyMal. AKO ce pa3Bue aHadWIAKTHYHA WK Apyra
CepUO3Ha aJlepruyHa PeakLysl, NPUIOKEHHETO Ha roJuMyMad TpsiOBa J1a ce IPEyCTaHOBH U J1a ce
3aI04YHE MOAXOISAIO JICUECHHE.

Cepbquecmeumeﬂuocm KbM J1dmeKc

Kamauero Ha uriara B MMpEeABAPUTCIIHO HAITBJIHCHATA IMHUCAJIKAa W MPEABAPUTCIIHO HAITbJIHCHATA
CIIPUHIIOBKA € HAlIPpaBE€HO OT €CTECTBCH CYX Kay4YyK, CbAbpiKall JIATCKC, 1 € Bb3MOKHO JIa ITPEAN3BHKaA
AJICPIrUYHU pCaKUuU IIPHU MAIUCHTHU, CBPBXYYBCTBUTCIIHNA KbM JIATCKC.

CrernmanHu MoIyJIalnn

Cmapuecka 8v3pacm (= 65 200uHu)

B xnmmanyaM npoyuBanus ¢asa Il 3a neaenne va RA, PsA, AS u UC karo 1s110 He ca 3a0emnsi3anu
Pas3JIMKy IO OTHOILIEHHE Ha HexkenaHute ekapcrBeHu peakunu (HJIP), ceprnosnute Hexxenanu
nexapctBenu peakuuu (CHJIP) u ceprosanTe nH(EKIMK Tpy NAIMEHTH Ha 65 WK MMOBeYe TOANHH,
JIEKyBaHU ¢ TOIMMyMa0, v TI0-MJIa/Ii TalMeHTy. Bee nak, py JieueHrne Ha Xopa B cTapyecka Bh3pacT
TpsiOBa Jla ce MOIX0K/1a C MIOBUIIIEHO BHUMAaHUE, 0COOCHO 110 OTHOILICHHE Ha NosiBaTa Ha nHpekuuu. B
npoyuBaHeTo 3a nr-Axial SpA He ca BKIIIOUEHH MAMEHTH Ha Bb3pacT 45 Wir noBeye TOIUHH.

bvopeuno u wepnoopobHo yepesicoane

He ca npoBexaanu crienuanHu NPOyYBaHUs HA TOJIMMYMa0 MPH NalMEeHTH ¢ ObOPEYHO HITH
yepHOAPoOHO yBpexkaane. [Ipu manuentu ¢ HapyuieHa yepHoIpoOHa QyHKIH ronuMymMad TpsaoBa na
ce TpuIIara ¢ MOBHIIIEHO BHUMaHME (BX. TOUka 4.2).
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IlomMominu BemecTBa

Simponi ceaspka copouroin (E420). [Ipu mamueHTn ¢ peaKu HaCIeACTBEHN ITPOOIeMH Ha
HEMIOHOCUMOCT KbM (DPYKTO3a, TPSAOBA J1a C& B3eME MPEIBU] TOTTBIHUTCIHUST e(heKT OT
CHITBTCTBAIIOTO MPUIOKEHHUE HA MPOTYKTH, ChABPIKAIIMA COPOUTOI (MM PPYKTO3a) U XPAHUTCITHHS
npueM Ha copOuTon (mim GpykTo3a) (BXK. TOUKa 2).

Puck 3a iekapcTBEHU TPEIIKU

Simponi e pa3perreH 3a yrmorpeba 3a moIK0KHO IPUII0KEHNE B KOTMYECTBA HAa aKTHBHOTO BEIIECTBO B
mo3oBa eauanna S0 mg u 100 mg. BaxHo e /1a ce W3Mmo3Ba MPaBIIIHOTO KOJTNIECTBO aKTHBHO
BEIICCTBO B JI030Ba CUHMUIIA, 32 J1a ObJIc MPUIIOKEHA IPABUITHATA /1033, KAKTO € TIOCOYCHO B
,»Jlo3upoBKa‘“ (Bxk.Touka 4.2). Heo0X0uMo € MOBUIIICHO BHUMAaHUE, 32 JIa CE JJOCTABU MPABUITHOTO
KOJIMYECTBO aKTUBHO BEIIECTBO, U J]a CE TapaHTHpa, Ye HAMa Cy003UpaHe WIH CBPbXA03UPaHEe MPH
MAIUCHTHUTE.

4.5 B3auMmoaeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJIECHCTBUSATA.

ChIbTCTBALIO MPHIOKEHUE C IPYTH OMOJOTHYHU JICKAPCTBEHU MPOIYKTH

KomOunmpanero Ha romuMyMad ¢ Apyrd OMOJIOTHYHH JIEKapCTBEHHU MPOAYKTH, N3MOI3BaHH 32
JIeYeHUE Ha ChIIUTE 3a00JIsBaHMs, 32 KOUTO CE U3I10JI3Ba U TOJMMYyMal, BKIIFOUUTEIHO aHaKUHpa U
abararenT He ce mpenopbuBa (BXK. Touka 4.4).

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH
ITo BpeMe Ha JICYEHUETO ¢ TOMMyMal He TPSIOBa Jia ce MpHIaraT *KHUBH BAKCUHH (BXK. TOUKU 4.4 U
4.6).

TepaneBTu4HN UHPEKIIMO3HU areHTH He TPsO0Ba Ja ce IpuiiaraT ChI'bTCTBAIIO C TOJIUMYMa0
(Bk. TOuKa 4.4).

MeroTtpekcat
HesaBucumo ot ToBa, 4e ChbIBTCTBAIOTO MpHiIokeHrne ¢ MTX BoAu 10 NO-BUCOKU KOHLIEHTpAIMU HA

roJuMymad B CTAIMOHAPHO CHCTOSIHUE NPH NalMeHTH ¢ RA, PsA nnu AS, naHHUTE HEe TOBOPAT 3a
HEOOXOMMOCT OT KOPEKITUS Ha J103aTa HUTO Ha rojumymMa0, Huto Ha MTX (Bxk. Touka 5.2).

4.6 @eprTuanrTet, )peMEHHOCT U KbpMeHe

JKeHu ¢ geTepoJeH NOTEHIHAI

JKenute ¢ gerepoieH nmoTeHIMan TpsiOBa aa U3mon3Bar eeKTHBHA KOHTpAIIeTIHS 3a Ipe/ra3BaHe OT
OpeMEeHHOCT U JIa MPOIBIDKAT Ja s M3IM0JI3BAT TIOHE 6 Mecera cie/l MOCIeTHOTO MPIIOKEHUE Ha
roJMMyMao.

Bbpemennoct
Mma npocniekTHBHO chOpaHu NaHHU 32 yMepeH Opoit (mpubnusutento 400) OpeMeHHOCTH ¢

€KCIO3ULMS Ha TOTMMyMal, KOUTO ca JI0BEJU 10 )KUBU paXKJaHHs C U3BECTHH PE3YJITaTH,
BKITIIOUMTENHO 220 OGpEeMEHHOCTH C €KCIO3HULMS Mpe3 IbPBUS TPUMECTHD. B nomynannonHo
npoyuBane ot CeBepra EBpona, BxmouBaiio 131 6pemennoctu (1 134 kppmadeTa) ca HaOMO1aBaHU
6/134 (4,5%) cbOuTHsI Ha CEpPUO3HH BPOJICHU aHOMAJIMH CJIE eKCIIO3UIHS in utero Ha Simponi
capsimo 599/10 823 (5,5%) cpbutus cien cucTeMHa HEOMOJIOTHYHA Tepanusl, B cpaBHeHue ¢ 4,6% B
obmrara momynanus Ha npoy4ysaneTo. ChbOTHOIICHHSATA HA MIAHCOBETE, KOPUTHPAHU 33 CMYIIABAIIN
¢akropu, ca cbotBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi crpssMo cucTeMHa HEOHOJIOTHUHA
tepanust 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cipsiMo o0111aTa Moy Jiamus.

Toii kaTo romumymad naxuorpa TNF, npuioxkeHueTo My 1o BpeMe Ha OpeMEHHOCTTa MOXKeE J1a
3aCCTHEC HOpMAJIHHUA UMYHCH OTTOBOP Ha HOBOPOACHOTO. HpoyT-IBaHI/IﬂTa ITpU JKUBOTHHU HE IMOKa3BaT
NPSKO WIIM HETPSIKO BPETHO BB3ACHCTBHE BEPXY OpEMEHHOCTTA, eMOPHOHAITHOTO/PETATHOTO
Pa3BUTHE U PAXKJAHETO WIN TOCTHATATHOTO Pa3BUTHE (BXK. ToUka 5.3). HaMnuHUAT KIMHWYEH ONUT €
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orpanmdeH. ['omuMymab TpsOBa 1a ce U3MOI3Ba 10 BpeMe Ha OPEeMEHHOCT CaMO aKo JICYCHHUETO €
HAWCTUHA HAJIOKUTEITHO.

I'onmnmymab npemuHaBa npe3 mianeHTara. Cnen seuenue ¢ TNF-010kupaiio MOHOKIOHATHO
AQHTUTSUIO 110 BpeMe Ha OPEMEHHOCTTA, aHTUTSUIOTO CE YCTAaHOBABA 10 6 Mecela B cepyMa Ha
KbpMadeTa, pOACHHU OT JIeKyBaHHUTE jK€HH. B pe3ynTar Ha ToBa Te3u KbpMadeTa MOKE [1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE Ha HHPekuus. He ce mpenopbruBa NpuiokeHUe Ha KUBU BAKCUHH TIPU
KbpMadeTa ¢ eKCIIO3ULMS Ha roJIuMyMab in utero, 6 Mecena ciefl mocjaeqHaTa HHXEKINS C FOIMMyMal
Ha MaiikaTa Imo BpeMe Ha OpeMeHHOCTTa (BK. TOUKH 4.4 u 4.5).

Kopmene
He e u3BecTHO manu romumMyMad ce eKCKpeTrpa B KbpMaTa Wil ce pe30pOrpa CUCTEMHO CIIe]T

noryrsinade. [lpu MaliMyHH € 1oKa3aHo, 4ye ToNMMyMad MpeMUHaBa B KbpMaTa 1 MOHEKe YOBEIIKUTE
UMYHOTJIOOYJIMHU CE€ EKCKPETUpaT B KbpMaTa, )KEHUTE He TPsAOBa Jja KbPMST 10 BpeMe Ha JICYSHUETO C
roTuMyMab u TTOHe 6 Mecera cien Kpasi My.

DepTunurer
He ca mpoBexxganu mpoydBaHus ¢ TomuMyMad BEpXY (pepTuimTeTa mpu KUBOTHU. [IpoyuBane Ha

(GepTrMTETa IPU MUILIKH, C U3MOJI3BaHE HA aHAJIOTMYHO aHTHUTSUIO, KOSTO H30MPATETHO HHXUOMpa
(G yHKIIMOHAIHATA aKTUBHOCT Ha Mutnsg TNFa, He okas3Ba 3HauMMu ePEeKTH BHPXY pepTuiuTera
(BX. Touka 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 orpaHe u padoTa ¢ MAIIMHA

Simponi moBIMsABa B Mallka CTETIEH CITIOCOOHOCTTA 3a ImodupaHe 1 padboTa ¢ MamMHu. Beripekn ToBa
clIeql IpUIIOKEeHne Ha Simponi MOXKe Jla ce TIosIBH 3aMaiiBaHe (BXK. Touka 4.8).

4.8 Hexenanu JeKapcTBeHH peaKINU

Pestome Ha npoduaa Ha 6e30macHOCT

[Ipe3 koHTpONIMpPaHUs IEPHOJT Ha OCHOBHUTE M3NuTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIH Ha TOPHUTE AUXATEIHU IbTHIIA € Onia Haii-uecTtara Hexenana peakuus (HP), kodro ce
cpobmasa npu 12,6% oT nauneHTuTe, JeKyBaHu ¢ romuMymad B cpasHenue ¢ 11,0% npu
KOHTpOJIHUTE nanueHT. Hali-ceprosznure HP, cho0mienu 3a roauMymal, BKIIOUYBAT CEPHO3HH
MH(EKIUN (BKIIIOYUTEIIHO Cercuc, MHeBMOHMSA, TB, NHBa3uBHU rbOMYHYU U OTIOPTIOHUCTHYHH
MH(EKINN), AeMUeTMHU3UpAIly HapylieHus, peaktusauus Ha HBV, 3CH, aBroumyHHHN npoliecu
(mymryc-1mmoj100€H CHHAPOM ), XEMaTOJIOTUYHU PEAKITUH, CEPHO3HA CUCTEMHA CBPBXIYBCTBHTEITHOCT
(BKJIFOUUTENHO aHAPUIAKTHYHA PEAKIINs ), BACKYJIHT, TUM(OM 1 JieBkeMus (BK. Touka 4.4).

TabnuyeH cIUCHK Ha HEXETAHUTE PEAKIINU

HP, HaG:ronaBany B KJIMHUYHHU M3MMTBAHUSA U CHOOIICHH MTPH MMOCTMAPKETUHIOBaTa yIoTpeda Ha
rojJuMymab B CBeTa, ca onucanu B Tabnuma 1. B pamkure Ha cucteMo-opranuuTe kiacose HP ca
M30pOEHHU T10 YECTOTa CIIOPe]] ClIeAHATa KOHBeHIUs: MHOTO YectH (> 1/10); wectu (> 1/100 mo < 1/10);
Heuectu (> 1/1 000 no < 1/100); peaxu (> 1/10 000 xo < 1/1 000); muoro penku (< 1/10 000); ¢
HEW3BECTHA YeCTOTa (OT HAITMYHUTE JaHHHU HE MOXe Jia O'b/ie HanpaBeHa olleHKa). BbB Beska rpymna mo
YECTOTa HEXKEJIAHUTE PEAKIUY Cca PECTABEHH B HU3XOSII PEJ] 10 OTHOIIIEHUE HA TSIXHATA
CEpUO3HOCT.
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Taoauna 1

Taoauuen cnucebk Ha HP

WNndexnyun u nndecranuu
MHoro yectu:

Yecrtu:

Heuectu:
Penxu:

Wudeknus Ha rOpHUTE JUXATSIHU THTUIA (Ha30(papuHTHUT,
(hapuHTHT, TAPUHTUT ¥ PUHUT)

baxTepuanan na(exmn (KaTo UeTyiInT), HHQEeKIHuI Ha
JTOJTHUTE TUXATEITHU TbTHUINA (KaTO THEBMOHUS ), BUPYCHHU
WHQEKIHUX (KaTo TpUl U Xepriec), OpOHXHUT, CHHYHT,
MMOBBPXHOCTHH I'bOMYHN WHDEKITNH, a0CIIec

Cericuc, BKIFOYUTEIIHO CENITHYCH 10K, TUETIOHS(HPUT
TyOepkyno3a, OMOPTIOHUCTUYHN MH(PEKIUH (KaTO HApUMEP
WHBa3UBHU I'bOMYHU MHPEKIINA [XHCTOIIa3M03a,
KOKITUAMOHUIOMIKO3a, ITHEBMOIIMICTO3a], OaKTepHallHa,
aTUNMYHA MUKOOAKTEpHAaTHA U TPOTO30iHA MHEKINA),
peakTHBaIysl HA BUpYca Ha XenaTtuT B, OakrepuaieH apTpur,
MH(DEKITHO03eH OYPCUT

Heommasmu — nobpokavecTBeHw,
3JI0Ka4eCTBEHH M HEONPEeICHH

Heuecrtu:

Penxu:

C HeHn3BeCTHA YECTOTA:

Heormunasmu (kato pak Ha KOXara, CKBAMO3HOKJIEThUCH
KapIHHOM U MEJIaHOILUTEH HEBYC)

Jlumdom, neBkemust, Menanom, Merkel-kineTbueH KapiuHOM
Xemnartonuenaned T-kinerpueH mumdom™®, capkom Ha Kaposi

Hapymenus Ha kpbBTa 1 IMM(HaTa
cucremMa

Yectu:
Heuecrtu:
Penxu:

JleBkomeHus (BKIIOYUTEITHO HEYTPOIICHUS ), aHEMUS
TpomboruTONIEHNS, TAHITUTONICHHS
AmnyacTuyHa aHeMUsl, arpaHyJIOLUTO3a

Hapyuienus Ha UMyHHaTa cucTeMa

Yectu:

Penxu:

AnepruyHu peakiyu (OpoHXOCHa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKAPHUs), TOSUTUBUPAHE HA
aBTOAHTHUTEIIA

CepHo3HH CUCTEMHH PEaKIIMU HA CBPHXIYBCTBUTEIIHOCT
(BKJTFOUMTENHO aHA(DUITAKTHYHA PEaKIINs), BACKYJIHT
(cucreMeH), capkou103a

Hapyienust Ha eHJOKpUHHATA
CHUCTEMA

Heuecrtu:

Tuponaau HapylIeHus (KaTo XUIOTUPEOUTU3BM,
XUIIEPTUPEOUIUZBM U CTPyMa)

Hapymienus Ha MmeTabosu3ma u
XpaHEHETO

Heuectn: IloBumaBaHe Ha HUBaTa Ha KpbBHATA 3aXap, MOBUIIIABAHE HA
HUBATa HA JIUTUJINTE
[IcuxuyHu HapylIEHNS
Uectu: Jlempecus, 6e3chHUE

Hapymienns Ha HepBHaTa cucTtema

Uectn: 3amaiiBane, riiaBobome, mapecTe3ns
Heuectn: HapymieHo paBHoBecue
Penxu: JlemuenuHu3upaniy HapymeHus (LeHTPaIHU WK
nepudepHn), AuCrey3us
Hapyuienns Ha ounte
Heuectn: Hapymenus Ha 3peHHETO (KaTO 3aMbIJICHO 3pEHUE U
HaMmaJieHa 3pUTeNIHa OCTPOTAa), KOHIOHKTHBHT, aJeprus Ha
ounTe (KaTto chpOex B OUNTE U IPa3HEHE)
Cwpreynn HapyHICHUS
Heuectun: ApuTmus, HCXeMUYHU KOPOHAPHU HapyIIEHUS
Penxu: 3acroliHa chbpAeyHa HENOCTATHYHOCT (HOBOMOSIBUIIA CE WIIH

BJIOIIIABAHE HA BEUE CHINECTBYBAIA)
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ChbI0BH HApyIICHUS
Yectu: ApTepuanHa XUNEPTOHUS
Heuectn: Tpombo3a (kato 1bJI00OKa BeHO3HA TPOMOO3a HITH TPOMOO3a
Ha aopTaTa), 3auepBsBaHE HA JIMLIECTO
Penkn: @Denomen Ha Raynaud

PecniupatopHau, rpbaHu U
MEJMACTUHAIHU HapyIICHUS
Uectu: AcTMa M CBBpP3aHU C aCTMaTa CUMIITOMH (KaTO XPUNITCHE U
OpoHXHMaTHA XUTIEPAKTUBHOCT)
Heuectn: Wutepcrunmanza 6emoapobHa 6orect

CToMaIHo-4peBHA HAPYIIICHHUS
Yectn: Jlucmerncwus, racCTpOMHTECTHHAIIHA U a0TOMHUHATHA O0JIKa,
rajicHe, CTOMalTHO-YPEBHU Bh3MAIUTEITHA HApYyIIeHUs (KaTo
TacTPUT U KOJIUT), CTOMATHT
Heuecrn: Koncrunanus, ractpoezodareanta pedurykcHa 00yect

XenatoOmIMapHu HapyILICHNS
Uectu: lloBumaBaHe Ha aTaHWH aMHHOTpaHC(epas3ara, IOBUIIIABaHE
Ha acrapraT aMUHOTpaHcdepas3ara
Heuectn: Xosenutnasa, 4epHOIPOOHU HAPYIICHHSI

Hapyuienus Ha koxata
U TIOJIKOKHATa ThKaH
Yectu: IIpypuryc, oOpHB, ajgoneius, 1epMaTuT
Heuectn: bBymo3HM KOXHH peakIuu, ICOPUA3UC (HOBOIIOSBHII CE€ HITH
BJIOILIABAHE HA BEUE ChILECTBYBALL IICOPUA3HC,
MaJMapeH/TIaHTapeH | MyCTYJIO3€H), YPTUKAPHS
Penxu: JluxeHOWmHU peakiuu, ekc(oralus Ha Koxara, BaCKyJIUT
(KOXKEH)
C Heu3BecCTHA 4eCTOTa: BromiaBaHe Ha CHMIITOMUTE HA IEPMATOMHO3HUT

Hapywenns Ha
MYCKYJTHO-CKEJIETHATA CHCTEMA U
ChEJMHUTETHATA ThKaH
Penku: Jlynmyc-nono0eH CHHAPOM

Hapymienus na 0b0perure u
MUKOYHHUTE MHTHIIA
Penxu: HapynieHus: Ha TUKOYHUS MEXYp, ObOpEUHH HApyIICHUS

Hapyuenns Ha
BB3IPOU3BOJIUTEIHATA CUCTEMA U
rbpAaTa
Heuectn: Hapymenust Ha rbpAMTe, MEHCTPYAJIHU HAPYILICHHUSI

OO0 HapyeHus U eheKTH
Ha MSICTOTO Ha IPUJIOKEHHE
UYectn: Ilupekcus, acTeHus], peakiysi Ha MACTOTO Ha WH)KEKTUpaHe
(kaTo epuTEM Ha MSICTOTO Ha WH)KEKTUpPAHE, YPTUKAPHS,
WHIypanuys, 00JIKa, KpbBOHACSIAHE, IPYPUTYC, Apa3HEHe, U
napecTesus), JUCKoMQopT B 06JacTTa Ha IPbAHMS KOLI
Penkn: 3abaBeHo 3apacTBaHE Ha paHU

HapansiBanusi, oTpaBsiHUS U
YCJIOXKHEHUS, Bb3HUKHAIIU B
pe3yaTaT Ha HHTEPBEHLUU
Yectu: DpakTypu Ha KOCTHUTE

*  HabmonaBanu nipu npyru TNF Grokepu.

B Ta3u Touka, MeaMaHaTa Ha EpUoa Ha MPociesBane (MIPUOIN3UTETHO 4 TOIMHN) KaTo LSO €
npecTaBeHa 3a BCSIKO NPUIIOKEHHE Ha ronuMymad. Korato npuiioxeHneTo Ha romumMyma0 e onrucaHo
CIIPSIMO J103aTa, MEMiaHaTa Ha MIEPUO/Ia Ha MPOCTeIIBaHe Ce MPOMEHs (TPUOTUZNUTENTHO 2 TOIUHU TIPU
nmo3a ot 50 mg, mpubimM3uTeTHO 3 TOAUHU TIpH 103a oT 100 mg), KaTo MaMeHTHUTE MOXKE Ja ca
NPEMUHAJIH OT €IHa /1033 KbM JIpyra.
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Ornrcanre Ha N30paHN HEXKETAHU PEaKITHH

Hngpexyuu

[Ipe3 koHTpOIMpaHUs TIEPHOT HA OCHOBHHUTE M3MUTBAHMUS, CE HAOI0]aBa HH(EKIIMS Ha TOPHUTE
JIUXaTeTHH TBTHIIA KaTO Hali-4eCcTO ChOOIIaBaHaTa He)KelaHa JIeKapcTBeHa peakiws mpu 12,6% ot
JICKyBaHUTE C rouMymal manueHTH (dectota Ha 100 woBexkoroaunu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% mpu kouTporHUTE ManueHTH (decrota Ha 100 goBexorogmau: 54,5; 95% CI: 46,1,
64,0). B koHTpONHMpaHu ¥ HEKOHTPOJIMPAHH €TAIK Ha MPOYYBAHUATA, C MeIMaHa Ha TIPOCIIEsIBaHe
MPUOIU3UTEITHO 4 TOJUHY, YeCTOTaTa Ha MH(EKIIUY Ha TOPHUTE AUXATEIHU THTHUINA Ha

100 woBekoromuuu ¢ owna 34,9 ciydas; 95% CI: 33,8; 36,0 3a iekyBaHuTE ¢ TOIMMyMal NAIMCHTH.

[Ipe3 KoHTpOIMpaHUs IEPUOJ] HA OCHOBHUTE M3MUTBAHUS ca HaOmoqaBanu nHdeknuu npu 23,0% ot
JICKyBaHUTE ¢ roumMymal manueHTH (dectota Ha 100 woBekoroauuu: 132,0; 95% CI: 123,3, 141,1), B
cpasrenne ¢ 20,2% mpu KOHTpoIHHUTE NanueHTH (dectoTta Ha 100 gyoBekorogwmam: 122,3; 95%

CI: 109,5, 136,2). B koHTpOoNMpaHu U HEKOHTPOJIHMPAHH €Taly Ha U3MUTBAHMATA, C MEaHa Ha
MPOCIIeIABaHe MPUOTU3UTEIIHO 4 TOAUHH, YecToTaTa Ha MH(eKIuu Ha 100 yoBeKorouHu ¢ Ouna
81,1 cebutus; 95% CI: 79,5; 82,8 3a nexkyBaHHUTE C TOTUMYMa0 MalueHTH.

[Tpe3 koHTpONMMpaHus epuol Ha n3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA ca HaOmonaBanu
cepuo3Hu uHMekmu npu 1,2% ot JeKyBaHUTe ¢ roauMyMad namueHTd u 1,2% oT narueHTuTe B
KOHTpoIIHAaTa rpyna. Yecrorarta Ha cepro3HuTe nHpeknnu Ha 100 90BEKOTOAWHY TP IIPOCIIEISIBAHE B
KOHTPOJIMpaHMS MEPUOJI Ha u3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara Ha romumymab ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha roumymad ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a nnane0o rpynata. IIpe3 koHTponupaHus Nepruo Ha U3MUTBAHUA Ha
MHIYKIHOHHA Tepanus ¢ ronumyMad npu UC, cepuos3nu nndexuun ca Hadbmoaasanu mpu 0,8% ot
MAIUEeHTHTE, JIEKyBaHH ¢ ToMyMa0, B cpaBHeHHE ¢ 1,5% OT manueHTUTe B KOHTPOJIHATA rpyTa.
Cepuoznurte nHOEKINH, HAOIOJaBaHN TP MAIUCHTHUTE, JIEKYBaHHU C TOJIMMYMa0, BKIIIOYBAT
TyOepKyI03a, 6akTepuanHu HH(EKLUUH, BKIIOUYUTEIHO CENICHC U THEBMOHUS, MHBa3UBHU I'bONYHI
WH(EKIHUN ¥ JPYTH ONOPTIOHUCTUYHU HHpeKMH. Hsikon oT Te3n nHdeKun ca OUI ¢ jeTaieH
u3X0/1. B KOHTpoMpaHuTe 1 HEKOHTPOJIIMPAHUTE €Tl HA OCHOBHUTE U3MUTBAHMsI, C MEJIMaHa Ha
npociensBaHe 10 3 TOAWHH, € Hab0AaBaHa [10-BUCOKa YECTOTa Ha CEPUO3HH MH(EKINY,
BKJIIOUHTEITHO OMOPTIOHUCTHYHM HH(ekuuu 1 TB npu nanuenTy, nonydasanu 100 mg ronumymad, B
CpaBHEHHE C MaIMeHTH, nonydaBany 50 mg romumymab. YectoraTa Ha BCHYKH CEPHO3HU HHPEKITUH
Ha 100 yoBekoroaunu e Ouna 4,1; 95% CI: 3,6; 4,5, npu nmanuenTure, noxydasanu 100 mg
romumymao u 2,5; 95% CI: 2,0; 3,1 npu manuenTute, noxydaBanu 50 mg romumMmymao.

3nokauecmeenu 3ab60a26anus

Jumgpom

ITo BpeMe Ha OCHOBHUTE M3MUTBAHUS YECTOTATA HA Pa3BUTHE Ha JIMM(OM IPH JICKyBaHUTE C
rojauMymMad MaiyeHTH € MO-BUCOKa OT OYaKBaHaTa B o0IIaTa rnomynamus. B koHTponupaHure u
HEKOHTPOJIMPAHUTE €TANN Ha TE3W U3MUTBAHMA, C MEIMaHa Ha TIPOCIesBaHe /10 3 TOJIMHHU, €
HaOII0/JaBaHa IMO-BUCOKA Y€CTOTa Ha TUMQOM MpH NarreHTuTe, nomydasain 100 mg romumymal, B
CpaBHEHHE C MaIMEeHTHTE, moiy4yaanu 50 mg ronumymad. JInMpoM e JruarHoCTUIpaH Mpu

11 ygactaunm (1 B TepaneBruunuTe rpynu Ha 50 mg romumymad u 10 B TeparieBTHYHHATE TPYIH Ha
100 mg ronumymab), ¢ yecrora (95% CI) na 100 yoBeKOroAMHH 3a MepruoJa Ha NPOCIEsBaHE IPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) ciry4as, choTBeTHO IpH ToauMymad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cmydas pu 1utarnie60. [To-romsima gacT ot ciaydanTe Ha pa3BUTHE Ha TuMbOM ca
Bb3HUKHaIHU npu npoyuBaHeTo GO-AFTER, koeTo BKIIIOUBa MAallMEHTH C IPEIXOIHA €KCIIO3ULIUA Ha
TNF-aHTaroHUCTH, KOUTO Ca MMAJIH MO-T'oJIsIMa MPOB/DKUTEIHOCT U pepakTepHOCT Ha
3a0o0isBaHeTo (BK. Touka 4.4).

3noxauecmeenu 3a60446aHUS, PAZTUYHY OM TUMPOM

B xonTpOnmpaHnuTe IEPHOIN HA OCHOBHUTE M3MUTBAHUSA, KAKTO U IO BpEME Ha MPUOIU3UTEITHO
4-roIMIIHOTO MPOCIIEASBAHE, YECTOTATa Ha Pa3IMUYHUTE OT JUM(OM 3JI0KaueCTBEHH 3a00JIABaHus (C
M3KIIIOUEHUE HAa HEMEIIaHOMHUS KOKEH PaK) € CXOJ[HA B IPYIUTE HA JICYSHUE C TOTUMYMal u
KoHTposHuTE TpynH. [1o Bpeme Ha mpuONMM3UTETHO 4-TOAUIITHOTO MPOCIeIIBaHe YeCTOTaTa Ha
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pasIUIHUTE OT JIMM(OM 3JI0KaUYECTBEHU 3a00JIIBaHUS (C M3KITIOUCHUE Ha HEMEJIAHOMHIS KOJKEH PaK)
€ CXOJTHA C Ta3W B 00IIaTa IMOIyJIaIHsl.

[To BpeMe Ha KOHTPOJIMPAHUTE U HEKOHTPOJIMPAHUTE IEPHOAN HA OCHOBHUTE M3MIUTBAHUS, C MEIMaHa
Ha IpocIeAsBaHe 10 3 TOANHN, HEMETaHOMEH paK Ha KO)KaTa € JUarHOCTHIMPAH IIPH 5 OT
y4acTHUIUTE, TpruemMany mwiane6o, 10 ot npuemanure roaumymad 50 mg u 31 ot mpuemanure
romumymabd 100 mg npu yecrora (95% CI) Ha 100 goBekoroaunu 3a nepuoja Ha npocienssane 0,36
(0,26; 0,49) o6mo mpu rommmymad u 0,87 (0,28; 2,04) nmpu mnamedo.

ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOJIMPAHUS TIEPHO HAa OCHOBHHUTE M3MUTBAHUSA, C MEIHaHa Ha
MpOoCIeIIBaHe 0 3 TOAUHH, 37I0KaYeCTBCHH 3a00IIBaHI C M3KITIOUCHHUE Ha MEJTaHOM, HEMEJTaHOMEH
KOKEH paK ¥ JTUMQOM ca TUarHOCTULIMPAHU TIPH S5-Ma YUaCTHHUITH, IPHEeMalTH miaredo, 21 ot
npueManure ronmumymad 50 mg u 34 ot npuemanure romumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoromuHy 3a neproaa Ha npocieasane 0,48 (0,36; 0,62) o610 3a romumymad u 0,87 (0,28;
2,04) 3a mrane6o (BX. Touka 4.4).

Cvobwenusn om KIUHUYHU USNUMEAHUA 3a IeYeHue Ha acmma

B excruiopaTopHO KIMHUYHO ITPOYYBaHE HALMEHTH C TEKKa IMEPCUCTHPAILA aCTMa ca MOy YHIN
HaToBapBala n03a roaumymad (150% ot onpeaeneHaTa TepaneBTUYHA 103a) OAKOXKHO Ha

cenmuna 0, cies koeto ca nekyBaHu ¢ ronumymad 200 mg, ronumymad 100 mg nnu romumymad

50 mg MOAKOXKHO Ha BCEKU 4 ceaMuIty 10 ceamuia 52. [Ipy nanueHTuTe Ha JICYCHUE C rOJIMMyMad
(n=230) ca cro0IIeHN OCEM 3TI0KaUYECTBEHH 3a00IIIBaHUS M HUTO €HO NPY MAIeHTUTE Ha Tu1ane6o
(n=79). Cpobuienue 3a mumpoM UMa Npu | ManuenT, 3a HeMEeJTAHOMEH PaK Ha Ko)kaTa IpH 2-Ma
MAIMEHTH U 3a JPYTH 3JI0KaYeCTBEHH 3200 sIBaHUs IpH 5 nanuenTd. Hsama npesanupane Ha
OIIpeJiesieH B 3JI0KaUeCTBEHO 3a00IIsIBaHe.

Ilo Bpeme Ha 11ane00-KOHTPOJIUPaHATa YacT Ha IPOYYBaHETO uecToTaTa Ha nossa (95% CI) na
BCUYKH 3JI0KaYeCTBEHHU 3a001sBaHus Ha 100 4OBEKOTOJUHM MTPOCIIC/IABaHE HA MAI[UCHTUTE, JICKYBaHH
¢ ronmumyma0, e 6mra 3,19 (1,38; 6,28). B ToBa nmpoyuBane dectorarta Ha nosiBa (95% CI) Ha

100 4oBEKOT'OJUHM MTPOCIIE/IBAHE MPH MMALUECHTUTE, JIKYBaHU ¢ rojauMyma0, e omra 0,40 (0,01, 2,20)
3a mumdowm, 0,79 (0,10, 2,86) 3a HemenaHoMeH koxeH pak U 1,99 (0,64, 4,63) 3a 1pyru 3710Ka4eCTBEHU
3abonsaBanus. [Ipu yuacTHuIuTe Ha TUTanie60 Yectorata Ha mosBa (95% CI) Ha Te3u 3mokayecTBEH!
3abonsaBanus Ha 100 goBexoroaunu e 6mma 0,00 (0,00, 2,94). 3HaunMMOCTTa Ha T€3H Pe3yJITaTH HE €
W3BECTHA.

Hesponozuunu cvoumust

B koHTposIMpaHUTe ¥ HEKOHTPOJIMPAHUTE TICPUOIU HA OCHOBHUTE U3IUTBAHUS, C MEMaHa Ha
npociieisiBaHe 70 3 TOAWHY, € HabJoaBaHa [M0-BUCOKa YeCTOTa Ha JIEMHUEITHHU3AINS TIPU
NalMeHTHTE, Moy4yaBaay ronumymad 100 mg, B cpaBHEHHE C MAIIMEHTHUTE, MOIYYaBaIN TOIUMYMa0
50 mg (Bx. Touka 4.4).

Tlosuwasane na yepHoOpoOHUmMe eH3uMu

B xoHTpOnMpaHus neproj Ha OCHOBHUTE M3NUTBaHUs 3a RA u PsA ce nosBsBar 1eku NOBUIIIEHHS Ha
AJIAT (> 1 u <3 x ropnHara rpanuna Ha Hopmarta (ULN), cbC CXOTHHM YECTOTH B TPYIUTE HA
roJuMyMald ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
NAIMEHTHTE); KaTo B M3MHUTBAHUATA 3a JeueHne Ha AS u nr-Axial SpA npu noBede nanueHTy,
JIEKyBaHU ¢ TOIMMyMa0, ce e mosiBuIIo Jieko nosumiaBane Ha AJIAT (26,9%), oTKoIKOTO TipH
koHTposHuTe manuedTH (10,6%). ITo Bpeme Ha KOHTpOIMpPaHUTE M HEKOHTPOJIMPAHUTE TIEPHUOIN Ha
OCHOBHHTE M3MUTBaHUA 3a JeueHne Ha RA u PsA, ¢ MennaHa Ha pociieasiBane NPHOIU3UTEITHO

5 roaMHu, yecToTaTa Ha jJekute nosumiaBanus Ha AJIAT B usnutBanusTa 3a jedeHne Ha RA u PsA e
CXOJHA TIPH JIEKYBaHWUTE C TOTMMYyMal MalueHTH U KOHTPOJIHUTE MAIlMeHTH. B KOHTpoaupaHus
Nepuo] Ha OCHOBHUTE U3NHUTBAHMS HA MHAYKUMOHHA Tepanus ¢ romumymad npu UC ca Bb3HUKHAIH
nexu nopuieHust Ha AJIAT (> 1 u < 3 x ULN) B cX0HU CHOTHOLIEHUS NPH JEKYBAaHHUTE C
roJuMyMad ¥ KOHTPOJIHUTE TanueHTH (choTBeTHO 8,0% 110 6,9% ). B koHTpONupanute u
HEKOHTPOJMPAHUTE MTEPUOH Ha OCHOBHM m3nuTBaHus 32 UC ¢ MeauaHa Ha TpocCie/IsiBaHe
MPHUOIM3UTEITHO 2 TOUHY MPOLEHTHT Ha ManueHTuTe ¢ Jieku noputnenns Ha AJIAT e 24,7% npu
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MAIMeHTH, TPUEMAaIy ToIuMyMal TI0 BpeMe Ha eTara Ha MoJbpKallia Tepanwst OT IPOyYBaHETO MPH
UC.

B koHTpOIMpanus neproa Ha OCHOBHH U3NHUTBaHUs 3a iedeHue Ha RA u AS noBumaBanusita Ha
AJIAT > 5 x ULN He ca yecTH, KaTo Te ca HaOJIF0JaBaH! II0-9€CTO MPH MAI[USHTUTE, JIEKyBaHH C
romumymab (0,4% mo 0,9%), otkonkoro mpu koHTposHuTe manueHTn (0,0%). TakaBa TeHaeHINS HE
ce Ha0JIoAaBa Npy MaMeHTHTE C IcopraTuueH apTpurt. [1o BpemMe Ha KOHTPOIUPAHUTE U
HEKOHTPOJIMPAHUTE IIEPHOAN Ha OCHOBHUTE W3IUTBAHUS, C MEJUAHA HA IIPOCieIsIBaHe 5 TOANHH,
yecroraTta Ha nosuiaBane Ha AJIAT > 5 x ULN e cxoaHa npH JeKyBaHUTE C TOIUMYMal MalMeHTH U
NpY KOHTPOJIHUTE MauueHTH. KaTo 1510 Te3n moBUIIABaHUS Ca ACUMIITOMHH U CTOMHOCTHUTE Ce
MOHM)KaBaT WM C€ HOPMAJIM3HUpPAT U MPH OTIAJAHANN OT U3MUTBAHETO NAMEHTH, M IPU TaKUBa, KOUTO
IPOABIDKABAT 1A YIacTBAT, KAKTO M IIPU KOPEKLMS Ha [IpUeMa Ha JAPYId JIEKAPCTBEHU IPOLYKTH.
Hsma choOmienu ciryuan 1mo BpeMe Ha KOHTPOJIUPaHUs 1 HEKOHTPOJIMPAHHUS TIEPHOA Ha IPOYYBAHETO
3a nr-Axial SpA (o 1 roguna). B KoHTponupaHust epruo/] Ha OCHOBHYU M3MIMTBAHUS HA MHIYKIIMOHHA
tepanus ¢ romumymad npu UC ca pp3ankHany nosumieHus Ha AJIAT > 5 x ULN B cxonHu
CHOTHOILEHHS IIPH JIEKyBaHUTE C TOJMMyMal M NauyeHTuTe, npuemainy mianedo (cporsetrHo 0,3% mo
1,0% ). B konTponupaHuTe 1 HEKOHTPOJIUPAHUTE MEPHOIN Ha OCHOBHU n3nuTBaHus 3a UC ¢ Menuana
Ha TPOCIe/IsIBaHe MPUOIM3UTETHO 2 TOJMHY MTPOLIEHTHT Ha MalMeHTHTe ¢ moBuieHus Ha AJIAT

> 5 x ULN e 0,8% npu nanueHTH, IpueMaiiy roimmMyMad o BpeMe Ha eTamna Ha [OoJIbprKalia
Tepanus ot npoyusaneto mpu UC.

B ocHoBHHE mznuTBaHMs 3a nedeHne Ha RA, PsA, AS u nr-Axial SpA, enun manuenT, BkitodeH B RA
W3MUTBaHE C MPEANIECTBAIIN YePHOIPOOHN OTKIIOHEHUS U IPUEM Ha JIPYTH JIEKApPCTBEHU MPOIYKTH,
KOKTO € JIEKyBaH ¢ roJuMyMa0, € pa3BuiI HeMH(EKIIMO3eH XENaTHT ¢ UKTep, ¢ JeTaleH u3xo. He ce
M3KIII0YBA POJIATA Ha TOTUMYMa0 KaTo HOTPUHACSII WA yTeXHSBAI (HaKTop.

Peaxyuu na macmomo na undxxcekmupane

B xoHTpONMpaHuTe Nepruoan Ha OCHOBHH U3NHUTBAHUS 5,4% OT MallMeHTHUTE, ICKYBaHH C TOTUMYyMao,
ca TMOJIYYHJIN peaklliy Ha MCTOTO Ha MH)KEKTHpaHe B cpaBHEHNUE C 2,0% OT KOHTPOJIHUTE NMallUEHTH.
Hannuuero Ha aHTUTENA cpelly romuMyMad MoxKe Jja MOBUIIK PUCKA OT PeakIMy Ha MICTOTO Ha
nHXxeKkThpaHne. [IoBeuero peakimy Ha MCTOTO HA MHXKEKTUPAHE €A JIEKU J0 YMEPEHO TEXKH, KaTO
Hall-yecTara € epuTeEM Ha MACTOTO Ha MHXKEKTUpaHe. Kato 110 nosiBaTa Ha peakuyy Ha MACTOTO Ha
MHXXEKTHpaHE HE Hajlara IpeKpaTsABaHe Ha IIPUIIOKEHUETO Ha JIEKAPCTBEHUS IIPOAYKT.

B kontponupanute nznuranus ¢asa llb n/unu 11 3a neuenue Ha RA, PsA, AS, nr-Axial SpA, Texka
nepcucTupaiia actMa u B m3nurBanus ¢asza II/111 3a neuenne na UC, HUTO €MH OT JIEKyBaHUTE C
rojuMyMab MalueHTH He € pa3BUII aHAQHIaKTHIHA PEaKIHsl.

Asmoanmumena

[To Bpeme Ha KOHTPOJIMPAHU B HEKOHTPOJIMPAHU TIEPUOAN Ha OCHOBHU M3MUTBAHUS C €HOTOIUIICH
MepUOo/1 Ha TpociieasBane, npu 3,5% OT MalueHTUTe, JIKYBaHU ¢ roauMyMao, u 2,3% ot
KOHTPOJTHUTE TAIMEHTH 32 IbPBU BT ca ycTaHoBeHH ANA (B tuthp 1:160 mnm no-Bucok). B kpas Ha
€HOTOUIITHOTO MpociensBane Hamnunero Ha aHTH-dsDNA anTuTena npu u3xoauo antu-dsDNA
oTpunatenHy narueHTy e 1,1%.

Cno01aBane Ha OJI03UPAHU HEXKEJAaHW PEAKIIUH

CpoOmaBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEaKINK CJIe]] pa3pelaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA /1a MPOABIDKY HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/pUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEAULIMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
HO03MpaHa HeXEJIaHa PeaKlys Yype3 Hal[MOHAIHATA CUCTEMa 3a ChOOIIaBaHe B!

UsmeiHUTETHA areHIys 110 JIeKapCTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg
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4.9 Ilpeno3upane

B ximHMYHO npoy4BaHe equHUYHY 1034 10 10 mg/kg ca MHXKEKTUpaHU MHTPABEHO3HO O3 MPOsSBU Ha
TOKCUYHOCT, OTpaHHYaBalla go3ata. B ciydail Ha npego3upane ce IpernopbuBa MalUEeHTHT 1a OCTaHe
o1 HaOIIOZICHHUE 3a TIPU3HAITN ¥ CHMITTOMH Ha HE)KEJIaH! PEaKITHH, KaTo He3a0aBHO ce 3aImovHe
MOJXOAIIO0 CUMIITOMATHYHO JICUYECHHE.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apmakoguHAMWYHH CBONCTBA

®dapmakoTepaneBTHYHA Tpyma: MyHOCynpecopu, HHXUOUTOPU Ha TyMOP-HEKPOTU3UpaIus (hakTop
anda (TNFa), ATC xox: LO4AAB06

MexaHHU3bM Ha JICHCTBHE

'onmmyMab € 4oBEIIKO MOHOKIIOHATHO aHTUTSIIO, KOeTo 00pa3yBa cTabuiIeH KOMIUIEKC C BUCOK
aMHHUTET KaKTO KbM pa3TBOpPHMATa, Taka U KbM TpaHcMeMOpaHnHaTa ¢popma Ha yoBemkus TNFa,
KOETO NpeoTBpatsaBa cBbp3BaHeTo HA TNFo kbM penientopure my.

dapmakoaguHAMUYHU e(DEKTH

JoxazaHo e, e cBbpp3BaHeTo Ha yoBemkus TNF ¢ romumymad HeyTpannsupa nHaynupanara or TNFa
CKCIIPCCUA Ha NOBBPXHOCTTA HA YOBCHIKUTEC CHAOTCIIHU KJIICTKN Ha aAXE3NOHHUTEC MOJICKYJIN
E-cenextun, choBa anxe3ronHa monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MeXIyKJIeThYHa aaxe3noHHa morekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
ronmuMyMab nHxuOMpa n nHaynupanara ot TNF cekperus va naTepiaeBkuH 6 (IL-6), IL-8 u
rpaHyJonuT-Makpodar konoHoctumyupani pakrop (GM-CSF).

B cpaBHeHue ¢ rpynute Ha mianebo € HaOIr1aBaHo M OJOOpEHHE 110 OTHOIIEHHE Ha CTOHHOCTHTE
Ha C-peaxtuBHus nporeuH (CRP), kato jiedeHneTo che Simponi € J0BeJIO 10 3HAYMMO TOHM)KaBaHE
CIIPSIMO M3XOJHUTE CTOMHOCTH Ha cepymHHTEe HUBA Ha [L-6, [CAM-1, MaTpukcHarta
MmetanonporenHasa 3 (MMP-3) u cenoBoenoTenHus pactexxeH dakrop (vascular endothelial growth
factor, VEGF) B cpaBHeHHe ¢ KOHTpOIHOTO Jieuenue. B nombpnHenune, HuBara Ha TNFa ca ce
MOHIDKUWIIY NIpH nauuenture ¢ RA u AS, a npu nauuenture ¢ PsA ca ce nonwxkunu HuBaTa Ha [L-8.
Te3u npomenu ca HaOII01aBaHU TIPHU ITbpBaTa OleHKa (ceamuna 4) ciies] 3aro4YBaHe Ha MPUII0KEHUETO
Ha Simponi ¥ KaTo ISUI0 ca ce 3aAbpKalii 10 ceaMuna 24.

Kinnnnuba edukacHocT

Pesmamouden apmpum

EdukacHoctTa Ha Simponi e 10Ka3aHa B TpU MHOTOIIEHTPOBH, PAHIOMHU3UPAHH, TBOWHO-CIIETIH,
mane6o0 KOHTPOIUPaHU MPoyIBaHus, BKItouBany Haja 1 S00 mamuenTn Ha BB3pacT > 18 rogunu ¢ RA
C YMEPEHO JI0 CHJTHO U3pa3eHa aKTUBHOCT, AMATHOCTUIIMPAH CIIOPE]] KPUTEPUNATE HA AMEPUKAHCKUS
koJiexx no peBmatonorusi (ACR), mone 3 mecena npeau ckpuHuHra. [lanuenture ca uMaiu noHe

4 orounu u 4 0OJIC3HEHHU CTaBU. Simponi WK 11aedo ca OMIIM UHKEKTUPAHU TIOJIKOKHO BEIHBK Ha
BCEKHU 4 CeIMMUIIH.

B GO-FORWARD ca onenenun 444 nanueHTn ¢ akTiBeH RA BhIpeku ctabuiiHaTa 103a OT MOHe

15 mg/cenmuuno MTX u kouto He ca siekyBanu nipeau ToBa ¢ TNF-anraronucr. [lanuenTure ca
paHIOMU3MpaHy Ja noiyvasat mianebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + rrane6o. [lanuenture, kouro ca nomyyasanu mwianedo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cien ceamuna 24. Ha cenmuria 52 maiueHTHTE ca BKIIIOUEHH B OTKPUTO
J'BJITOCPOYHO TPOABIDKEHUE Ha TIPOYYBAHETO.

B GO-AFTER ca onenenn 445 narnueHTH, JIEKyBaHH MIPEIN TOBA C SIMH WU TIOBEUE OT

TNF-anTaroHucTuTe agaauMyma0, eTaHeplenT win nHpiukcumat. [lanueHTuTe ca paHIOMU3UPaHU
Ja monyyasar mane6o, Simponi 50 mg unu Simponi 100 mg. I[To Bpeme Ha mpoy4YBaHeTO Ha
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MAIICHTUTE € pa3pelieHo aa MpoabikaT chirbTcTBaoro DMARD neuenne ¢ MTX, cyndacanazux
(SSZ) w/unu xunpokcuxiopoksul (HCQ). O0siBeHHTe IPpUYMHU 33 IPEKpaTABaHE Ha
npeamectBamoTo anTu-TNF neuenne ca nunca Ha edukacHocT (58%), nenonocumoct (13%), w/unu
pa3n4Hu OT 0€30MacHOCTTa U epUKaCHOCTTa MPpUIHHH (29%, MpeauMHO Mo (PMHAHCOBU
CHOOpaKCHIS).

B GO-BEFORE ca onenenu 637 nanuentu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBaHu rpenu ToBa ¢ TNF-anTaronnctu. [lanmenTure ca paHIoMU3UpaHy Aa ModydaBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wmm Simponi 100 mg + mrane6o. Ha
ceaMHMIIa 52 MAINUEHTUTE Ca BKIFOYEHU B OTKPUTO JBJITOCPOYHO MPOABIDKCHUE HA TIPOYYBAHETO, B
KOETO MAIMeHTUTE, MoTydaBaliu mianeoo + MTX, kouto ca nmaiu noxe eiHa O0JIC3HEHA WK MOy Ta
CTaBa, ca MpEeMUHAIIN Ha JiedeHue cbe Simponi 50 mg + MTX.

B GO-FORWARD (cpBMEcCTHUTE) MBPBUYHN KpaliHU ca MIPOLEHTHT MAMEHTH, IPH KOUTO €
nmocturaat ACR 20 orroBop Ha cenmuma 14 u mogoOpenneTo Ha cenmuia 24 1mo BerpocHuka 3a
OIIEHKAa Ha 37JpaBocIiOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
II'bpPBUYHATA KpailHa TOUKa € MPOLEHTHT MalueHTH, Ipu Kouto e gocturiat ACR 20 otrosop Ha
ceqmuua 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KPAMHU TOUKHU Ca NPOLUEHTHT MAUEHTH, OpU
kouTto e nocturHat ACR 50 otroBop Ha ceamuna 24 1 mpoMsHaTa B MOAH(DHUIIMPAHUS PE3YATAT IO
van der Heijde-Sharp (vdH-S) Ha cenqmuria 52. OcBeH bpBUYHUTE KpalHU TOUKH € HalpaBeHa U
JOIIBIIHUTEIHA OLICHKA Ha BIMSIHAETO Ha Simponi BPXy NMPU3HALUTE U CHMITOMHTE Ha apTPUT,
peHTreHorpa)cKu OTroBOp, TeJAECHU (PYHKIMH U CBBP3aHUTE ChC 3PABETO MOKA3aTEIN 32 KAUECTBO
Ha )XHUBOT.

KaTo 1151710 He ca yCTaHOBEHU KJIIMHUYHO 3HAUYMMHU PA3JINyus B [IOKA3aTEINTE 38 €PUKACHOCT MEKAY
ManuenTuTe, moryvasamy Simponi 50 mg u 100 mg, cwc cpmbpTeTBany npuem Ha MTX Ha

ceamuiia 104 8 GO-FORWARD u GO-BEFORE u na cenmuma 24 8 GO-AFTER. BuB Bcgako ot RA
MIPOyUYBaHUATA CIIOpPE]] M3aifHa Ha IPOYUBAHETO, MALIMEHTUTE B ABJITOCPOUYHOTO MPOIBIKEHUE Ha
NPOYYBAHETO MOXKE Ja ca CMeHsUIM Ao3ute Simponi ot 50 mg va 100 mg u ob6paTHO MO NpeeHKa Ha
JIeKapsi B MPOYYBAHETO.

Ipusnayu u cumnmomu

OcnoBuute ACR pesynraru 3a 1o3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npezncraBenu B Tadbnuna 2 u onrcanu no-aony. Habnronasan e
OTrOBOp IIPH IIbPBA OLIEHKA (ceaMuLa 4) ciel IbPBOHAYATIHOTO MPHIOKEHNE Ha Simponi.

B GO-FORWARD ot 89 yuactHuIM, pangoMu3upany aa noxydasatr Simponi 50 mg + MTX, 48 ca
ocTaHaM Ha ToBa JeueHue Ao cenmuna 104. Ot tsx 40, 33 u 24 nanuentu ca umanu ACR otrosop Ha
ceamuna 104 crorBerHO 20/50/70. Cpen manueHTUuTe, KOUTO Ca MPOIBIDKIIIN YIacTHETO CH B
MPOYYBAaHETO U ca JIEKYBaHHU chC Simponi, ca HabmogaBanu moqooHu yectot Ha ACR 20/50/70
oTroBop oT cenmuia 104 go ceammura 256.

B GO-AFTER npouenTsT 0T nanuenture, nocturamu ACR 20 otroBop, € mo-BUCOK NpH

NalMeHTHTE, MOyYaBald Simponi, B CpaBHEHUE C TTAIIMEHTUTE Ha I1ane00, He3aBUCHMO OT
NpUYMHATA 33 IpeKpaTsBaHe Ha MpeamecTBamoTo JeueHne ¢ TNF-antaronucTy.
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Ta6auna 2
OcHOBHHM pe3yJITaTH 3a epuracHocT B KOHToaupanuTe erand Ha GO-FORWARD, GO-AFTER

u GO-BEFORE.
GO-FORWARD GO-AFTER GO-BEFORE
AxtrBeH RA BBIpekn AxtuBeH RA, nekyBan | AktuBeH RA, HenmekyBaH
neuenuneto ¢ MTX Mpei TOBa C €IUH WU npeau ToBa ¢ MTX
noseue TNF-aHTaronuctu
Simponi Simponi
[Iname6o 50 mg [Tmame60 50 mg
+ + Simponi + +
MTX MTX [Tnane6o 50 mg MTX MTX
n* 133 89 150 147 160 159
OTtroBopuiin namnuenTu, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuna 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmmuma 52 NA NA NA NA 52% 60%
ACR 50
Cenmuna 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Ceamuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuna 14 4% 14% 2% 10% NA NA
p =0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Ceamuna 52 NA NA NA NA 22% 28%

?  n oTpassBa paHJOMU3MPAHUTE AIUEHTH; ACHCTBUTEHUAT OO TIAIIMEHTH, TIOIXOIAIIH 32 OLICHKA MO BCEKH
MPOCIEAABaH apaMeThp, MOXKE 1a BApHpa B 3aBUCHMOCT OT IIEPHO/a HA OLICHKA.

* p<0,001

NA: Henpunoxxumo

B GO-BEFORE 0CHOBHMSAT aHaJIW3 NIPH MALMEHTUTE C YMEPEH 0 TEXBK PEBMAaTOUJIEH APTPUT
(xomOuHMpanu Tpynu Simponi 50 u 100 mg + MTX crpsimo MTX camocrostenso 3a ACR 50) He e
CTAaTHCTUYECKH 3HaUuM Ha ceamuna 24 (p = 0,053). Ha cenmunia 52 B oOmiaTa momynanus IpoeHThT
nanueHTH B rpynara Ha Simponi 50 mg + MTX, nocturnanu ACR oTroBop, KaTo msjio e O
M0-BHCOK, HO He CUTHH(DHKAHTHO paziuueH B cpaBHeHHe ¢ MTX camocrositenso (Bx. Tabnuma 2).
JlombIHUTENHY aHATM3Y ca HAIllpaBeHM 3a MOATPYNHTE, MPEACTAaBUTENIHH 3a TIOKa3aHaTa 3a JIeUeHHe
MOITyJIAIMS TTAMEHTH C TEXBK, aKTUBEH U nporpecupai] RA. JleMoHcTpupaH e 001110 mo-roysiM edekt
Ha Simponi 50 mg + MTX cripsimo MTX camocTosiTeTHO ipy TTOKa3aHaTa MOITyJIAIis B CPaBHEHHE C
o011ara momyJnamms.

B GO-FORWARD u GO-AFTER ca HabmtoaBaiy KITMHUYHO U CTATUCTUYECKHA 3HAYMMH OTTOBOPH
0 pe3yJiTaTa 3a akTHBHOCT Ha 3a0osaBaHeTo (DAS28) 3a Bcekn peiBapUTEIIHO OIIPEaeIICH MEPUo.]
Ha orieHKa Ha cenmuma 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIN HA JICUCHUE CHC
Simponi, 3a K0eTo ca OWITM PaHJOMHU3UPAHK B HAYAIOTO HA MPOYYBaHETO, OTroBopuTe o DAS28 ca
ce 3axppkanu 1o ceamuua 104. Cpen mauueHTUTe, KOUTO ca MPOABIDKIIN YIaCTHETO CH B
NPOYYBAaHETO U ca JIEKyBaHH chCc Simponi, orroBopute 1o DAS28 ca 6uiu nogoouu ot ceamuna 104

10 ceamura 256.

B GO-BEFORE e u3mepen 3Ha4MMUST KIMHUYECH OTrOBOP, AeuHupad karo nogabpxane Ha ACR 70
OTTOBOD 3a MPOABIDKHUTENIEH TIepruo ] oT 6 Mecena. Ha ceqmura 52, 15% ot manmeHTuTe B Tpymnara Ha
Simponi 50 mg + MTX ca nocTUrHaay 3Ha4UM KIMHUYEH OTTOBOP B CpaBHEHHE CbC 7% OT
nalnueHTuTe B rpynata Ha naneto + MTX (p = 0,018). Mexay 159-te yyacTHHLIN, paHAOMU3UPAHH Ha
Simponi 50 mg + MTX, 96 ca octananu Ha ToBa JieueHue Ha cenmuia 104. Cpen tax 85, 66 u

53 nanuentH ca umanu otroBop ACR 20/50/70 chotBeTHO Ha cenmuiia 104. Cpen manueHTHTE, KOUTO

78



ca TIPOIBJDKUIN YIaCTHETO CH B TIPOYYBAHETO U Ca JIKYBaHH ChC Simponi, ca HaOIoJaBaHu TOI00HH
yectotd Ha ACR 20/50/70 otrosop ot ceamuria 104 mo ceamuia 256.

Penmeenoepagcxu omeosop

B GO-BEFORE, 3a na ce ornieHn crenedTa Ha CTPYKTYPHO YBpEKIaHe, € M3M0I3BaHa MPOMSHATA OT
U3XOJHUTE CTOWHOCTH B pe3ynTara o vdH-S, koMOuHupaH pe3ynrar 3a CTPYKTYpHO YBpEKIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTaBHHUTE €pO3HMHU U CTETICHTA Ha CTECHsABaHE Ha
CTaBHOTO MPOCTPAHCTBO HA PBIETS/KUTKUTE U cThlanarta. OCHOBHUTE pe3yJTaTH MpH A03a Simponi
50 mg Ha cenmuria 52 ca npeacrasenn B Tabmnwma 3.

BposT nmanuenTty 6e3 mosiBa Ha HOBM €PO3WH WM C IPOMSIHA CTIPSIMO M3XOIHUTE CTOMHOCTH Ha OO
pesynrat o vdH-S < 0 e 3HaUMMO MMO-BHCOK B TPyIaTa Ha JedeHHe ChC Simponi B cpaBHEHHE C
koHTponHaTa rpyna (p = 0,003). Pentrenorpadckure edextu, HabnronaBaHu Ha ceiMuIa 52, ca ce
3anasuim 1o ceamuia 104. Cpen nmanueHTHTe, KOUTO ca MPOIBIDKUIN YYaCTHETO CH B TPOYUYBAHETO U
ca JIeKyBaHU ckC Simponi, peHTreHorpadckute eQexT ca owmmm nogooHu oT ceamumna 104 mo
ceamuua 256.

Tabaunna 3
Cpeanu peHTreHorpagcku NIpoMeHH CIPSIMO M3XOJHUTE CTOHHOCTH B 00LIMS Pe3yJITAT 10
vdH-S Ha ceqmuua 52 B o0mara nonyJjanusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX

n? 160 159
OO0y pe3yarar
W3xonHu cTOHHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHa OT U3XOJAHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pe3yJirar 3a epo3usi
W3XoaHM CTOHHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHHUTE CTOMHOCTH 0,7 (2,8 0,5 (2,1)
Pe3yarat 3a CCII
W3XoaH1 CTOHHOCTH 8,4 (17,8) 7,9 (16,1)
[TpoMsiHa OT U3XOAHHUTE CTOMHOCTH 0,6 (2,3) 0,2 (2,0)**
4 n oTpassBa paHIOMM3MPAHUTE MALUEHTH
* p=0015
#% p=0,044

Tenecnu QhyHkyuu 1 KAYECMB0 HA HCUBOM, C8LP3AHO CbC 30PABOCTIOBHOMO CLCMOAHUE

B GO-FORWARD u GO-AFTER ca onienenu TenecHute GyHKIIMHA U MHBATUAHOCT KaTO OTACITHU
KpaliHU TOYKH upe3 uHaekca 3a uaBanuaHoctT Ha HAQ DI. B te3u npoyuBanus Ha cenmuua 24,
Simponi oka3Ba KJIMHUYHO U CTATUCTHYECKU 3HAYMMO 1M0100peHue Ha nokaszarenure Ha HAQ DI ot
W3XOJTHUTE B CPAaBHEHHE C KOHTPOIHHTE NManueHTu. Cpel MalueHTHTe, OCTaHATN Ha JISYeHHE ChC
Simponi, 3a KoeTo ca oMM paHAOMHU3UPAHH B HAYAJIOTO Ha MpOoy4BaHeTo, nogodpenuero B HAQ DI
ce e 3axbpxkano 1o ceaqmuna 104. Cpex manueHTHTE, KOUTO Ca MPOIBIDKMIHA YIAaCTHETO CH B
NPOYYBaHETO U ca JIEKyBaHHU chc Simponi, mogodpenrero B HAQ DI e 6uto nogo6Ho ot cenmuna 104
Jo ceamuna 256.

B GO-FORWARD npu manmeHTuTe, JeKyBaH! CbC SIMponi, € MOCTUTHATO KIMHAYHO U
CTaTUCTUYECKH 3HAYMMO MOA0OPEHHUE M0 OTHOLICHUE Ha KAYECTBOTO Ha XKHUBOT, CBBP3aHO ChC
3JIpaBOCIIOBHOTO CHCTOSIHHE, OTIPE/ICIIEHO Bb3 OCHOBA Ha TIOKA3aTeNIUTE 3a TeJIeCHU (PyHKIMH Ha
SF-36, B cpaBHEHHE C TTAlIMEHTUTE Ha I1anebo Ha ceqmuna 24. Cpel manyeHTHTe, OCTaHAIN Ha
JiedeHrne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHU B HAYAJIOTO HA MPOYYBAHETO, MTOJT00PEHUETO
B TeniecHuTe pyHKmu Ha SF-36 ce e 3agppkano no cenmuna 104. Cpen nanueHTUuTe, KOUTO ca
MPOABIDKUIIN YIaCTHETO CH B ITPOYUBAHETO U ca JIEKYBaHM CHC Simponi, Mo100peHNETO B TEIECHNUTE
¢yukiun Ha SF-36 e 6wmto moxooHo ot ceamuiia 104 mo ceamuia 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo CTaTUCTUYECKU 3HAYUMO MO100pEeHHE [0 OTHOLICHNE Ha yMOpara,
nu3MepeHa ype3 GyHKIHMOHATHA OLIEHKA 110 cKajiaTa 3a JieueHHe Ha XpOHUYHU 3a00JsIBaHuUs - yMOpa
(FACIT-F).
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IHcopuamuuen apmpum

Be3zonacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHEHH B MHOTOIIEHTPOBO, PaHJOMHU3UPAHO,
iane6o kouTposmpano npoyusane (GO-REVEAL), sxkiatouBamno 405 Bb3pacTHU MAIUSHTH C aKTUBCH
PsA (> 3 otounu cTaBu 1 > 3 OOJE3HEHN CTAaBH) BBIIPEKH JICYEHUETO C HECTEPOUIHU
npoTtuBOBB3NAMTEeTHN MeaukaMeHTH (NSAID) umn DMARD. [anreHTrTE B TOBa H3MUTBAHE Ca C
IuarHocThnupaH PsA mone npenu 6 mecena v ¢ OHE JIeK copuasuc. BKiroueHu ca MmanueHTH ¢
BCHUYKH TOATHIIOBE TICOPUATHYEH apTPHUT, BKIIOYUTEIHO MOIHAPTUKYIAPEH apTPUT O€3 peBMaTHIHU
BB31H (43%), acumerpuuer nepudepen aptput (30%), apTpuT Ha TUCTATHUTE WHTEPhATaHTeaTHU
ctasu (15%), cnonaunut c nepucdepeH aptpurt (11%) u uaBanuauzupan aptput (1%). He ce nqomycka
npeamecTBaio JedeHre ¢ TNF-anTaronuct. Simponi iy miane6o ce npuiarat moaKoKHO mpe3 4
ceamuny. [lanmeHTHTE Ca paHAOMU3MpPAHH Ja MONTydaBaT miane6o, Simponi 50 mg wim Simponi

100 mg. [lanmenTHTEe, KOUTO Ca MONTydYaBalv Mianedo, ca mpeMuHany Ha Simponi 50 mg cnexn
cenmuna 24. [lanuenTuTe ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO MPOABIDKECHUE HAa IPOYYBAHETO HA
ceamuma 52. [IpubmuznrentHo 48% OT marueHTHTE ca MPOIBIHKIUIN JIEYCHUETO C TIOCTOSHHU 1031
MmeToTpekcar (< 25 mg/ceamnuHo). CbBMECTHUTE IbPBUYHU KPAHHHU TOYKH €A MPOLEHTHT NALlMEHTH,
nocturan ACR 20 otroBop Ha ceamuiia 14 1 IpoMsiHa Ha U3XOJAHHUTE CTORHOCTH Ha o0mIus PsA,
Monudutmpan o vdH-S pesynrart, Ha cenmuria 24.

Kato msuto He ca HaOM0aBaHKU KIIMHUYHO 3HAUUMH PA3JIMyUsl B TIOKA3aTENUTE 32 €PUKACHOCT MEKILY
cxeMuTe Ha npwiarane Ha Simponi 50 mg u 100 mg Ha ceamuna 104. Criopen nu3aiina Ha
MPOYYBAHETO MANMEHTUTE B ABITOCPOYHOTO MPOJIBIKCHUE HA TIPOYYBAHETO MOXKE JIa Ca CMEHSUIN
no3ute Simponi oT 50 mg Ha 100 mg 1 0O6paTHO 1O NpeleHKa Ha JIeKaps B TPOYYBAHETO.

Lpusnayu u cumnmomu
OcHoBHHTE pe3ynTaTy 3a no3ata oT 50 mg Ha ceqmutm 14 u 24 ca npencrasenn B Tabnuma 4 u
OIUCAHHU I0-J0ITy.

Taoauua 4
OcHoBHH pe3yJaTaTtu 3a epuxacHoctta oT GO-REVEAL
Simponi
[Tmae6o 50 mg*
n® 113 146
OTtrosopuiin nanueHT, %
ACR 20
Cenmuna 14 9% 51%
Cenmuna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASIP 75¢
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

*  p<0,053a BCHUKH CPAaBHEHUST,

N 0Tpa3siBa PaHIOMHU3UPAHUTE TAIMEHTH; TeHCTBUTEIHUAT OPOi MAIMEHTH, MOAXO/SIIN 32 OL[EHKA [0 BCEKH
HpOCIesIBaH MapaMeThp, MOXKe Jia Bapupa B 3aBUCHMOCT OT NEpHO/ia Ha OL[EHKa

ITnow Ha ncopuasuca u UHOEKC Ha mexucecm

Bb3 ocHOBa Ha oArpynara NaleHTH ¢ U3XOJHO 3acsAraHe Ha > 3% ot TenecHara mioi, 79 nauueHtu (69,9%) B
rpymnara Ha mane6o u 109 (74,3%) B rpymara Ha jedeHne ¢be Simponi 50 mg.

OTroBopu ca Ha0JItO/JaBaHU IIPH ITEPBATa OIEHKA (cenMuIia 4) cie/1 MbpPBOHAYAITHOTO NPUJIOKEHHE HA
Simponi. Cxogau ACR 20 otroBopu Ha cenmunia 14 ca HabI0JaBaHY MIPY MAIUSHTUTE C
MTOJIMAPTUKYIIAPCH apTPUT O6€3 peBMATOUIHN BBH3JU U IPH MTOATUIIOBETE aCUMETPUUIEH TIepr(epeH
PsA. BposIT Ha TallUEHTUTE C IPYTH TOATUTIOBE PSA e TBBpIe MaIbK, 3a Ja MO3BOJIN aIcKBaTHA
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orieHka. HabmonapaHuTe OTTOBOPH B TPYITATE HA JICUEHUE CHC SIMponi ca CXOTHHU MPH MAITHEHTHTE,
KOHWTO ca mpueMain chirbTcTBanmo MTX u Te3n, kouto He ca npuemand. Ot 146 marmeHTH
pangoMusupanu Ha Simponi 50 mg, 70 ca 6uu Bee orie Ha ToBa JieueHue Ha ceamuna 104. Ot te3u
70 mauuenty, 64, 46 u 31 nauuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen nauueHTuTe,
KOHUTO Ca MPOIBIDKIIIN YIaCTHETO CH B IPOYYBAHETO U ca JIEKyBaHU ChC Simponi, ca HaOIr01aBaHn
nmoxo6uu gectoTu HAa ACR 20/50/70 otroBop ot ceamuria 104 mo cenmuma 256.

CrarucTrduecku 3Ha9UMH O0TToBOpH 110 DAS28 ca HabmonaBanu Ha ceaqmuita 14 u 24 (p < 0,05).

Ha ceqmuna 24, npu nanyeHTTe, JeKyBaHU chC Simponi, € HaOIoJaBaHo mogo0peHne B
MoKa3aTenuTe 3a nepudepHa aKTUBHOCT Ha MICOPHATUYHUS apTPUT (Hamp. Opoit 0TouHu cTaBH, Opoit
00JIe3HEHN/TyBCTBUTEIHY CTaBH, TAKTIIIAT M eHTe3nT). JledeHnero cbe Simponi € T0BeNo 10
3HAYMMO NOJ00peHHe Ha TeJeCHUTe (PYHKIMM, olleHeHa B3 ocHoBa Ha HAQ DI, kakTo u 10 3HaYNMO
noJo0peHre B Ka4eCTBOTO Ha )KUBOT, CBHP3aHO ChC 3IPaBOCIOBHOTO CHCTOSHHE, OLICHEHO Bb3 OCHOBA
Ha TI0Ka3aTeJINTe 3a TeIECHN (PYHKIUU U TIcuXudecko cheTossaue Ha SF-36. [Ipu manuenTure,
OCTaHaJM Ha JISYCHHE ChC Simponi, 3a KOETO ca OMIIM paHAOMHU3UPAHH B HAYaJIOTO HA TIPOYYBAHETO,
DAS28 u HAQ DI otroBopute ce 3amna3par npe3 ceamuna 104. Cpen nanueHTure, KOUTo ca
MPOIBIDKHITN YIaCTHETO CH B ITPOYYBAHETO U ca JeKyBaHH chc Simponi, DAS28 u HAQ DI
otroBopute ca Onnu momobuu ot cenmuna 104 mo cemmura 256.

Penmeenocpagcxu omeosop

CTpyKTYPHOTO YBpEXJaHe Ha PHIIETE U XOIUIIATa € OI[CHEHO PEHTreHorpad)cKu Upe3 MpoMsHa Ha
u3xoaHuTe croitHocT Ha vdH-S pesynrara, Mmoguduimpas 3a PsA, upes npubaBsHe Ha TUCTATHUTE
uHTep(daJaHreallHd CTaBH Ha PhKaTa.

Jlegenueto cbe Simponi 50 mg HamassiBa CKOPOCTTa Ha TpOTpecHst Ha iepruepHO YBPEKIaHe Ha
CTaBHTE, B CPAaBHEHHE C JICUCHUETO C TuIae0o Ha ceaMuna 24, u3MepeHa upe3 MpOMsiHA B H3XOJHHTE
cToiiHocTH B 0o01ust Moauduiupan vdH-S pesynrat (cpenso = SD pesynrara € 0,27 + 1,3 B mare6o
rpymnara, B cpaBHenue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 nauueHTn, KOUTO
ca Ouy pangoMu3upany Ha Simponi 50 mg, ca HaMMYHKM PeHTreHorpad)CKu JaHHU Ha ceaMuia 52 3a
126 marmenTH, oT KouTo 77% He ca oKa3ajau MPOTrPeCcHs B CpaBHEHUE C U3XOTHUTE CTOMHOCTH.
Hanwuanu ca pertrenorpadcku qanau Ha ceamuna 104 3a 114 nanuenTty, ot kouto 77% He ca
MOKA3aJIH MPOTPECHS OT U3XOAHUTE CTOHHOCTH. Cpejl MalueHTHTE, KOUTO Ca IPOIBIDKUIN YIaCTHETO
CH B IIPOYYBAHETO U ca JIEKYBaHU ChC Simponi, 1o/1o00eH Opoli MAMEHTH HE ca MOKa3alH MPOTrpecust
OT U3XOJIHUTE cTOMHOCTHU OT ceamuiia 104 no ceammuiia 256.

Axcuanen cnonounoapmpum

Auxunosupauy cnonounum

EduxacHoctTa n 0e30omacHOCTTa Ha Simponi ca OLEHEHH B MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JIBOMHO-CJIATIO, TUTane00 KoHTpoupano npoyusane (GO-RAISE), Bkimtousario 356 Bb3pacTHH
ManyeHTy ¢ akTuBeH AS (¢ MHaekc Ha akTUBHOCT Ha 3a00JIsIBAHETO aHKWJIO3HUPAIT CIIOHMINT 10 bat
[BASDALI] > 4 u pe3ynrar no Bu3yaiHa aHajgorona ckaia (VAS) > 4 3a o0ma 6onka B rep6a ot 0 10
10 cm). B npoyuBaHeTo ca BKIIOYEHH HALMEHTH C aKTHBHO 3a00JIsIBaHE HE3aBHCUMO OT HACTOSIIO
wim npeaunrHo jederne ¢ NSAID unn DMARD, Ho HenekyBanu ¢ TNF-anraronuctu. Simponi min
riane0o ca nmpujaraHy MoJKOXKHO Ha BeekH 4 ceamuiy. [lanpenTure ca paHIOMHU3MpaHu 1a
nojydvasart mianedo, Simponi 50 mg unu Simponi 100 mg, kato ce nomycka MpoabKaBaHe Ha
neuennero ¢ DMARD (MTX, SSZ w/unu HCQ). [TspBuunaTa kpaiiHa TOUKa € MPOLEHTHT MAI[MEeHTH,
nmocturand ASAS 20 otroBop Ha ceamutia 14 (I'pyma 3a orieHka Ha aHKIJIO3UPAIIHS CIIOHIMIIAT
[ASAS]). JannuTe 3a mnane6o KOHTpoJIMpaHaTa epUKaCHOCT ca CbOMpaHH U aHAIM3UPaHH 10
ceamua 24.

OcHoBHHTE pe3ynTaTy 3a no3ata oT 50 mg ca npencraBenu B Tabmuna 5 u onucanu no-goiy. Karo
IU10 He ca HaOMroaBaHy KJIMHHYHO 3HAYMMH PA3IMYUs B IOKA3aTEIUTE 332 PUKACHOCT MEKITY
Simponi 50 mg u 100 mg Ha cenmuiia 24. Criope| 1nu3aiiHa Ha MPOYYBAHETO MAI[IEHTUTE B
JUBJITOCPOYHOTO MPOAB/DKEHUE HA TPOYUBAHETO MOXKE J1a ca CMEHsUIH Jo3uTe Simponi ot 50 mg Ha
100 mg 1 0OpaTHO 10 MpEICHKA Ha JIeKaps B IPOYYBAHETO.
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Ta6auuna S
OcHoBHH pe3yJTaTH 3a epurkacHoctra oT GO-RAISE

Simponi
[Tnane6o 50 mg*
n® 78 138
OTtroBopujin namnuenTu, %
ASAS 20
Cemmuna 14 22% 59%
Cenmumna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmurna 24 15% 44%
ASAS 5/6
Cemmuna 14 8% 50%
Cenmuna 24 13% 49%

*  p<0,001 3a BcH4KH cCpaBHEHHS
N 0Tpa3siBa paHAOMH3UPAHHUTE MAIIUECHTH; ACHCTBUTENHUAT OPOil MALIMEHTH, TOJXO/IAIIM 33 OLIEHKA [0 BCEKU
NPOCIIEAsBAH MTapaMeThp, MOXKE J1a BApupa B 3aBUCHMOCT OT IIEpPHO/a HA OLICHKA

Cpen manmeHTuTe, KOUTO ca MPOABIDKIIIN YIaCTHETO CH B IIPOYUBAHETO M Ca JIEKyBaHH ChC Simponi,
opost manmenT ¢ ASAS 20 u ASAS 40 otroBop e mogo6en ot ceamuna 24 1o ceamuia 256.

Ha cenmuna 14-a u 24-a ca HaOJIt0JaBaHU U CITy4ad Ha CTATUCTHYCCKU 3HAYMMHU OTIOBOPH 110
BASDAI 50, 70 u 90 (p < 0,017). [TomoOpeHre Ha OCHOBHUTE MOKA3aTE M 32 aKTUBHOCT Ha
3a0o0IsBaHeTO € HaOII0aBaHO MU TEPBaTa OIeHKa (ceaMuIia 4) clie] MbPBOHAYATHOTO MPHIIOKEHHUE
Ha Simponi, K0eTO € MPOABIKIIO A0 cenmuna 24. Cpen mareHTuTe, KOUTO ¢a MPOIBIDKIIIN
Y4aCTHETO CH B POYYBAHETO U Ca JICKYBaHH ChC Simponi, ca Ha0JII01aBaHU MOA00HH CTEIICHH Ha
npomMsiHa OT u3xoaHute ctoiHoctu no BASDALI ot cegmuna 24 no ceamuna 256. TpailHu pe3yaTaTtu
ca HaOiroraBanu nipu nanweHTy ¢ ASAS 20 otroBop Ha cenmuiia 14 He3aBrucHMO OT ynorpebaTa Ha
DMARD (MTX, cyndacanazuH u/mim XuJpOoKCHXIOPOKBHH), pe3ynraTta 3a HLA-B27 anturena i
n3xoaaute crornoctd Ha CRP.

JleuenneTo cbe Simponi BOJM 10 3HAYUTEITHO TOAOOPEHUE B TelleCHUTE (PYHKIMU, OLICHEHH I10
npomenute B BASFI Ha cenqmuna 14 u 24, B cpaBHEeHHUE ¢ U3XOIHUTE cTOMHOCTH. KauecTBOTO Ha
JKUBOT, CBBP3aHO ChC 3PaBOCIOBHOTO ChCTOSTHUE, OIIEHEHO Bb3 OCHOBA Ha ITOKA3aTENNTE 32
tenecHuTe QyHKmK Ha SF-36, cbiio moka3sa 3HaYNMO moAo0peHue Ha cenmunia 14 u 24. Cpen
MAIUEHTUTE, KOUTO Ca MPOIBIDKUIA YUYaCTHETO CH B IIPOYYBAHETO U ¢a JIKYBaHU ChC Simponi,
MoI0OpPEHHNETO B TENECHNUTE (PYHKIIMK M Ka4e€CTBOTO Ha )KHBOT, CBEP3aHO ChC 3/IPABOCIIOBHOTO
CBCTOSIHHE, ca OMJIM IMOJ00HH OT ceamuiia 24 1o ceamuna 256.

Hepenmeenoepaghcku axcuanen cnonouroapmpum
GO-AHEAD

BbesonacnoctTa 1 edukacHOCTTa Ha Simponi ca OLEHeH! B MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JIBOWHOCIAMO, Tuane0o-koHTponupano npoyusane (GO-AHEAD) npu 197 Bb3pacTHH NaLMEHTH C
TeXBK akTHBeH nrAxial SpA (ompeneneHu KaTo MalMeHTH, KOUTO OTTOBAPSIT Ha KPUTEPHUTE 32
KJacupuIrpaHe Ha akCHalleH CoHAWI0apTpuT Ha ASAS, HO He OTroBapsAT Ha MoanuIpanuTe New
York kputepuu 3a AS). [lanmenTrTe, BKIIIOYEHN B TOBA IPOYYBaHE, Ca MMAJIH aKTUBHO 3a00JIsIBaHe
(ompeneneno kato BASDAI > 4 u o BusyasHa aHanorosa ckaia (VAS) 3a o01iia 6os1ka B rppba > 4,
Bceku 1o ckana 0-10 cm), Bpnpekn HacTosAmo win npeaumHo gedenue ¢ HCIIBC u He ca nexyBaHu ¢
OuosIorn4Hu NpoAyKTH, BKIrounTenHo ¢ TNF-anraronucru. [lanuenture ca pangoMu3upanu aa
noJrydaBaT mane6o wiu Simponi 50 mg, IpuitokKeH MoIKOXKHO, Ha Beeku 4 ceamunu. Ha ceamuia 16
MAIMEHTHUTE BJIM3aT B OTBOPEHa ()a3a, B KOSITO BCHUKHM ca MOoTy4driid Simponi 50 mg, npuaoxeH
MIOJIKO’KHO, Ha BCEKH 4 CEIMUIIM A0 ceaMuLa 48, KaTo € HalpaBeHa OlleHKa Ha e(hUKacHOCTTA JI0
cenMula 52 u npociuensBane Ha 6e3onacHoctTa 1o cenmuna 60. [pubnuzurenno 93% ot
MAIEeHTUTE, KOMTO TOJIyIaBaT Simponi B HA4ajI0TO Ha OTBOPEHOTO MPOABIDKeHHE (ceamuria 16)
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OCTaBaT Ha JICUCHHUE JI0 Kpas Ha MPOyIBaHeTo (ceamuria 52). AHAIM3HUTE ca U3BBPIIICHU KaKTO 32
Bcuuku JiekyBanu (All Treated, AT, N =197), Taka 1 3a OOCKTUBHH MPHU3HAIM HA Bh3MAJICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nopumed CRP w/unum Hactosmu
J0Ka3artescTBa 3a cakponuT ot SAMP) nomynauuu. [lanaute 3a epukacHOCT OT manedo-
KOHTPOJIMPAHO MPOYYBAaHE ca ChOpaHU M aHATH3UpaHu 110 ceamuma 16. [IspBudHaTa KpaifHa TOUKa €
nersT manueHTH nocturHanu ASAS 20 otroBop Ha ceamuma 16. OCHOBHUTE pe3yaTaTH ca
npencraBeHu B Tabnuima 6 U ca ONMUCAaHU MO-I0TY.

Ta6auna 6
OcHoBHHu pe3yarartu 3a epukacHoct oT GO-AHEAD na cegmuna 16

IMogo0peHnusi Ha MPU3HALM M CUMIITOMH
Benuku nexyBaHu nomynanyun [Tomynanus ¢ 06eKTUBHU
(AT) npu3Hany Ha Be3manenue (OSI)
miane6o Simponi 50 mg mianebo Simponi 50 mg
n* 100 97 80 78
Otroopuin, % nauMeHTH
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
pEMUCHS 18% 33%* 19% 35%*
ASDAS-C*<1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
HNuxuoupane Ha Bb3NaJleHHETO B CAKpoWJInavyHuTe craBu (SI), usmepeno upe3 AMP
[Tname60 Simponi 50 mg [Tname6o Simponi 50 mg
n® 87 74 69 61
CpenHa npoMsiHa Ha
SPARCC! SIMP
CKOp Ha CaKpOMJIMavyHaTa
cTaBa -0,9 -5,3%* -1,2 -6,4**

a

b

n 0Tpa3siBa PaHJOMHU3HUPAHH M JIEKYBaHH MAallMEHTH
Ckop Ha C-peakTHUBHUSI POTEHH, OL[EHIBAIl aKTUBHOCTTA Ha 3a00sBaHeTo ankuio3upam cionamt (AT-ITnane6o,
N =90; AT-Simponi 50 mg, N = 88; OSI-Ilname6o, N = 71; OSI-Simponi 50 mg, N =71)

n oTpa3saBa Opos MALMEHTH ¢ U3X0THO HUBO U SIMP nanHm Ha cenmmuma 16

SPARCC (Koncoprym Ha Kanaza 3a n3cinenBane Ha CIIOHAUIOAPTPUTA)
** p<0,0001 cpapaeHme Ha Simponi cpsMo 1Ianedo
*  p<0,05 cpaBHeHue Ha Simponi copsMo TIane6co

CTaTHCTHYECKHU 3HAYMMH TI0I00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHH MTPH MAIUEHTH C
TeXBK akTHBEH nr-Axial SpA, nekyBanu cbc Simponi 50 mg B cpaBHEHHeE ¢ manedo mnpe3

ceamuna 16 (Tabmuna 6). [Ipu mbpBarta oneHka (ceaqmuiia 4), cie/l TbPBOHAYAITHOTO MPWIOKEHUE Ha
Simponi, ca HaOmogaBanu mogoopenus. SPARCC pesynrarst, uamepex upes AMP, nokassa
CTaTUCTHYECKH 3HAYMMO HaMaisiBaHe Ha S| CTABHOTO Bh3IMANICHUE HA ceiMUTIa 16 P MaIMeHTH,
neKyBaHH cbc Simponi 50 mg, B cpaBHenue ¢ manedo (Tadbmuma 6). bonkara, onenena or Ooa
Oosnka B rppOa 1 HowHa 0oJka B I'bpba VAS, v akTUBHOCTTA Ha 3a00JI1BaHETO, U3MEPEHA Upe3
ASDAS C, cpI110 TTOKa3BaT CTATUCTUYECKU 3HAYUMO TIOJOOPEHUE OT W3XOHOTO HUBO J0 ceamuria 16
NpY TAaLMEeHTH, JIeKyBaHH ¢bc Simponi 50 mg B cpaBHeHHE ¢ wtanedo (p < 0,0001).

CraTHCTHYECKU 3HAYMMU TI0I00pEeHUs B IphOHAYHATa MOOMITHOCT, olleHeH! upe3 BASMI
(MeTpoJsioruueH uHAEKC 3a aHKuIo3upaill crouauauT mo bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha ¢pusnyeckara pynkums, oneneHa upe3 BASFI, ca HabnronaBaHu py MaLMEHTH JIEKyBaHU
cbe Simponi 50 mg, B cpaBHEHUE ¢ AIMEHTHUTE, JIEKyBaHU ¢ Tuiaredo (p < 0,0001). [ManuenTure,
JIEKyBaHU ChCc Simponi, UMaT 3HAYUTEITHO ITO-TOJISIMO MOI00pPEeHUe Ha KaueCTBOTO Ha JKUBOT,
CBBP3aHO ChC 37[paBeTo, orieHeHo upe3 ASQoL, EQ-5D, u SF-36 dhusnyecku u NCUXudecku
KOMITOHEHTH, U IMaT 3HaYUTEIIHO MO-TOJIIMO OA0OpEeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
[0-TOJIIMO HaMaJIeHUe Ha o01aTa paboTOCIIOCOOHOCT U MOHMKABAaHE HAa aKTUBHOCTTA, OLIEHEHO Ype3
BBIIpocHUKAa WPAI, cripsMo manueHTuTe, mpueManiy miamne6o.
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CraTuCcTHYECKH 3HAYUMH PE3YNITATH CHINO ca JeMOHCTpHpaHu B momyiarusata OSI npe3 cenmuia 16
3a BCUYKHU KPaliHU TOYKH, OMIMCAHU T0-TOPE.

IIpu nBere AT u OSI nmomymanuu, mogoOpeHusITa 10 OTHOIICHUE Ha PU3HAIINTE U CHMIITOMHTE,
rprOHAYHATA TIOJBIKHOCT, (U3NUECKUTE (HYHKIIMU, KAYECTBOTO HA XKUBOT M MIPOU3BOAUTEIHOCTTA
HaOJI0JTaBaHU Mpe3 cenMuIa 16 mpu manueHTH, JIKyBaHu ¢he Simponi 50 mg npobiikaBa IMpu TE3H,
OCTaHalli B IPOYYBAHETO TIpe3 ceamuia 52.

GO-BACK

EdwukacHoctTa 11 6e30macHOCTTa Ha IPOABIDKUTETHO JISYCHNE C TOMMMYyMa0 (IThJIHA cXeMa Ha JiedeHue
WM C HaMaJleHa 4eCTOTa Ha MpujlaraHe) B CpaBHEHHUE C OTTETIISTHE OT JICYCHUETO € OLICHeHa IIPU
BB3pAaCTHH NauueHTH (Ha Bb3pacT 18-45 ronnHm) ¢ akTUBEH nr-axSpA, KOUTO ITOKa3BaT
MPOIBIDKUTETHA PEMHCHS B paMKkuTe Ha 10 Mecella OTKPHTO JIeueHHEe ChC Simponi MpH IpHiIarade
BeqHBK MeceuHo (GO-BACK). [omxoasmuTe manueHTH (KOUTO OCTUTAT KIIMHUYEH OTTOBOP 10
Mecell 4 ¥ ctaTyc HeakTHUBHO 3a0oisaBaHe (ASDAS < 1,3) Ha mecer 7 u Ha mecent 10), kouro ce
BKITFOYBAT B IBOMHOCIAMATA (ha3a Ha OTTETIISIHE OT JISYCHUETO, Ca PaHJAOMHU3UPaHU Ha
MPOABIDKUTETHO €KEMECEUHO JIeueHUe ChC Simponi (ITeIHA cxeMa Ha JedeHune, N = 63), JedeHue Ha
BCEKH 2 Mecella ¢be Simponi (¢ HamalieHa 4ecToTa Ha npuiarade, N = 63) Win e;xeMeceqHO JIeUeHHe
¢ wianebo (oTTerIsIHe OT JieueHueTo, N = 62) npubausuTenHo 1o 12 mecera.

[TepBUUHaTa KpaiiHa TOUKa 32 e(PUKACHOCT € MPOLEHTHT Ha MaUeHTUTE 06e3 000CTpsIHE Ha
3a0osiBaHeTo. [Ipy manueHTuTe, KOUTO Moy4yaBat 00ocTpsiHe, T.e. uMat ASDAS, cb0paH npu

2 mocien0BaTeNIHU OLICHKH, KaTo U IBETE MTOKa3BaT WM a0COMIOTEH pe3yiaTaT > 2,1, win noBuILaBaHe
cien orrerasiHe > 1,1 cipsimo mecert 10 (kpasiT Ha OTBOpEHUS IEPUO]] HA JICUEHUETO), € BH30OHOBEHA
exeMeceuHara Tepanus cb¢ Simponi B 0TBOpeHa (ha3za Ha MOBTOPHO JIEUEHHE, 3a J1a CE XapaKTepusupa
KIIMHUYHUAT OTTOBODP.

Knunuuen omeosop cied 0680UHOCAANO cnupane HA 1e4eHUemo

Cpen 188 maneHTH ¢ HeaKTUBHO 3a00JIsIBaHe, KOMTO MOJTYYaBaT IMOHEe e/IHA J103a OT JABOHHOCISTIOTO
nedeHue, 3Ha4UTENHO (p < 0,001) MO-royisiM MPOLEHT NANMEHTH HE MOIyYaBaT 000CTPSIHE Ha
3a00JIIBaHETO, KOTATO MPOABIDKABAT Simponi WK ¢ TbiIHaTa cxeMa Ha nedenue (84,1%), wm ¢
HaMmaJIeHa 4ecToTa Ha npuiarane (68,3%), B CpaBHEHHUE C OTTEIIIIHE OT jieueHueTo (33,9%)
(Tabmuma 7).

Ta6auna 7
AHaJIU3 HA MPOLEHTA yYacTHUIM 0e3 00ocTpsiHe®
HsaaTa ananusupana rpyna (Ilepuon 2 — nBoitHocasin)

Pa3znuka B % cnpsamo miane6o
JleuyeHne n/N % Ouenka (95% CI)® p-croiinoct”
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0; 49,7) < 0,001
[Tmare60 21/62 33,9

I_IsmaTa aHaJIM3MpaHa rpyna BKJII0YBa BCUYKHU PaHAOMHU3UPAHU YYaCTHUIIW, KOUTO IOCTUTAT HEAKTHBHO 3a00/151BaHe apes3

nepuon lu T0JIy4aBaT MMOHE €/1Ha 103a OT 3aCJICTIEHOTO JICYEHUEC B IPOYUIBAHETO.

a Omnpenenen karo ASDAS mipu 2 mocne1oBaTeTHi BU3UTH, KaTo U JABETE MOKa3BaT MM a0COMIOTHA CTOWHOCT > 2,1 min

yBeJIMYEHHE CIie]T PeKbCBaHe Ha JedeHneTo > 1,1 cnpsmo mecen 10 (Bu3uta 23).

[TpoueHTHT Ha rperka TuIl I mpu MHOrokpaTHOTO cpaBHsBaHe Ha JeueHneTo (GLM SC QMT cnpsmo nnaune6o u
GLM SC Q2MT cmpsimo mrane60) e KOHTpOInpaH upe3 nociensaro (step-down) tecrBane. [TomydeHo Bb3 ocHOBa Ha
cTparudumpanus Merox Ha Miettinen u Nurminen ¢ HuBo Ha CRP (> 6 mg/L mmu < 6 mg/L) karo crparudumnmpag
(axrop.

VY4acTHHIMTE, KOUTO NPEKBCBAT JIEIEHUETO IIPe3 MepHOA 2 TPEkKIEBPEMEHHO H TIPEH ,,000CTpsIHE ce CUUTAT 3a
HOJTYYHJIH ,,000CTpsiHE .

N = mbnen 6poit yyacTHUIHM; n = Opoii yyacTHuLM 6e3 o6octpsine; GLM = ronmumymad; SC = moakoxHo,

QMT = npunarane Begubx Meceyno; Q2MT = mpuiarane npes mecel.

Paznukara BBB BpeMeTO 710 TBPBOTO OOOCTPSIHE MEXKTy IpylaTa ¢ OTTETJISHE OT JICYSHUETO U BCSIKA OT
TPYIIUTE HAa JICUeHHE Chc Simponi e mokazana Ha @urypa 1 (sror-pank p < 0,0001 3a Bcsko
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cpaBHeHue). B rpymnara Ha mare60 o00CTpSIHETO 3aItouBa MPHUOIM3UTEIIHO 2 Mecela ciea KaTo
JIEYCHUETO ChC Simponi € CIPSHO, KaTo MO-TOJIIMaTa YacT OT 0OOCTPSHHUSITA Bb3HUKBAT B pAMKHTE Ha
4 Mmecena ciiesl criupane Ha jedeHnueTo (durypa 1).

®@urypa 1: Aunanau3 no Kaplan-Meier Ha BpeMeTo 10 MbPBOTO 000CTPsIHE
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CvbuTtue unu LieHaypupaHo

YyacTHULUM B pUCK Bpeme (Meceuy)
GLMQMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 36 31 27 24 24 23 22 22 22 10

*KpaiiHaTa Touka He e kopurupaHa 3a MHoxecTBeHocT. CTpaTudpuumpan no HuBo Ha CRP (> 6 mg/ unu < 6 mg/l).
ObocTpsaHeTo e onpegeneHo kato ASDAS npu 2 nocneaoBarenH BUUTK, KaTo U ABETe nokassaT unu abconioteH
pesynTar 2 2,1, unu noBuleHne cnea, otTernsaHe ot neyenuneto = 1,1 cnpamo meceyy 10 (Busuta 23). YuyacTHuLMTE,
KOMTO HAMAT o6ocTpsAHe, ca LieH3ypupaHi No BpeMe Ha OTTErnAHe OT NeYeHneTo unu Ha mecel 13 oT nepuog 2 Ha
ABoliHocnAnoTo neveHwe. Hayanoro Ha nepuoa 2 npeacrasnasa [eH 1 oT aHanusa no Kaplan-Meier 3a yanata
aHanusupaHa rpyna.

Knunuuen omeogop KoM nosmopHo nevenue npu obocmpsme na 3a0607146aHemo

KauHU4HUAT 0TTOBOp € omnpeneneH kato noxoopenue Ha BASDAI > 2 wim > 50% cnpsimo cpenHara
CTOWHOCT Ha 2 mocienoBarenHu onieHku mo BASDAI cBbp3anu ¢ obocTpsiHe Ha 3abomsBaneTo. OT
53 y4acTHHUIIM 11O CXe€MaTa ¢ HamaJileHa YeCTOTa Ha MpujIarale Win OTTEerJIsIHE OT JIEUEHUETO, KOUTO
uMat NOTBBPAEHO 000CTpsiHE Ha 3abomnsBaneTo, 51 (96,2%) nocTUraT KIMHUYEH OTTOBOP KbM
Simponi B paMkuTe Ha IbPBUTE 3 Mecela OT Bb30OHOBSIBAHE HA JICUCHHUETO, BHIPEKHU Y€ IO-MaJIKO
nanuenTy (71,7%) ycnsBar ga ro moaabpkaT mpe3 BCUUKUTE 3 Mecera.

Ynyepozen xonum
EduxacHoctTa Ha Simponi € olleHeHa B IBE€ PaHAOMHU3HPaHH, IBOMHOCIIEIIH, I1ale00-KOHTPOIHPaHH
KIIMHIYHU TIPOYYBaHUS IIPH Bh3PACTHH MAI[USHTH.

[IpoyuBanero 3a nagykunonHa tepanust (PURSUIT-Unaykuus) oueHsBa NalMEHTHTE C YMEPEH /10
TEXbK aKTHBEH yiiepo3eH koauT (Mayo ckop 6 10 12; eHIOCKONCKH CKOp > 2), KOUTO ca HMaJi
HE3a/I0BOJIMTENIEH OTTOBOP MIIM HEMOHOCUMOCT KbM CTaHJIAPTHH TEPAIHH, VITH ca OWITN
KOPTHUKOCTEPOU-3aBUCUMH. B eTamna Ha nmpoy4yBaHeTo 3a yCTaHOBsIBaHE Ha j03aTa, 761 maumeHTtu ca
Owmn pangoMusupanu aa norydar win 400 mg Simponi sc Ha ceamuia 0 u 200 mg Ha ceamuna 2,
200 mg Simponi sc Ha ceamuna 0 u 100 mg Ha ceqmuna 2, uiu rianebo sc Ha cenmuna 0 u 2.
Paspemen e cerpTCTBAL] TPUEM HA TIOCTOSHHU 03U MEPOPATHNA aMUHOCAITUIIUIIATH,
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KOPTUKOCTEPOUIN H/UiIKN UMyHOMOayatopu. OreHeH € ehekThT Ha Simponi mpe3 ceaMuiia 6 B ToBa
poy4YBaHe.

Pesynrarure ot nmpoyuBane 3a nonabpskaina tepamnust (PURSUIT-Ilonabpkane) ce ocHOBaBaT Ha
oIeHKara Ha 456 manMeHTH, KOUTO ca MOCTUTHAIN KIMHIYEH OTTOBOP OT MPE/IIecTBaIIa
WHAYKIWOHHA Teparusi cbe Simponi. [lanmenTuTe ca panaoMusnpanu Ja moxydar Simponi 50 mg,
Simponi 100 mg wim miane6o, TPUIIKESHN OJIKOKHO Ha BCcekd 4 ceamuny. Paspemenu ca oumu
CBHITBTCTBAIIN MTOCTOSIHHA J03W TIEPOPATHI aMUHOCATMIUIIATH W/WIH UMyHOMOynaTopu. Jlo3nurte Ha
KOPTUKOCTEPOHIUTE € TPSIOBAJIO /1a C€ HAMAJIAT IMOCTETIEHHO MIPH 3all0YBaHEe Ha MPOYYBAHETO 32
nogabspxama tepanust. OueHer e eekTbT Ha Simponi npe3 ceamuna 54 B ToBa MpoyYBaHe.
[MaumeHTHTE, KOUTO Cca MPUKIIOYIIN IPOYYBAHETO 3a MOAIbpIKallla Tepanus A0 ceaMuua 54
MPOABIDKABAT JICUEHUETO B PA3IINPEHO MPOyUIBaHe, KaTo ePUKACHOCTTA € OlleHeHa 10 ceamua 216.
OneHkara 3a e()MKaCHOCT TP Pa3MIMPEHOTO MPOYYBAHE € HANpaBeHa Bb3 OCHOBA HA MPOMEHUTE B
NPUIOKEHUETO Ha KopTUKocTepouau, [ mobannara onenka Ha aekaps (Physician’s Global
Assessment, PGA) 3a akTHBHOCTTa Ha 3a00JIIBAaHETO M TOJIOOPEHNETO Ha KA9€CTBOTO HA KUBOT,
M3MEpEeHo TocpeIcTBOM BrpocHUK 32 Br3nanuTenHa 6onect Ha yepBara (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tabanna 8
OcHoBHH pe3yaTaTu 3a kJInHHYHA epukacHocT oT PURSUIT - Uaayknus u PURSUIT -
IMopabpxane
PURSUIT-Unayknus
Simponi
Ilnanedo 200/100 mg
N =251 N =253
IIpoueHT NauueHTH
[TauyeHTH B KIIMHWYEH OTTOBOP Ha ceamuua 6° 30% 51%**
ITauMeHTH B KIMHMYHA PEMHUCHS Ha ceaMuIa 6° 6% 18%**
[TanenTH ¢ TUTaBUYHO O3/IpaBsSBaHE HA 29% 42%*
ceamuia 6°
PURSUIT-llopabpaxane
Simponi Simponi
Ilnane6o! 50 mg 100 mg
N=154 N=151 N=151
IIpoueHT MauueHTH
[onabpxane Ha kmuHUYHKUS oTroBOp ([lanmenTn 31% 479 500, %
B KJIMHWYEH OTTOBOP Ha ceamuIia 54)°
Tpaiina pemucus (IlanmenTn B KJ'II/IHI/I‘IHfa 16% 2304 2804
pemucust Ha cenmunia 30 u cenmuna 54)

N = Opoit manueHTH

** p<0,001

* p<0,01

OmnpenerneH KaTo MOHIDKEHNE OT N3X0{HaTa CTOWHOCT B Mayo ckop ¢ > 30% u > 3 Touku, NpUIPYNKEHO ¢ HaMaJIeHHe
Ha CKOpa 3a PEKTaJHU KPbBOM3IUBH C > | WM CKOP 3a peKTaJHU KpbBOMU3IHUBU OT 0 uim 1.

a

Omnpenenen kato Mayo ckop < 2 ToukH, 0€3 HHIUBHIyaIeH CKop > 1
Omnpenenex kato 0 nnu 1 3a eHAOCKOIICKH CKOp 0T Mayo ckop.
Camo 3a HHAYKIMOHHA Tepanus Ha Simponi.

IManuenTnTe ca oreHeny 3a aktuBHOCT Ha UC upe3 gacTuaeH Mayo ckop Ha BcekH 4 ceqMHUIHM (3arybaTa Ha OTTOBOD €
MIOTBBpP/ICHA €HJ0CKOTICKH). ETo 3ammo narueHT, KOHTo e MoA bpKal OTTOBOP, € B ChCTOSTHHE Ha TPacH KIMHIYIECH
OTTOBOP NIPH BCSIKO OLIEHSBAaHE Ha ceaMuIia 54.

[Nanwment, xoiTo e TpssOBaio na Obae B peMucus Ha cenmuny 30 u 54 (6e3 ma mokassa 3ary0a Ha OTTOBOp B HAKAKBB
MOMEHT Ha ceIMUIIa 54), 32 1a TOCTHTHE TPaifHA pEMHCHS.

IMpwn manmenTute ¢ Teryo nox 80 kg, mo-roxsMa 9acT OT manueHTHTe, npuemMany 50 mg moIbprkania Tepamnms, ca
MOKa3aJIi TpalHa KIMHAYHA PEMHCHS, B CPaBHEHHUE C TE3H, IPHEMaIH Iianedo.

[ToBedye nekyBaHu chC Simponi MAIMEHTH IOKAa3BaT TPAMHO JTUTABHYHO O3/(paBsiBaHe (MAMEHTH C
JUraBUYHO 031paBaBaHe Ha ceamuua 30 u ceamuua 54) B rpynara ¢ go3a 50 mg (42%, HoMuHamHa
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p <0,05) u rpymara ¢ qo3a 100 mg (42%, p < 0,005), B cpaBHEHHE ¢ MAIIMEHTUTE B rpymnara ¢ mianedo
27%).

Cpen 54% ot naunenture (247/456), KOUTO ca MpUEManH ChIIBTCTBAIIN KOPTUKOCTEPOHUIN TIPH
3anouBane Ha PURSUIT-Ilognbpxkane, manueHTHTE, KOUTO Ca MOAIBPKATH KIMHIYCH OTTOBOD 10
cenMuIla 54 v He ca MpHEeMalld ChITBTCTBAIIM KOPTUKOCTEPOH I Ha ceiMUIIa 54, ca TIoBeve B rpymnara
¢ no3a 50 mg (38%, 30/78) u rpymnara ¢ no3a 100 mg (30%, 25/82), B cpaBHEHUE ¢ Tpynara ¢ miarebo
(21%, 18/87). bposT Ha MAIMEHTHTE, KOUTO Ca CIIPENIN KOPTUKOCTEPOUIUTE Ha cenMuIia 54, e
MO-TOJIsIM B rpymnarta ¢ go3a 50 mg (41%, 32/78) u rpymara ¢ mo3a 100 mg (33%, 27/82), B cpaBHEeHHE
¢ rpynara c mane6o (22%, 19/87). Cpex nauueHTHTE, KOUTO Ca BKIIOYEHU B Pa3MIMPEHOTO
NpOYYBaHe, MPOLEHTHT Ha YYACTHUIIMTE, KOUTO OCTaBaT Ha JieueHUe 03 KOPTUKOCTEPOUIH KATO IISII0
ce moaIbpKa 10 ceamuria 216.

IIpu manuenTH, KOUTO HE MOCTUTAT KIIMHIYEH OTroBop Ha ceamuna 6 B npoyusanusita PURSUIT-
Wunyxmms e npunoxed Simponi 100 mg va Bcekn 4 ceamuny B ipoyuBanero PURSUIT-
IMonnwspxane. Ha ceqmuna 14, 28% 0T Te3u nanyeHTH NOCTUraT OTTOBOP, ONPEAETIEH Ype3 YaCTUICH
Mayo ckop (Io-HUCHK C > 3 TOYKH B CPABHEHHE C HAYAJIOTO HA MHAYKIIMOHHATa Tepanus). Ha
cenMula 54, KIMHUYHNUTE PE3yITaTH, HAOMI0JaBaHU NP TE3U MALMEHTH €A CXOJHH C KIMHUYHHUTE
pe3yiaTaTH, ChbOOIICHH 3a MALUEHTUTE, KOUTO IIOCTUTAT KIMHUYEH OTTOBOP Ha ceaMuIa 6.

Ha cenmunia 6, Simponi 3HaunMo 1o00psiBa KAY€CTBOTO Ha KUBOT, U3MEPEHO C IMIPOMSHATA OT
M3XOJTHO HUBO B crieruduIHO 3a Oonectra mamepBane, IBDQ (inflammatory bowel disease
questionnaire, BEIIPOCHHK 32 Bb3MaJIUTEIHA OoecT Ha yepBara). Cpell malueHTuTe, IprueMati
MOJUTBPIKAILO JISYEHUE ChC Simponi, MOJOOPEHUETO B KAUECTBOTO Ha )KHUBOT, M3MepeHo upe3 IBDQ, e
MOAIBPKAHO Ha ceaMuLa 54.

[Mpubnuzutenno 63% oT MaMeHTUTe MOTYYHIN Simponi B HAYAIOTO Ha Pa3IIMPEHOTO MIPOYYBaHE
(cemMuita 56) octaBar Ha J€UCHHUE JI0 Kpas Ha MPOyYBaHETO (TIOCICIHO MPHIOKEHUE Ha TOIMMyMa0
npe3 ceqmuiia 212).

VIMyHOT€HHOCT
B npoyuBanusita aza 1l 3a neuenue va RA, PsA u AS no ceamuna 52 npu 5% (105/2 062) ot

NalUCHTHTE, JIEKYBaHH C TOJIMMyMa0, ca OTKPUTH aHTHTEIIA CPEIly TOIMMyMad U, KbJICTO ca
M3CJIEIBAHM, TIOYTH BCHYKH aHTHTENA ca OMIIM HEYTPaTU3UpAaIiH in vitro. TIpu pasnnaau
PEBMATOJIOTMYHM TTOKA3aHUS ca HAOIOJaBaHU CXOHU CTOHHOCTH. ChIbTCTRAIUAT pueM Ha MTX
BO/IH JI0 ITO-MaJTbK MPOIEHT MAIMSHTH C aHTHTENa CPElLy ToJMMyMal B CpaBHEHHE C MAIIUEHTHUTE,
JieKkyBaHu ¢ ronmumymad 6e3 MTX (chorBeTHO mpubnusutesHo 3% [41/1 235] u 8% [64/827)).

ITpu nr-Axial SpA ca oTkpuTu aHTUTENa cperty ronumymad npu 7% (14/193) ot naunenrure,
JIEKyBaHU ¢ ToIMMyMa0 10 ceaqmuia 52.

I1pe3 54-a cenmuua Ha ¢a3a Il u daza Il npoyusanus npu yimeposeH Koaut npu 3% (26/946) ot
JIeKyBaHUTE MAalMEHTH C TOIMMYMal, ca OTKPUTH aHTUTeNa KbM ronumymad. Lleiicer u ocem
nporieHTa (21/31), OT aHTHTSUIO-TIONIOKHUTEITHUTE MAIIMEHTH, Ca UMAJIF HEYTPaAIU3UPAIIH aHTHTEIA
in vitro. CBIIBTCTBAIIOTO JIUEHHE C UMYHOMO/LYJIATOpH (a3aTHonpuH, 6-mepkantonyput 1 MTX) e
JIOBEJIO JI0 MO-HUCHK MPOLIEHT Ha MALMEHTUTE C aHTUTENIA KbM TOJIMMyMad B CpaBHEHHE C
MAIUeHTUTE, MPUEMAIIF roJIuMyMad 0e3 mpreM Ha UMyHOMOay1aTopu (¢cboTBeTHO 1% (4/308)
cpsimo 3% (22/638)). [Ipu nanmeHTHUTE, KOUTO MPOIBIIKABAT B PA3LINPEHOTO MIPOYIBAHE ¥ UMAT
OLIEHUMH TIpoOH 110 cenmua 228 ca OTKPUTH aHTUTEa KbM roaumymad npu 4% (23/604) ot
JISKyBaHUTE MAIlMEeHTH ¢ roaumyMad. OcemaeceT u jBa nporenra (18/22) ot aHTUTSIO-
TIOJIOXKHUTEITHUTE NAIMEHTH Ca UMaJT HEeYTPaIH3UPAI aHTHTEIA i1 Vitro.

Hannunero Ha aHTHTENA Cpely romMyMad MOXe Jja OBUIIM PUCKA OT PEaKIMU Ha MSICTOTO Ha
WH)XEKTHpaHe (BX. Touka 4.4). Mankust Opoil manueHTH, OJ0KUTEITHH 32 aHTUTENa CPeIry
rojJuMymal, orpaHuuaBa Bb3MOKHOCTTA JIa CE HAMPABSIT KaTETOPHUYHH 3aKIFOUCHHS 32 Bph3KaTa
MEXIY HAJTMYUETO HA aHTHUTENA CpPelly TOMMMyMad U KIMHUYHATa e(pUKaCHOCT MIIM MEPKHUTE 32
0e301acHoOCT.
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Twil KaTO aHAIN3BT HA IMYHOT€HHOCTTA € CIIeNU(HYCH 3a NPOIYKTa U U3MOI3BAHUTE TUATHOCTHYHH
TECTOBE, CPABHEHUETO HAa CTOWHOCTUTE HAa Pa3BUTHE HA aHTUTENA C TE3W HA APYTH MPOAYKTH €
HEYMECTHO.

Henuatpuyna monynamus

EBporneiickaTa areHIus mo JeKapcTBaTa oTiara 3albJDKEHUETO 3a MPEJAOCTaBIHE HA PE3YITaTUTE OT
NPOYYBaHUATA ChC SIMpPoNi B €THA WITH MTOBEYE MOJATPYIH OT NeUaTPUIHATA TIOMYJIAIUS IPH
yIIIEpO3eH KOMUT (BK. ToUKa 4.2 32 nHbOpMAIHs OTHOCHO YIOTpeOa B IeTUATPHUITA).

5.2 ®apmMakoKNHeTHYHH CBONCTBA

Abcopbyus

Cren emHOKpAaTHO MOJKOKHO MPUIIOKEHHE Ha TOIMMYMab Tpy 3paBu JOOPOBOIIIM WK TALMEHTH C
RA, cpemnoTo BpeMme 3a mocTuraHe Ha MakCUMaiiHa cepyMHa KoHneHTpanus (Tmax) Bapupa oT 2 1o

6 nau. [lomkoxxHOTO MHXKEKTHpaHe Ha 50 mg romuMyMal Ha 3paBH JOOPOBOIIIN BOIM IO TOCTHTaHE
Ha CpeJHO + CTaHAApPTHO OTKIIOHEHHE B MaKCHMalHa cepyMHa KOHIEHTPAUs (Cumax) 3,1 £ 1,4 pug/ml.

Cren emHOKpaTHO MOAKOKHO MHXKekTHpane Ha 100 mg, abcopOuusaTa Ha roIMMyMal € CXoHa B
MUILIHULATA, KopeMa U 0eApoTo, Cbe cpenHa abcontoTHa onoHamumuHocT 51%. Twit kaTo criex
HOAKO)XHO TPHIIOKEHHE ToIMMyMa0 IToKa3Ba NpUOIN3UTEIHO JIMHEHHA 10303aBUCHMA
(hapMaKOKHHETHKA, CE OYaKBa a0CONMOTHAaTa OnoHaIMYHOCT Ha 50 mg wiu 200 mg romumymMab na e
CXOJTHA.

Pasnpeodenenue
[Tpu enHOKpATHO i.V. IPUIIOKEHHUE CPpENHUAT 00eM Ha pasnpeaeinenue e 115 £ 19 ml/kg.

Enumunupane

CHCTEeMHUST KIMPBHC Ha TONIMMYMab € u3uuciieH Ha 6,9 + 2,0 ml/nneBHo/kg. TepMUHATHUAT
MOJYKHUBOT € U3YMCIICH Ha nMprOImM3uTeNiHo 12 + 3 nHu npu 3/1paBu J0OPOBOIIIH, KATO CXOTHH
CTOWHOCTH ca HaOro1aBaHu u rpu narueHTn ¢ RA, PsA, AS nmm UC.

ITpu noakoxHO npunoxenue Ha 50 mg romumymad npu naiueHT ¢ RA, PSA unu AS Ha Bceku

4 ceaMMLIU CEPYMHUTE KOHIEHTPALIMK JOCTUTAT CTALIMOHAPHO ChCTOsIHME Ha ceamuia 12. Ilpu
chbTcTRAIIA yioTpeda ¢ MTX, neuenuero ¢ 50 mg roimMymad MOKOKHO Ha BCEKHU 4 CEAMMUIIN
BOJIM JI0 CPEHU (+ CTaHJAPTHO OTKJIOHEHHE) Hali-HUCKU CEpyMHH KOHIIEHTPAIUK B CTAIIMOHAPHO
cberostHue oT npudnusutenso 0,6 £ 0,4 ng/ml npu nanueHTy ¢ akTuBeH RA He3aBHCHUMO OT
neuennero ¢ MTX, npubnmusurento 0,5 + 0,4 pg/ml npu nanueHTy ¢ akTuBeH PsA u npubnu3nuTenHo
0,8 + 0,4 pg/ml npu marmentu ¢ AS. Ilpu manuentu c nr-Axial SpA, cpeanuTe cepyMHU
KOHIICHTpAIMX Ha TOIMMYMal B CTAllMOHAPHO CHCTOSHHE Ca CXOHU C Te3H, HAaOII0IaBaHH TIPU
ManueHTy ¢ AS cies moIKoXKHO priiokenre Ha 50 mg ronmuMymad Ha BCEKH 4 CEIMUIIH.

[Manuenture ¢ RA, PsA uimu AS, KOUTO HE ca Ha ChIIBTCTBAIIO JiedeHne ¢ MTX, ca ¢ mpuOIU3UTEIIHO
30% MO-HUCKH OT Ha-HUCKUTE KOHIIEHTPAIIMH HA TOJMMYMa0 B CTAIIHOHAPHO CHCTOSIHUE OT TE3H,
JIeKyBaHH ChIBTCTBAIIO ¢ TonumyMad u MTX. Ilpu orpannuen Opoit nanuenTt ¢ RA, nekyBanu ¢
roJiuMyMa0, IpujiaraH IoJIKOXKHO 3a IEePHO OT 6 Mecella, ChIIbTCTBaIaTa ynotpeba Ha MTX
HamaJsBa KIMpbHCA Ha TouMyMad ¢ npuoim3nuTenHo 36%. [lonynannoHHUAT hapMaKOKHHETHYECH
aHanu3 obaye Mokasea, 4e ChIrbTcTBamaTa ynorpeda Ha NSAID, nepopaiiHi KOPTUKOCTEPOUIH WIIH
cyJidacana3uH He IOBJIHABA KJIUPBHCA HA TOTMMYyMal.

Crnen naaykuuonan 1o3u ot 200 mg u 100 mg ronumymad choTBeTHO Ha ceamunm 0 u 2, u ciiex ToBa
Ha Bcekd 4 cenmuuy noaabpkamu go3u 50 mg unu 100 mg ronuMymad MoAKOKHO Ha MALMEHTH C
UC, cepyMHHTE KOHIIEHTPAIIUH FOJIMMYMa0 TOCTUTAT CTAIIMOHAPHO ChCTOSTHUE MTPHOINZUTEITHO

14 cenmuru cnen HavanoTo Ha TepanusTa. Jleueanero ¢ 50 mg minu 100 mg ronmMymad MOAKOKHO Ha
BCEKH 4 ceIMHIIM IO BpEME Ha IIEpUo/ia Ha MOANbPKAHE, BOJU 10 CPEAHN CTAIMOHAPHU Hal-HUCKHU
CepyMHHU KOHIEHTPALUH OT CbOTBeTHO Npuomm3utento 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.
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IIpu maruenTu ¢ UC, nekyBanm ¢ 50 mg uiu 100 mg rommmymad OIKOXKHO Ha BCEKH 4 CEIMUITH,
CBITBTCTBAIIATA YIIOTPeOa Ha UMYHOMOYJIATOPH HE TIOKa3Ba ChIIIECTBEH ePEKT BHPXY
CTaIlMOHAPHUTE HAali-HUCKU HMBA Ha TOJIMMYyMa0.

[NarnuenTuTe, pa3BUIIM aHTUTENA CPEILY TOTMMYMa0, KaTo IISJI0 ca ¢ HUCKU CTOMHOCTH Ha
Hal-HACKHUTE CEpyMHH KOHIICHTPAINH Ha TOTMMYMal B CTAllMOHAPHO CHhCTOSTHUE (BXK. Touka 5.1).

Jluneiinocm

[Ipu enHOKpPAaTHO MHTPABEHO3HO NMPUIOXKEHUE IIPU NanueHTu ¢ RA, romumymab nokassa
NpUOTU3UTETHO TUHEHHa J0303aBrcHMa (papMaKOKWHETHKA B 1030BUs nHTepBai oT 0,1 10

10,0 mg/kg. Cnen equHMYHA MMOJKOXKHA J103a B 1030BHs Anana3oH oT 50 mg no 400 mg npu 3apaBu
JI0OpOBOIIIIH ce HabJTI01aBa MIPUOIU3UTEITHO MPOIOPITHOHATHA Ha 103aTa (DapMaKOKHHETHKA.

Brusanue na menecnomo meaio 8vpxy gpapmaxoxunemuxama
ChIiecTByBa TEHICHIMS KbM ITOBHIIABAHE HA KJIMPHHCA HA TOTMMYMal ¢ TIOBUIIIABAHE HA TEIECHOTO
Terno (BX. Touka 4.2).

5.3 IIpeak/JMHMYHU JaHHH 32 0€30MaCHOCT

HexnuHuYHUTE TaHHY HE TIOKAa3BaT OCOOCH PHUCK 3a XopaTa Ha 0a3ara Ha KOHBCHIIMOHATHHUTE
(hapMaKoJIOTHYHYU MPOYYBAHUS 32 OE30MACHOCT, TOKCUYHOCT MPU MHOTOKPATHO TPUIIOKCHHE,
PENPOAYKTUBHA TOKCHYHOCT U TOKCHYHOCT TI0 OTHOIIIEHHE Ha Pa3BUTHETO.

C ronumyMab He ca MPOBEXJaHH POYYBaHUS 32 MyTareHHOCT, 3a BIUSHHUE BbPXY QepTunnurteTa npu
JKMBOTHU U 33 ABITOCPOYHA KAPLUHOTEHHOCT.

B npoyuBaHe 3a BIMSIHUETO BEPXY (epTHIIMTETa B 00IIaTa penpoAyKTHBHA (DYHKIUS IPH MUILKH, B
KOETO € M3MOJI3BAH0 aHAIIOTHYHO aHTUTSIIO, CETIEKTHBHO WHXUOMPAIIO (GYHKIIMOHATHATA aKTHBHOCT
Ha mumns TNFa, Oposit Ha OpeMeHHUTE MUILIKY HamalsiBa. He e u3BeCTHO Janu ToBa ce IbJDKU Ha
eeKT MpH MBIKKUTE W/UITK JKEHCKUTE MUIIKH. [Ipu npoyyBaHe 3a TOKCHYHOCT 110 OTHOIIICHHE Ha
Pa3BUTHUETO IIPU MUILKH, CIEM NPUIOKEHUE HA CHIOTO AHAJIOTMYHO aHTUTSUIO, KAKTO U IIPH

MpoOy4YBaHC HaA FOJ'H/IMYM3.6 IIpyu AbJTOoO0IalIaT MakKal, HsiMa JaHHU 34 TOKCUYHOCT IIpU MaﬁKaTa,
6M6pHOTOKCI/I‘IHOCT HJIM TCPATOICHHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucbk Ha NIOMOIIHHUTE BENIECTBA
Copouron (E 420)

XHUCTUIVH

XUCTUAWHOB XUAPOXIOPHT MOHOXUAPAT
[omucop6bar 80

Bona 3a unxxeknuu.

6.2 HecbBMEeCTHMOCTH

[IpenBun nuricaTa Ha MPOYYBAHHUA 32 HECHBMECTUMOCTH TO3H JIEKApCTBEH MPOIYKT HE TPsIOBa aa ce
CMECBA C JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpox Ha roaHOCT
2 roguHu
6.4 Chenuananm ycaoBHs HA CbXpaHeHHe

Ja ce cexpanssa B xmagmiaAK (2°C — 8°C).
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Jla He ce 3ampassiBa.

CoxpaHsBaiiTe MpeABapUTEITHO HATBJIHEHATA MTUCANIKA WIIM TTPEIBAPUTEIHO HAITBTHEHATA CIIPUHIIOBKA
B KapTOHEHATa OMaKOBKa, 3a J1a ce MpeAIa3u OT CBETJINHA.

Simponi Moke J1a ce ChXpaHsIBa MPU MaKCUMallHa TeMIieparypa a0 25°C, e IHOKpPaTHO 3a MEePHOJI 10
30 gHM, HO HE W CJIE] 1aTaTa Ha M3THYaHE Ha MbPBOHAYAHAS CPOK HA TOIHOCT, HAIlEYaTaH BbPXY
KapTOHEHaTa omakoBKa. HOBHAT cpok Ha TOAHOCT TpsiOBa fa Ob/ie HalMcaH BbPXYy KapTOHEHATa
omakoBka (70 30 JHU OT AaTaTa Ha U3BAKIAAHE OT XJIQJMITHHUKA).

Benuwx cien kato Simponi € CbXpaHsSBaH NPH CTaifHa TeMIiepaTypa, He TpsiOBa Jia ce BPbIa OTHOBO
3a CbXpaHEHHUE B XJIAJAWIHUK. Simponi TpsiOBa Aa ce U3XBHPIIH, aKO HE cE U3MOJI3Ba B PAMKUTE Ha
30 nHM IpU ChbXpaHEHUE Ha CTailHa TemmepaTypa.

6.5 Buau chabpikaHue Ha OMAKOBKATa

Simponi 100 mg WHXEKUXOHEH Pa3TBOP B NPEABAPUTEIHO HABIHEHA NUCATIKA

1 ml pa3TBOp B IpeBapUTETHO HAITBIIHEHA CIIPUHITOBKA (CTHKIIO THII |) ¢ pukcupaHa uria
(HeppxkIaecMa CTOMaHa) M Kanaue Ha uriata (Tyma, ChIbpiKa JIaTeKc) B IPEABAPUTEITHO HATbIHEHA
nucajka. Simponi ce 10CTaBsl B OIAKOBKH, ChABPKALIM | MpeaBapuUTEIHO HAIBJIHEHA MUCAJIKA U
IPyIOBH OMAKOBKH, ChABPXKAILIH 3 (3 OMAaKOBKH OT 1) NpeABapUTENHO HAITBIHEHH MUCAJIKH.

Simponi 100 mg WHXKEKIIMOHEH Pa3TBOP B NPEABAPUTEIHO HATbJIHEHA CIPUHIIOBKA

1 ml pa3TBOp B IpenBapUTETHO HAITBIIHEHA CIIPUHITOBKA (CTHKIIO THII I) ¢ pukcupana uria
(HeppxIaecMa CTOMaHa) U Kanaue Ha uriata (Tyma, ChAbpiKa JaTekc). Simponi ce 1ocTaBs B
OIIaKOBKU, CbAbpiKallnu 1 NpEeABAPUTEIIHO HAITBJIIHCHA CIIPUHIIOBKA U I'PYIIOBH OIIAKOBKHU, CbAbpPiKalln
3 (3 omakoBk# OT 1) MpenBapUTETHO HATBIHEHH CIIPUHIIOBKH.

He Bcruku BUAOBE ONMAKOBKK MOTaT 1a ObAaT MMyCHATH B TIpoJax0a.
6.6 CrnenuajaHu NpeanasHu MepKHU NPH U3XBbPJIsiHEe H padoTa

Simponi ce JocTaBst KaTo MPEABAPUTEIHO HAITbJIHEHA MUCAJIKA 32 eJHOKPATHA yroTpeba, HapeueHa
SmartJect nim npeaBapuUTEIHO HAITBJIHEHA CIIPUHIIOBKA 32 €IHOKpaTHa yrorpeda. BB Besika
OIAKOBKa MMa MHCTPYKIIMH 32 yrnoTpeda, B KOUTO MOAPOOHO € OMUCAHO KaK Ce U3I0J3Ba MHCcaIKaTa
Wi cipuHioBkata. Ciiesl H3BaXkIaHe Ha MPEIBAPUTEITHO HAITBIHCHATA MHCATIKA WU TIPEIBAPUTEITHO
HaITbJIHEHATa CIIPUHIIOBKA OT XJIQJMJIHHUKA, P MHKEKTUPAHETO Ha Simponi TpsiOBa J1a ce n3vyaka
30 MuHYTH, 32 J]a MOXKE pa3TBOPHT Ja JOCTUTHE CTaiiHa Temmneparypa. [lucankara uin ClipuHIOBKATa
He TpsiOBa Jla ce pa3KJialiar.

Pa3TBOpBT € OHCTHP J0 JIEKO OMAIeCIeHTEH, Oe31BETEH /IO CBETIIOKBIIT H MOXKE JIa ChIbprKa MaJIKU
MPO3pavyHy MU Ol MPOTEHHOBH YacTHIINA. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
NpoTeMHH. Simponi He TPsIOBa J1a ce U3MOI3BA, aKO Pa3TBOPBT € C MPOMEHEH LBST, MbTEH WU
ChIbPIKAI BUAUMH TyXKITU aCTHIIH.

[MompoOHM ykazaHUsl 32 TOATOTOBSIHETO U MPHUIOKECHUETO Ha Simponi MpeBAPUTEIHO HAITBIIHEHA
MHCAJIKa WIN PEABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA €A JaJCHU B JINCTOBKATA 3a ITALIUCHTA.

Hewnsnon3BaHusAT JeKapCTBEH MPOIYKT WX OTHAIbUYHATE MaTEPUAII OT HETO TPsIOBa Jla ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. NPHUTEXATEJ HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse
benarus
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8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/005 1 npeaBapuTeIHO HATBIIHEHA MTHACAIKA
EU/1/09/546/006 3 mpeaBapuTeIHO HAITBITHEHN TUCATKH

EU/1/09/546/007 1 npeaBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA

EU/1/09/546/008 3 nmpeaBapuTeIHO HAITBIHEHN CIIPUHIIOBKH

9. JATA HA ITbPBO PASPEINIABAHE/ITOJHOBABAHE HA PASPEHLIEHUETO 3A
YIOTPEBA

[ata Ha mppBO paspemanane: 1 okromspu 2009 .
Jlata Ha nocnegHo nogHoBsBaHe: 19 ronu 2014 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

10/2025

[MonpoOHa nH(popMaITUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
arcHIMs 1o JiekapcTraTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1

MPOU3BOJUTEJ HA BUOJIOTMYHO AKTUBHOTO
BEIECTBO U IPOU3BOJUTEJ OTTOBOPEH 3A
OCBOBOKJABAHE HA APTUIU

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUS N UBUCKBAHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA "

E®EKTHUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOJIYKT
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A. NPOU3BOIUTEJ HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTUIN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden

Hunepnannus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Co. Cork

Hpnannus

HMe u agipec Ha IPOU3BOJIUTEIS, OTTOBOPEH 3a OCB060)KIlaBaHC Ha NapTUAUTC

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
Hunepnannus

b. YCJOBUS NN OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlexapcTBEHUAT NPOYKT Cc€ OTITyCKa [0 OTpaHUYEHO JeKapcko npeanucanue (Bwx [punoxenue I:
KpaTka xapakTepucTrka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (IIA1B)

WzuckBanwmsra 3a mogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHICHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucsk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CJIEIBALIN aKTyaJIN3aLIH, ITyOJIUKYBaHU HA €BPOIICHCKUS
yeOmopTa 3a JeKapcTBa.

I'.  YCJIOBUSA U OI'PAHUYEHUA 3A BE3OITACHA U EOUKACHA YIIOTPEBA HA
JIEKAPCTBEHMUS TPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (ITYP)

IIpurexxatensat Ha pa3pemenuero 3a ynorpeda (IIPY) Tps6Ba na n3BbspuIBa M3UCKBaHUTE IEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIeIsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogo0penus [1YP,
npezncraBed B Moy Ha 1.8.2 Ha pa3penieHrneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CII€BAIIT
oo0peHu akryann3anuu Ha [TYP.

Axrtyanusupan [IYP tps6Ba na ce monasa:

o 0 “CKaHe oT EBpomnelickara areHuus 1o JIEKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpPMAIHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIIEHHUETO T10J13a/PHCK, WM CIIe]] JOCTUTaHe Ha Ba)KEH eTal (BB BPb3Ka C IPOCIIEIIBaHEe
Ha JIEeKapCTBEeHAaTa OE€30MacHOCT WM CBEXJaHe Ha PUCKaA 10 MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBCKAAaHE HA PUCKA 10 MUHUMYM

OOyuuTenHara mporpama BKJIFOYBA HAIIOMHSIIA KapTa Ha MAIeHTa, KOSITO TOH TpsOBa /1a HOCH.
KapTrara nma 3a 111 KakTo Jia CIIy»KU 3a HAIIOMHSIHE Jla CE 3allUCBaT ATUTE U PE3YJITaTUTE OT
KOHKPETHH W3CJICIBAHUS, TaKa M JIa YICCHU MallUeHTa TPH 0OMsIHA Ha BakKHA MH(DOPMAIIHS C
NeKyBamusA(UTe) TO METUIITHCKH CIISIIUAINCT(H), OTHOCHO MTPOBIDKABAIIOTO JIEYSHHE C IPOTYKTa.

HanomHusimaTa kapTa Ha NalMeHTAa TPAOBa 1a ChABbPIKA CICTHUTE KIIOYOBH MOCIAHMS:

o Hanomusiae Ha manMeHTHTE 1a MOKa3BaT HAIIOMHSIIIATA KapTa Ha MallMeHTa Ha BCHUKU
JeKyBaly Tu MeaAuMHCKH crieruanucT (MC), BKITIOUUTEHO TPH CIEIIHH CITydan, KaKTo U
cpobmenne 10 MC, 4e manueHThT U3M0I3Ba Simponi.

. OO6sicHeHre, Y€ ThPTOBCKOTO UME U TAPTHIHHUAT HOMED TPSAOBa Aa OBAAT 3aIHCaHH.
. M3uckBaHe 1a ce 3alycBarT BUJA, AaTaTa U pe3yJitaTa OT CKpUuHUHIrUTE 3a Th.
. ToBa, 4e JedeHneTo che Simponi MOXe /1a YBETTHYH PUCKOBETE OT CEpHO3HA WH(EKITHS,

OTIOPTIOHUCTUYHH HHPEKIHH, TyOEpKyIi03a, peakTHBUpaHe Ha XemaTuT B u uHbeKys, ciex
NPUJIOKEHUE Ha )KUBY BAaKCHHU IIPH JIeIla C eKCTIO3HUIUS Ha TOIIMMYMal in utero, M Kora aa ce
noTbpcu momorir ot MC.

o JlanHHM 3a BpB3Ka C MPEAMICBAILIIS JIeKap.
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA HA IIPEJIBAPUTEJIHO HAITbJIHEHA ITNCAJIKA 3A
IHHEAUATPUIYHA YIIOTPEBA

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 45 mg/0,45 ml nHXEKIMOHEH Pa3TBOP B PEABAPUTENHO HATBIHEHA TIHICATKA
roimumMyMab
3a manueHTH B JeTcKa Bh3pact < 40 kg

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensapurenHo HambiHeHa mucainka ot 0,45 ml chabpika 45 mg romumymad.
1 ml ceappxa 100 mg romumymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IHomomawm BemiectBa: copouroin (E420), XucTuAnH, XUCTUANHOB XUAPOXIOPHT MOHOXHIPAT,
nonucop6ar 80, Bona 3a nmwkekuun. [Ipean ymorpeda mpoveTeTe JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WnxekunoHeH pa3TBOp B IPEABAPUTEIIHO HaIlbIHEHA NUcajka (VarioJect)
1 mpenBapUTETHO HATbJIHEHA MTUCATIKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

Ja He ce pa3kiania.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[onkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

Kanauero Ha urmnata cbabppxa JaTekc. 3a JOMBJIHATEIHA HH(OOPMAIHS BIDKTE JINCTOBKATA.
IIpenn ynotpeba ocraBere nucankata 30 MUHYTH Ha cTaifHa TeMIlepaTypa U3BbH KapTOHEHATa
OITaKOBKa.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
AKo ce chXpaHsBa Ipu CTaifHa TeMreparypa, TOJACH J10:
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a ce chxpaHsiBa B XJIQJMITHUK.

[a He ce 3ampa3ssiBa.

CroxpaHsBaiiTe peABapUTEIHO HATBIIHEHATA MICAlKa B KAPTOHEHATa OMaKOBKa, 3a JIa ce TPEANasu OT
CBCTJIMHA.

Moske na ce cbxpaHsBa Ipu cTaiiHa Temmeparypa (10 25°C), emHokpaTtHo 3a nepuoa A0 30 1HU, HO HE
U CIIe]T IaTaTa Ha U3TH4YaHe Ha MbPBOHAYAIHUS CPOK Ha TOJTHOCT.

10. CHEHOUWAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJIISSHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

EU/1/09/546/009

13. HNAPTUAEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Simponi 45 mg/0,45 ml

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[Ipeau na 3amoyHeTe Ja U3MoA3BaTe Simponi:

Mods1, mpodeTeTe NpUIoKeHaTa JMCTOBKA

He pazknamaiite npogykra

[IpoBepete cpoka HAa TOTHOCT U 3AILUTHATA JIETICHKA
W3zuakaiite 30 MUHYTH MIPOAYKTHT J1a TOCTUTHE CTaifHA
Temreparypa
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET 3A HPEABAPUTE/THO HAII'BJIHEHA ITNCAJIKA 3A TIEAUATPUYHA
YIIOTPEBA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 45 mg/0,45 ml nmxexus
roumMyMao
s.C.

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

S. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,45 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IIPEJIBAPUTEJIHO HAITBJIHEHA ITUCAJIKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 50 mg HHXKEKIINOHEH Pa3TBOP B MIPEIBAPUTETHO HAITHITHEHA MTHCATTKA
rorumMymab

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna npensapurenno HamrbHeHa nrcanka ot 0,5 ml ceappxa 50 mg rommamyma.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Homomawm BemiectBa: copouroin (E420), XucTuanH, XUCTUANHOB XUIPOXIOPHT MOHOXHIPAT,
nonucop6ar 80, Bona 3a nmwkekuun. [Ipean ymorpeda mpoveTeTe JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MuxeknmoHeH pa3TBOp B MPeIBAPUTEIHO HAITBIHEeHA MHcaika (Smartlect)
1 mpeaBapuTENHO HAITBJIHEHA MU CANKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

Ja He ce pa3kiamia.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[MonkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

KamaueTo Ha urnara ChAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(I)OpMaHI/I}I BHJKTC JINCTOBKATA.
Hpezm yHOTpe6a ocraBere nucajakara 30 MHHYTH Ha cTaitHa TEMIICpAaTypa U3BbH KapTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
AKO ce chXpaHsBa MMpH CTaifHa TeMIeparypa, ToJeH JI0:

102



‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe PEABAPUTEITHO HAITBJIHEHATA MTUCANIKA B KAPTOHEHATa OMAaKOBKa, 3a Ja Ce MPEANa3f OT
CBCTJIMHA.

Moske ma ce cbxpaHsBa Ipu cTaifHa Temmeparypa (1o 25°C), emHokpaTtHo 3a niepuon Ao 30 1HU, HO He
W CIie]] JaTaTa Ha M3THYaHE Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/001

13. MAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA C 1 IIPEJIBAPUTEJIHO HAITbJIHEHA IINCAJIKA B
MEXIUHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 50 mg WHKEKIINOHEH Pa3TBOP B MIPEIBAPUTETHO HAITHITHEHA MTHCATTKA
roumMyMao

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensapurenHo HambiHeHa nucaika ot 0,5 ml ceabpxa 50 mg ronumymao.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomnuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nosucop6ar 80, Boja 3a umkekiuy. [Ipeau ymorpeda nmpovereTe JUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

MuxexnmoHeH pa3TBOp B MPeIBAPUTEIHO HAITbIHEHA MHcaika (Smartlect)
1 mpeBapuTETHO HAITBJIHEHA MHCAJIKA
ToBa e yacT OT rpynoBara oakoBKa U He ce Ipo/iaBa OTAEIHO.

S. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenu ymorpeba ocraBere nucaikaTa 30 MUHYTH Ha CTaifHa TemIepaTypa U3BbH KapTOHEHaTa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
AKo ce chXpaHsBa MpU CTaifHa TeMIeparypa, FoJeH J0:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsiBa B XJIaJMITHHK.

[a He ce 3ampassiBa.

ChxpaHsBaiiTe MPeABAPUTEITHO HAITBJIHCHATA MTUCANIKA B KAPTOHEHATa OMAaKOBKa, 3a Ja Ce MPEAIa3f OT
CBETIIMHA.

Moske na ce chxpaHsBa Ipu cTaitHa Temneparypa (10 25°C), emHokpaTtHo 3a niepuoa A0 30 1HU, HO HE
W CIIe]] laTaTa Ha M3THYaHEe Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/09/546/002

13. NMAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA 3A I'PYIIOBA OITAKOBKA, CbABPXXAIIA 3 OIIAKOBKHA
(BKUIIOYUTEJIHO BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 50 mg
WH)KEKLIUOHEH Pa3TBOP B MPEIBAPUTETHO HAITBIHEHA THCANIKA
roumMyMab

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensapurenHo HambiHeHa nucaika ot 0,5 ml ceappxka 50 mg ronumymao.

3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomniuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nonucop6ar 80, Bona 3a umkekuun. Ilpean ymorpeba mpouerere JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WuxeKxmmoHeH pa3TBOp B MPEIBAPUTEIHO HAITBIHEHA THcaika (Smartlect)
I'pynoBa onakoBka: 3 (3 onakoBKu 10 1) npeaBapUTEIHO HAITBIHEHU THCAIIKA

S. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenu ymorpeba ocraBere nucaikaTa 30 MUHYTH Ha CTaifHa TemIepaTypa U3BbH KapTOHEHaTa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe IpeBapUTEIIHO HAIIBJIHEHATA MHCAIKa B KAPTOHEHATa OMAaKOBKa, 3a J1a CE MPEena3u OT
CBETJIMHA.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/09/546/002 (3 onmakoBKH, BcsKa ChAbpIKaIia 1Mo 1 mpeaBapuTeTHO HAITBIHEHA TIHCATIKa)

13. NAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[Ipenu na 3amouyHere na u3mos3BaTe Simponi:

Mo, mpoueTeTe NpUIoKEeHaTa TUCTOBKA

He pazkinamaiite npoaykra

[IpoBepete cpoka Ha TOTHOCT U 3AILUTHATA JICTIEHKA

Nzuaxkaiite 30 MUHYTH IPOAYKTHT J1a JOCTHTHE CTAalfHAa TeMIIEpaTypa
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJ/IHO HAITBJIHEHA ITMCAJIKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 50 mg HHKEKIINOHEH Pa3TBOP
roumMyMao
s.C.

2. HAYMH HA ITPUJIATAHE

IIpenu ynorpeba npoyereTe IMCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

S. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,5 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C TIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 50 mg HHXEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA
rorumMymab

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna npensapurenno HamrbiHEeHa cipuHIOBKa oT 0,5 ml chabpika 50 mg romumymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Homomawm BemiectBa: copouroin (E420), XucTuanH, XUCTUANHOB XUIPOXIOPHT MOHOXHIPAT,
nonucop6ar 80, Bona 3a nmwkekuun. [Ipean ymorpeda mpoveTeTe JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MHxeKMOHEH pa3TBOP B MPEABAPUTEIIHO HAIIBJIHEHA CIIPUHIIOBKA
1 nmpeaBapUTENTHO HAITBJIHEHA CIIPUHIIOBKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

Ja He ce pa3kiamia.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[MonkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

KamaueTo Ha urnara ChAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(I)OpMaHI/I}I BHJKTC JINCTOBKATA.
Hpezm yHOTpe6a OCTaBCTEC CIIPUHIIOBKATA 30 MHHYTH Ha craiiHa TEMIICPATypa U3BBbH KAPpTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
AKO ce chXpaHsBa MMpH CTaifHa TeMIeparypa, ToJeH JI0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MPeBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Mpe/na3u OT CBETINHA.

Moske ma ce cbxpaHsBa Ipu cTaifHa Temmeparypa (1o 25°C), emHokpaTtHo 3a niepuon Ao 30 1HU, HO He
W CIie]] JaTaTa Ha M3THYaHE Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/003

13. MAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA C 1 IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA B
MEXIUHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 50 mg HHXEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA
roumMyMao

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensaputenHo HambiHeHa cipuHIoBKa oT 0,5 ml ceabpxa 50 mg ronumymad.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomnuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nosucop6ar 80, Boja 3a umkekiuy. [Ipeau ymorpeda nmpovereTe JUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

MuxeKxmoHeH pa3TBoOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
1 mpenBapuTEIHO HATBJIHEHA CIIPUHLIOBKA
ToBa e gacT OT rpyrnoBaTa OlakoBKa U HE Ce IIPOAaBa OTAEIHO.

S. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenn ymorpeba ocraBere cipuHiioBkara 30 MUHYTH Ha CTaifHa TemriepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
AKoO ce chXpaHsBa Ha CTaliHa TeMIepaTypa, FOJIeH A0:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsiBa B XJIaJMITHHK.

[a He ce 3ampassiBa.

ChxpaHsBaiiTe MPeIBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Npea3y OT CBETIINHA.

Moske na ce chxpaHsBa Ipu cTaitHa Temneparypa (10 25°C), emHokpaTtHo 3a niepuoa A0 30 1HU, HO HE
W CIIe]] laTaTa Ha M3THYaHEe Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/09/546/004

13. NMAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA, 3A T'PYIIOBA OITIAKOBKA, CbABPKALIA 3 OITAKOBKHU
(BKUIIOYUTEJIHO BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 50 mg
WH)KEKLIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA
roumMyMab

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensaputenHo HambiHeHa cipuaIoBKa oT 0,5 ml ceabpxa 50 mg ronumymad.

3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomniuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nonucop6ar 80, Bona 3a umkekuun. Ilpean ymorpeba mpouerere JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WnxekunoHeH pa3TBOP B NPEABAPUTEIIHO HAIIbIHEHA CIPUHIIOBKA
I'pynoBa onakoBka: 3 (3 OMakoBKH 10 1) MpeABapUTEIHO HATBJIHEHU CIIPUHIIOBKU

S. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenn ymorpeba ocraBere cipuHiioBkara 30 MUHYTH Ha CTaifHa TemriepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe IpeIBapUTEIHO HAIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
MpeAna3y OT CBETIUHA.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/09/546/004 (3 omakoBKH, BcSKa ChABPIKAIIA 10 1 TpeBapUTEIHO HAIThJIHEHA CIIPUHIIOBKA)

13. NAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

PC
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[Ipeau na 3amoyHeTe Ja U3Moa3BaTe Simponi:

Mods1, mpoueTeTe NpUIoKeHaTa JIMCTOBKA

He pazknamaiite npogykra

[IpoBepete cpoka HAa TOTHOCT U 3aILUTHATA JIETICHKA

W3zuakaiite 30 MUHYTH MIPOAYKTHT J1a IOCTUTHE CTaifHa TeMIepaTypa
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 50 mg
WHXKEKLUS
roumMyMab

s.C.

| 2. HAYMH HA IPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,5 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IIPEJIBAPUTEJIHO HAITBJIHEHA ITUCAJIKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 100 mg WHXEKIHOHEH Pa3TBOP B MPEABAPUTEITHO HATHIHEHA TTHCAIKa
rorumMymab

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcesika npeaBapuTenHo HambiiHeHa mucanka oT 1 ml ceaspka 100 mg rommmymao.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Homomawm BemiectBa: copouroin (E420), XucTuanH, XUCTUANHOB XUIPOXIOPHT MOHOXHIPAT,
nonucop6ar 80, Bona 3a nmwkekuun. [Ipean ymorpeda mpoveTeTe JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MuxeknmoHeH pa3TBOp B MPeIBAPUTEIHO HAITBIHEeHA MHcaika (Smartlect)
1 mpeaBapuTENHO HAITBJIHEHA MU CANKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT HA BBBEKJIAHE

Ja He ce pa3kiamia.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[MonkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TIOCEI'A HA JELTA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

KamaueTo Ha urnara ChAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(I)OpMaHI/I}I BHJKTC JINCTOBKATA.
Hpezm yHOTpe6a ocraBere nucajakara 30 MHHYTH Ha cTaitHa TEMIICpAaTypa U3BbH KapTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
AKO ce chXpaHsBa MMpH CTaifHa TeMIeparypa, ToJeH JI0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe PEABAPUTEITHO HAITBJIHEHATA MTUCANIKA B KAPTOHEHATa OMAaKOBKa, 3a Ja Ce MPEANa3f OT
CBCTJIMHA.

Moske ma ce cbxpaHsBa Ipu cTaifHa Temmeparypa (1o 25°C), emHokpaTtHo 3a niepuon Ao 30 1HU, HO He
W CIie]] JaTaTa Ha M3THYaHE Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/005

13. MAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA C 1 IIPEJIBAPUTEJIHO HAITbJIHEHA IINCAJIKA B
MEXIUHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 100 mg WHXEKIHOHEH Pa3TBOP B MPEABAPUTEIIHO HATHJIHEHA TTHCAIKa
roumMyMao

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bcesika npenBapuTenHo HanmbiHeHa nucaika oT 1 ml ceabpxka 100 mg romumymas.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomnuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nosucop6ar 80, Boja 3a umkekiuy. [Ipeau ymorpeda nmpovereTe JUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

MuxexnmoHeH pa3TBOp B MPeIBAPUTEIHO HAITbIHEHA MHcaika (Smartlect)
1 mpeBapuTETHO HAITBJIHEHA MTHCAIIKA
ToBa e yacT OT rpynoBara oIakoBKa U He ce Ipo/iaBa OTAEIHO.

S. HAYUH HA ITPUJIATAHE U IIbT HA BBBEKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TOCEI'A HA JELTA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenu ymorpeba ocraBere nucaikaTa 30 MUHYTH Ha CTaifHa TemIepaTypa U3BbH KapTOHEHaTa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
AKoO ce chXpaHsBa Ha CTaliHa TeMIepaTypa, FOJIeH A0:

123



‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsiBa B XJIaJMITHHK.

[a He ce 3ampassiBa.

ChxpaHsBaiiTe MPeABAPUTEITHO HAITBJIHCHATA MTUCANIKA B KAPTOHEHATa OMAaKOBKa, 3a Ja Ce MPEAIa3f OT
CBETIIMHA.

Moske na ce chxpaHsBa Ipu cTaitHa Temneparypa (10 25°C), emHokpaTtHo 3a niepuoa A0 30 1HU, HO HE
W CIIe]] laTaTa Ha M3THYaHEe Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/006

13. NMAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA 3A I'PYIIOBA OITAKOBKA, CBABP)XAIIA 3 OTAKOBKH
(BKUIIOYUTEJIHO BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 100 mg
WH)KEKLIUOHEH Pa3TBOP B MPEIBAPUTETHO HAITBIHEHA THCANIKA
roumMyMab

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bcesika npenBapuTeniHo HanmbiHeHa nucaiika oT 1 ml ceabpxka 100 mg romumymas.

3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomniuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nonucop6ar 80, Bona 3a umkekuun. Ilpean ymorpeba mpouerere JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WuxeKxmmoHeH pa3TBOp B MPEIBAPUTEIHO HAITBIHEHA THcaika (Smartlect)
I'pynoBa onakoBka: 3 (3 onakoBKu 1o 1) npeaBapUTEIHO HATBIHEHU MUCAIIKA

S. HAYUH HA ITPUJIATAHE U IIbT HA BBBEKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TOCEI'A HA JELTA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenu ymorpeba ocraBere nucaikaTa 30 MUHYTH Ha CTaifHa TemIepaTypa U3BbH KapTOHEHaTa
OIIaKOBKaA.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe IpeBapUTEIIHO HAIIBJIHEHATA MHCAIKa B KAPTOHEHATa OMAaKOBKa, 3a J1a CE MPEena3u OT
CBETJIMHA.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/006 (3 onmakoBKH, BcsKa ChAbpIKaIia 1Mo 1 mpeaBapuTeTHO HAIThIHEHA TIHCATIKa)

13. NAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[Ipenu na 3amouyHere na u3mos3BaTe Simponi:

Mo, mpoueTeTe NpUIoKEeHaTa TUCTOBKA

He pazkinamaiite npoaykra

[IpoBepete cpoka Ha TOTHOCT U 3AILUTHATA JICTIEHKA

Nzuaxkaiite 30 MUHYTH IPOAYKTHT J1a JOCTHTHE CTAalfHAa TeMIIEpaTypa
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJ/IHO HAITBJIHEHA ITMCAJIKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 100 mg WHXEKIHMOHEH Pa3TBOP
roumMyMao
s.C.

2. HAYMH HA ITPUJIATAHE

IIpenu ynorpeba npoyereTe IMCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

S. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C TIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 100 mg WHXEKIFOHEH pa3TBOP B MPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
rorumMymab

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcesika mpeaBapuTenHO HamrbiIHEHA cIIprHIIOBKA 0T 1 ml chappixa 100 mg rommmymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Homomawm BemiectBa: copouroin (E420), XucTuanH, XUCTUANHOB XUIPOXIOPHT MOHOXHIPAT,
nonucop6ar 80, Bona 3a nmwkekuun. [Ipean ymorpeda mpoveTeTe JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MHxeKMOHEH pa3TBOP B MPEABAPUTEIIHO HAIIBJIHEHA CIIPUHIIOBKA
1 nmpeaBapUTENTHO HAITBJIHEHA CIIPUHIIOBKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT HA BBBEKJIAHE

Ja He ce pa3kiamia.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[MonkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TIOCEI'A HA JELTA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

KamaueTo Ha urnara ChAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(I)OpMaHI/I}I BHJKTC JINCTOBKATA.
Hpezm yHOTpe6a OCTaBCTEC CIIPUHIIOBKATA 30 MHHYTH Ha craiiHa TEMIICPATypa U3BBbH KAPpTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

Tonen no:
AKO ce chXpaHsBa Ha CTaifHa TeMIepaTypa, FoJIeH J0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MPeBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Mpe/na3u OT CBETINHA.

Moske ma ce cbxpaHsBa Ipu cTaifHa Temmeparypa (1o 25°C), emHokpaTtHo 3a niepuon Ao 30 1HU, HO He
W CIie]] JaTaTa Ha M3THYaHE Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/007

13. MAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA C 1 IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA B
MEXIUHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 100 mg WHXEKIFOHEH pa3TBOP B MPEIBAPUTEIHO HATBIHEHA CIIPUHIIOBKA
roumMyMao

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bcesika npenBapuTenHo HambIHEHa cpyuHIIOBKa OT 1 ml cpabspxka 100 mg romumymad.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Momomnuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nosucop6ar 80, Boja 3a umkekiuy. [Ipeau ymorpeda nmpovereTe JUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

MuxeKxmoHeH pa3TBoOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
1 mpenBapuTEIHO HATBJIHEHA CIIPUHLIOBKA
ToBa e gacT OT rpyrnoBaTa OlakoBKa U HE Ce IIPOAaBa OTAEIHO.

S. HAYUH HA ITPUJIATAHE U IIbT HA BBBEKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TOCEI'A HA JELTA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenn ymorpeba ocraBere cipuHiioBkara 30 MUHYTH Ha CTaifHa TemriepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
AKoO ce chXpaHsBa Ha CTaliHa TeMIepaTypa, FOJIeH A0:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsiBa B XJIaJMITHHK.

[a He ce 3ampassiBa.

ChxpaHsBaiiTe MPeIBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Npea3y OT CBETIINHA.

Moske na ce chxpaHsBa Ipu cTaitHa Temneparypa (10 25°C), emHokpaTtHo 3a niepuoa A0 30 1HU, HO HE
W CIIe]] laTaTa Ha M3THYaHEe Ha TbPBOHAYAIHHUS CPOK Ha TOJTHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/008

13. NMAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA, 3A I'PYIIOBA OITIAKOBKA, CbABP/KAIIIA 3 OITAKOBKUA
(BKUIIOYUTEJIHO BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 100 mg
WH)KEKLIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA
roumMyMab

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bcesika npenBapuTenHo HambIHEHa cpyuHIIOBKa OT 1 ml cpabspxka 100 mg romumymad.

3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomniuu BemiectBa: copouroit (E420), XUCTUAMH, XMCTUAMHOB XUIPOXIOPUI MOHOXHIPAT,
nonucop6ar 80, Bona 3a umkekuun. Ilpean ymorpeba mpouerere JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WnxekunoHeH pa3TBOP B NPEABAPUTEIIHO HAIIbIHEHA CIPUHIIOBKA
I'pynosa nakoBka: 3 (3 onakoBkH 10 1) mpenBapyUTEIHO HAITBJIHEHH CIPUHIIOBKU

S. HAYUH HA ITPUJIATAHE U IIbT HA BBBEKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT IIOIVIEJJA U TOCEI'A HA JELTA

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

7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

KanaueTo Ha uriara cabpxa jJaTekc. 3a JONbJIHUTENHA MH(OpMAaLKs BIKTE JUCTOBKATA.
IIpenn ynotpeba ocraBete cipuHIoBKaTa 30 MUHYTH Ha CTaifHa TeMIepaTypa U3BbH KapTOHEHaTa
OIIaKOBKaA.

8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe IpeIBapUTEIHO HAIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
MpeAna3y OT CBETIUHA.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/008 (3 omakoBKH, BcKa ChABPIKAIA 1O 1 TpeaBapUTEIHO HAIThJIHEHA CIIPUHIIOBKA)

13. NAPTHUJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[Ipeau na 3amoyHeTe Ja U3Moa3BaTe Simponi:

Mods1, mpoueTeTe NpUIoKeHaTa JIMCTOBKA

He pazknamaiite npogykra

[IpoBepete cpoka HAa TOTHOCT U 3aILUTHATA JIETICHKA

W3zuakaiite 30 MUHYTH MIPOAYKTHT J1a IOCTUTHE CTaifHa TeMIepaTypa
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 100 mg
WHXKEKLUS
roumMyMab

s.C.

| 2. HAYMH HA IPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

| 6. JIPYTO
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Simponi HaOMHS A KAPTa HA MANMEeHTAa

Ta3u HanoMHsIIIa KapTa ChAbpKa BaskHA HHPOpMALUS 3a O€30MacHOCT, KOsTO TpsioBa 1a Bu e
M3BECTHA TIPE/IU 3all04BaHe Ha JICYeHHUE U 110 BpEMe Ha JICUSHHETO ChC Simponi.

ITokaxkere Ta3u KapTa Ha BCEKH JIEKap, KOMTO ydyacTBa BbB Bariero neueHue.
1. Nudexunu

ITo BpeMe Ha eUEHUETO ChC Simponi MOXKe J1a CTe MO-MOJATINBH KbM pa3BUTHE Ha HH(EKINH.
HNudexnunte MoKe J1a ce pa3BUAT MO-0bP30 U Ja ca Mmo-TeKku. OCBEH TOBa HAKOH CTapH WHPEKIHN
MOJKE J1a Ce MOSIBSIT OTHOBO.

1.1.  Ilpeou neuenuemo cvc Simponi
YBenomere Bamms nekap, ako umate nHdeknus. He TpsdBa ga ce pekyBaTe cbe Simponi, ako
nmate Tyoepkyno3a (TB) unu kakBaTo 1 Aa € Apyra TeXKa HH(EKITHsL.

. TpsioBa 1a ObaeTe U3caeaBanu 3a TB. MHoOTo € BaxkHO 12 yBegoMuTe Bamus iekap, ako HsIKora
cte OomexyBanu oT TB nnm cte Onnm B Oim3bk KOHTAKT ¢ 6osneH ot TB. [lomonere Bamms
JieKap Jia 3amuilie BUa U JaraTta Ha nmociieHus Bu ckprHUHT 3a TyOepKyio3a Mmo-aoiy:

H3cnenpane H3zcnenpane
Jlara JlaTa
Pesynrar Pesynrar
° VYBenoMmere Bamus nekap, ako 3Ha€Te WIM C€ CbMHSBATE, Y€ CTE HOCUTEIN HA BUpYCa Ha
xemaTut B.

1.2.  Ilo epeme Ha newenuemo cwve Simponi u cied mosa
HesabaBHO moThpceTe MEUIIMHCKA ITOMOIII, aKO pa3BHETe CHMITOMH Ha HHPEKIMSA — KaTo
MIOBHUIIIEHA TEMIIEpaTypa, yMopa, Kanuinia (ynopura), 3aayX, TpUIono100H: CUMIITOMH, 3ary0a
Ha TETJIO, HOIITHY M3MOTSBAHUS, IUApHsl, KOXKHU paHU, NPOOJIEMH ChC 350UTE MM TApEHE MPH
ypUHHUpAHE.

2. BpeMeHHOCT ¥ BaKCHHALUS

B ciyyaii ye cre nosy4aBaiu Simponi J0KaTo cTe Ouia OpeMeHHa € BaXHO Jia HH(pOpMUpaTe JieKaps
Ha Bamero 6ebe 3a ToBa, Ipen 1a My ce TIPUIIOKHU KaKBaTo U Jia € BakcuHanusi. Bamero 6ebe He
TpsiOBa Jia ObJic BAKCHHUPAHO C ,,kKBa BakchHa“ kato BIJK (n3mon3Bana 3a npefaoTBpaTsBaHe Ha
TyOepKyJi03a) B paMKUTE Ha 6 Mecela ciej| ocieaHaTa Bu nmkekius Simponi 1o Bpeme Ha
OpeMeHHOCT.

3. JlaTi Ha nMpuWJIokKeHHeTo Ha Simponi

IIspBO npunOXeEHUE:

TlocnenBaiiy NpuIIOKEHUS:

BaxxHo ¢ Bue u Barmst nekap a 3anucBate ThproBCKOTO UME U MAPTUHUS HOMep Ha Barreto
JIEKapCTBO.

4. Jpyra undopmanus:

Mme Ha nanuenTa:
Nwme Ha nekapsi:
TenedoH Ha ekapsi:

L Momns YBEPETE C€, Y€ IMPU BCAKO IMOCCIICHUEC ITPU MEAUITUHCKH CIICHTUAJIUCT HOCUTE II'BJICH
CIIMCBK Ha BCUYKH JICKAPCTBA, KOUTO U3MOJI3BATC.
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Hocere Ta3m xaprta B ceOe cu B MpobIDKEHNE Ha 6 Mecella Clie MocieaHara g03a Simponi, Thi
KaTo HEKEJIAHW PEaKIInyd MOTaT Ja C€ MOSABAT IBJITO BpeMe e MoclIeIHaTa 103a Simponi.

IIpenu ma 3amouHeTe Na U3MOI3BaTe Simponi, IPOYETETe BHUMATEITHO JINCTOBKATA.

139



b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 45 mg/0,45 ml nHKeKIMOHEH Pa3TBOP B NMpPeABAPUTEJHO HATBJIHEHA MHCATKA
3a manueHTH B 1eTcka Be3pacT nox 40 kg
romumyMab (golimumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIH 1A 3all0YHETE 1A NpPUJarare ToBa JeKapcTBo,

Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEJUIIMHCKA CecTpa.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYuTe HAKAKBU HEXEJIAaHU peakiuy, yBeJoMeTe Bamus nekap, papmarieBt niu
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3u JUCTOBKA. Bikre Touka 4.

Bammsr nexap me Bu nane n HanomHAIIa KapTa Ha MAIEHTa, KOSTO ChIbprka BakHa HHpOpManus 3a
0e30I1acHOCT, ¢ KOSITO TPOBa J1a ce 3aro3HaeTe, MPeaH J1a 3al0YHeTe JICUSHHE U TI0 BpeMe Ha
JICYSHUETO ChC Simponi.

KakBo cbabpika Ta3H JHCTOBKA

KakBo npencrapnsBa Simponi 1 3a KaKBO c€ U3I0JI3Ba
Kakpo TpsiOBa fa 3HaeTe mpeau Ja U3Moi3BaTe Simponi

Kak nma m3nmomsBare Simponi

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak na cexpansBare Simponi

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A

1. Kaxkso npeacrasiasasa Simponi u 3a KakBo ce U3M0JI3Ba
Simponi cbIbpka aKTUBHOTO BELIECTBO, HAPEUEHO rOIMMyMad.

Simponi mpuHAATIEKHN KbM TpyIa JIeKapcTBa, HapedeHu ,,maxuouropu Ha TNF”. To ce u3noxnssa mpu
Jena Ha BB3pacT 2 TOIUHHU M TIO-TOJIEMH 32 JICYCHUE Ha NOJIMAPTHKYJIAPEH IOBSHWICH HANOTIATHYEH

apTpuT.

Simponi O6510KHpa JIeCTBUETO HA MMPOTEHH, HAPEUYEH ,,TyMop-HekpoTuzupai] ¢akrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3IMAINTETHUTE IPOLIECH U OJIOKUPAHETO My MOJKE Jla OTPaHU4H
BB3IAJICHUETO B Opranu3ma Bu.

IMonmapTHKYyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

TMomuapTUKyIapeH IOBEHUICH UINOMATHYCH apTPUT € Bh3NATUTEIHO 3200 sIBaHe, KOSTO MPUYNHSIBA
cTaBHa OOJIKa M [TOyBaHe MMPH Aena. AKO NMaTe MOJMapTHKyIapeH FOBEHUIIEH MIHOaTHIEH apTPHT,
mBPRBO 11ie By ObaT MPUI0KEHU IPYTH JIEKapCTBa. AKO HE € TIOBIHABATE JOCTATHYHO OT TE3H
JieKapcTBa, e Bu 0b1¢ mpusioxkeH Simponi, B KOMOWHAIMS C METOTPEKCAT 3a JICUCHHE Ha
3a00JISIBAHETO.

2. Kakgo TpsioBa 1a 3HaeTe mpeau Aa u3noJ3BaTe Simponi

He n3noa3saiite Simponi

o AKO cTe aJlepruyHu (CBPHXUYBCTBUTEIHN) KbM TOIMMYyMa0 MM KbM HSIKOSI OT OCTAHAJINTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30pOeHU B TOUKa 6).
o Axo nmate Tyoepkyinosa (Th) unu apyra Texka nHpexuus.

L Axo nmare YMEPCHO TCKKa WJIN TCKKA ChbpACYHAa HCAOCTATHYHOCT.
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AKO He cTe CUTYpHH J1aTu HIKOe OT M30pOCHHTE ce oTHAcA 3a Bac, roBopere ¢ Bamus nekap,
(dapMareBT WIIM MEAULIMHCKA CecTpa MPEaHn Aa 3all0YHeTe JIa H3I013Bare Simponi.

IpenynpexaeHust ¥ Mpeana3sHu MEPKH
T'oBopete ¢ Bamms stekap, ¢hapMarieBT WM MEIUITMHCKA CecTpa, MPEAaH 1a U3IoI3BaTe Simponi.

HNudexnnun

YBenomere He3abaBHO Bams nekap, ako Bede UMarte MM pa3BHeTe CHMITOME Ha HHPEKIHS 1O
BpeMe Ha JIEYeHHEeTO chC Simponi. CuMmmnromMuTe Ha HH(EKITHS BKIIOYBAT OBHIIICHA TEMIIEPaTypa,
KallUTHIIA, 33/1yX, TPUTIONOIO0HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJIEMH ChC 3bOUTE WITU MTapeHEe
NP ypUHUPAHE.

Ilo Bpeme Ha JI€UEeHUETO ChC Simponi MOXKeE J1a CTE MO-MOIATIMBA KbM Pa3BUTHE HA MH()EKIIHY.
Nudexnunte MOXe Ja ce pa3BUAT MO-0bP30 U J1a ca Mo-TexKu. OCBEH TOBA HAKOU CTapH
WHDEKITHH MOKE Ja CE MOSBAT OTHOBO.

Tybepxynosa (Th)

He3za6aBHo yBenomete Bamms nekap, ako o BpeMe Ha JICYEHUETO WM CJIe[ HETO Pa3BHUETe

cumntomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopuTa Kanuinia, 3aryda Ha Terio, ymopa,

IMOBULICHA TEMIICPATypa NI HOIIHU U3NOTABAHUA.

o Psiaxo ca noknansanu ciydan Ha Th mpu nauuenTtu, 1eKyBaHu cbe Simponi,
BKJIFOUHUTENTHO NPU NAUEHTH, KOUTO ca MpueMaiu Jiekapcrsa 3a Th. Bamusat nekap mie
Bu naznauu uscnenBanus, 3a na nposepu ganu umare Th, karo e 3anuiie pe3ynTaTuTe
OT TsX BbB BamaTta HanmoMHsIIIa KapTa Ha MalUeHTA.

. MHoro e BaxHO a yBenomute Barmwst nexap, ako Hiakora cte 6OomeayBanu or Th nmu cre
Ouny B OTU3BK KOHTAKT ¢ OoJieH mim Oonemysan oT Th.

. Axo Bammsr nekap npereHu, ye cTe U310KeHH Ha IMOBUIIIEeH PUCK OT pa3BuTue Ha Th,
MIpeIu /1a 3allovHeTe Ja M3MoI3BaTe Simponi, MOke 1a ObJieTe IEKyBaHH C JIEKApCTBA 3a
Tb.

Bupyc na xenamum B

. YBenomere Bamus siekap, ako CTE HOCUTEIM HA BUpyca Ha XenaTuT B wiu ako nMare,
WIN CT€ UMaJIM XenaTuT B, nmpeau 1a 3anoyHere jieueHUe cbe Simponi.

o VYBenomere Bamms nekap, ako cMsATaTe, 4e CTE 3aCTpaIlIEH! OT 3apa3sBaHe ¢ BUpyca Ha
xemnarur B.

° Bamust nexap me Bu u3cnensa 3a xenatut B.

o [Tpu manmenTH, KOUTO ca HOCUTEIH Ha BUpYyCa Ha XeMaTUT B, iedeHneTo ¢ HHXHOUTOpH

Ha TNF, kato Simponi, Moke 1a A0Beie 10 PeaKTHBALKS Ha BUPYCa, KOSTO B HIKOH
CIlydad MOKe J1a ObJie )KHBOTO3aCTpallaBaia.

Hunsasuenu evouunu unpexyuu

AKO CTe KUBEJIH WIH TBTYBAJIX B 00JIACTH, KBJIETO WHPEKIINU KaTO XUCTOIIIa3M03a,
KOKIUIMOWZOMUKO3a MIIN OJJACTOMHKO3a ca YeCTO CpellaHy, He3a0aBHO yBenpomere Bamms
nekap. Te3u nHGEKIMH ce TPUIUHSABAT OT ONPEACIICHA BUOBE THOMYKH M MOTaT J1a 3aceTHAT
OenuTe MTPOOOBE WK APYyTra YacT HA TSUIOTO. AKO HE 3HAETE Al Te3U HH(DEKINK ca YECTH B
o0nacTTa, B KOSTO CTE )KMBEIH WIIU ITbTYBAJU, MONUTalTe Bammms nekap.

Pak u aumdom

[Ipenn na 3amouHere Aa u3mos3Bate Simponi, yBegomere Bammst jgekap, ako cTe HMalii TuarHosa Ha
mumdoM (BUA paKk Ha KPBBTA) WIX APYT BUJ PaK.

Axko n3non3Bare Simponi uinu apyr naxuouTop Ha TNF, pucksT aa passuere numdom nim
JIPYT BHJI paKk MOJKE /Ia C€ TIOBUIIIH.

[TanmeHTHTE C TEXBK PEBMATOUIEH aPTPUT WITH IPYTO BBH3MAIUTEIHO 3a00/IsIBaHE C TOIIMA
JABHOCT MOXeE Jla Ca C O-BHCOK OT CPEIHUSI PUCK 32 PAa3BUTHE Ha TUMQOM.

[Ipu Hsxou mena u roHOIH, eKyBanu ¢ TNF-0mokepu ca ce pa3Buin pakoBu 3a00sBaHus,
BKJIFOUHUTEJIHO HETUIIMYHY BUAOBE paK, KOUTO B HAKOM CIIy4aH ca JA0BEIHU 10 CMBPT.
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o B penku cnyuaun npu manuenTn, npuemariu apyru TNF-6iiokepu, e HaOnmronaBaH 0coOCH U
TEXBK THIT JIUMQOM, HapedeH xenaronueHaneH T-kierbueH mumdom. [loBedero ot Te3u
MAIMEHTH ca OWITY FOHOIIY MITH MIIAJH Mbxe. To31 THI pak OOMKHOBEHO BOJH J0 CMBPT.
[TouTH BCHYKM OT TE3W MAIMEHTH Ca IPUEMAJTH ChINO JICKAPCTBA, U3BECTHH KAaTO a3aTHONPUH
wm 6-mMepkanTonypud. MabopMupaiite Bamms jnekap, ako mpreMaTe a3aTHONPUH WU
6-MepKanTONnypHH €HOBPEMEHHO ChC Simponi.

o [NaruenTHTe C TEXKKA MEPCUCTHUPAILAa aCTMa, XPOHUYHA OOCTPYKTHUBHA OenoapoOHa OoiecT
(XOBbb) nnu TexXKHUTE MyIIady MOXe J1a ca C TI0-BUCOK PUCK OT Pa3BUTHE HA pak MpH JICUSHIE
chC Simponi. AKO UMaTe TeKKa nepcuctupania actma, XObb wiu mymmrte MHOTO, TpsOBa Na
obcpauTe ¢ Bamms mekap ganu gedennero ¢ maxuouTop Ha TNF e moaxomsmio 3a Bac.

o Hsxou nanuenTy, JieKyBaHH ¢ TOIMMYyMa0, ca pa3BUIIH ONPEICICHH BUIOBE PaK Ha KOXara.
Kaxere Ha Bammms siekap, ako 1o BpeMe HIIH CJIE/ TepaIHsATa ¢e MOABAT HAKAKBH IPOMEHH BHB
BHJIa Ha KOXKAaTa WJIM 00pa3yBaHUs 110 KOXKaTa.

CobpreyHa HeAOCTATHYHOCT

Heszab6aBHo yBenomete Baus nekap, ako IMaTe HOBH WIIM MPOTPECHPAIY CUMIITOMU Ha Chp/ICYHA

HenocTtaThYHOCT. CHMIITOMUTE Ha ChpeyHa HEIOCTAaThYHOCT BKJIIOUBAT 33yX WM MOAyBaHe Ha

Kpakara.

o Joknansanu ca chOOIICHHS 32 pa3BUTHE Ha HOBA WIIM BIIOIIABaHE HA CHIICCTBYBAIIlA 3aCTOHHA
ChpJeYHa HEOCTATHUYHOCT IpH JiedueHHe ¢ maxuouTopu Ha TNF, BrmtounTenHo Simponi.
Hsxon oT manmeHTuTe ca MOYNHANH.

. AKO uMare JeKa ChplIedHa HEJOCTAThYHOCT M CTE Ha JICYCHHUE ChC Simponi, Bamust aekap
TpsibBa na Bu mpocnenssa BHUMATEITHO.

3a0ossBaHUs Ha HEpPBHATA CHCTEMA

He3abaBHo yBenomere Barmist nekap, ako Hakora Bu e mocraBsHa AuarHo3a Ha JIEMUCSIIMHU3HAPAIIO
3a00IIBaHe KaTO MHOYKECTBEHA CKIIEPO3a WIIA Pa3BHETe CUMIITOMH Ha TakoBa. CHMIITOMHTE MOTaT Ja
BKJIFOYBAT IIPOMEHU B 3pCHUCTO, CHa6OCT B PBUETC U KpaKaTa, U3TPBIIBAHE WM MPABYYKaHE B KOATO U
Jla € 4acT OT Tsu10TO. BammsT nekap e pemu nanu tpsidsa na Bu ce mpunara Simponi.

Onepaly Wik CTOMATOJIOTHYHH IIPOLIEYPH

. YBenomere Bamms nekap, ako Bu mipencToun onepanus Wi CTOMaTOJIOTHYHA TPOIIeypa.

. YBenomMere Xupypra Win CTOMaToJI0ra, U3BBPIIBAII ITPOIEAypaTa, 4e CTe Ha JIEYeHHE ChC
Simponi, kaTo UM nokaxere BaiaTa HanoMHsII[a KapTa Ha AI[UCHTA.

ABTOMMYHHHU 3200JIsIBAHUS

YBenomere Bamusg nekap, ako pazBueTe CHMITOMHU Ha 3a00JABaHe, HapedeHo Jayiyc. CUMIITOMHUTE
BKIIIOUBAT YIIOPUT OOPUB, OOJIKU B CTABUTE H yMOPA.

. Wma penku cinydyan Ha pa3BHTHE Ha JIYIyC MPU XOpa, JIeKyBaHH ¢ nHXxuOuTopu Ha TNF.

3aboasaBaHns Ha KPbBTA

HpI/I HAKOU IMAITUCHTHU OpFaHI/I3MTJT HEC € B CbCTOAHUC Oa HpOI/ISBe)K)Ia JOOCTAaTBhYHO Kp’bBHI/I KJICTKH,
KOHTO JIa My ITOMAarar Jia ce 00opu ¢ HHPEKIMUTE U J1a CUpaT KbpBeHeTo. CBBbpIKETE ce He3a0aBHO ¢
Barus nekap, ako pa3BueTe BUCOKa TeMIlepaTypa, KOsITO He OTMHHABA, JIeCHO By ce mosBsaBaT
KpBBOHACSAHUS WM KbPBUTE, WIIM H3TIICKIATe MHOTO OJieu. Barmus iekap MOXKe J1a Pery Ja crpe
JIEYEHUETO.

AKO HE cTe CUTypHH JIajli HAKOE OT M30pOEHNTE TI0-TOpe ChCTOSTHUS ce OTHAcs 3a Bac, roBopere ¢
Bamms nexap uim dapMarieBT, Mpey Jia 3amovHeTe Jia H3Ioi3Bare Simponi.

Bakcunanum
YBenomere Bamus ekap, ako Hackopo Bu e paBena wim ripeacton aa Bu 6b/1e HanmpaBeHa BakCHHA.

o Jlokaro cTe Ha JedeHne che Simponi, He TpsiOBa 1a Bu ce npasst onpe/eneHn ()KUBH) BAKCHHH.

° Hsxou BakcHHAIIMK MOTAT J1a IPEAU3BUKAT HHPEKIMK. AKO CTe MoJy4yaBaiyd Simponi, JT0KaTo
cte Ouna OpeMeHHa, BameTo 6e6e MOke Ja € ¢ TIOBUIIICH PUCK OT Pa3BUTHE HA TaKaBa
WH(EKIYS B IPOABIDKEHUE HA TIPUOJIM3UTETHO 6 Mecela Cie]] IocieIHaTa 103a, KOsSTO CTe
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MOJIYYHIIH 110 BpeMe Ha OpeMeHHOCTTa. BaxkHo ¢ na uadopmupate jgekaps Ha Bamrero 6e0e u
JIPYTH MEAWIIMHCKHY CIEITUAIIMCTH 32 CBOETO JICYCHUE ChC Simponi, 3a a MoraT T€ Jja pemaT
kora Bamero 6e0e Moke 1a Ob/ie BAKCUHUPAHO.

ToBopete ¢ nekaps Ha eTeTo Bu 0THOCHO BaKCHHAITUKTE HA JeTeTO. BCHUKK BakCUHH TPsOBa 1a
OBJaT IMOCTABEHH IO CXeMa MPEH Ja e MPIITOKH Simponi, ako € B3MOXKHO.

TepaneBTndHY HHEKITNO3HN ar€HTH

YBenomere Bamus ekap, ako Hackopo ca Bu npunoxkunu win Bu npeacrou ga Bu npusioxat
JICYCHHUE C TEPANCBTUYCH MH(EKIIMO3eH areHT (kaTo nHctunarys Ha BCG, u3non3Bana npu JieueHUe
Ha pax).

AJCPrUYHU peakiuu

Kaxxere Ha Bamust nekap BejHara, ako pa3BUEeTe CUMIITOMY Ha aJICPTUYHA PEAKIIHS CIIE]T JICUCHUETO
Bu csc Simponi. CuMmnroMuTe Ha alepruvHa peakius MOKe /1a BKIIIOYBAT IMOAyBaHE Ha JIUIIETO,
YCTHUTE, YCTaTa WM I'bPIIOTO, KOSTO MOXKE Ja JIOBEC JI0 3aTPYAHCHHIE MIPU MPETTbIIaHe WK JUIIaHe,
KOXCH 00pHB, YPTUKAPHS, NTOIyBaHE HA JJIAHUTE, XOAUIaTa WK TJIC3CHHUTE.

. Hsxou oT T€3u peakium Moxe Ja ca CepUO3HU WIH PSAKO - ’KUBOTO3aCTpaIIaBaIlly.
. Hsikou OT T€3H peakiuu ca ce MOSBUIIM CJIE]] ITBPBOTO MPUIIOKEHUE Ha Simponi.
Jeua

He ce npenopwsuBa ynorpebata Ha Simponi Ipu Jelia Ha Bb3PacT MO 2 TOAUHU C MOJIMAPTUKYIapeH
FOBEHWIECH UJIMONIATUYEH apTPUT, ThbH KaTO HE € MPOYYBaH IIPU Ta3u I'pyla MALEHTH.

Jpyru nexkapcrBa u Simponi

. WNudopmupaiite Bamms gexap wim hapManeBT, ako U3II0NI3BAaTe, HACKOPO CTE M3TOI3BAIH WITH
€ Bb3MOJKHO Jia U3M0JI3BATC APYI'U JICKAPCTBA, BKIIFOUUTCIIHO BCUYKH APYTH JICKAPCTBaA 3a
JieYeHHE Ha MOJIMAPTUKYJIAPEH IOBEHWIEH HANONIATUIEH apTPUT.

o He tpsibBa na m3moszBare Simponi ¢ JIeKapcTBa, ChAbPKAIIN AKTUBHHTE ChCTaBKHA aHAKHHPA
win abatauent. Te3u nekapcTBa ce U3MOI3BAT 32 JICUEHHE Ha PEBMAaTHYHH 3200 IsIBaHUSI.

o YBenomere Bamus nekap uinn hapManeBT, ako IpueMare Ipyru JIEKapcTBa, KOUTO BIHSIAT
BBbpPXY UMyHHATa CUCTEMA.

. He tpsiOBa na momyyaBare onpezefieHn ()KUBH) BAKCHHH, JOKATO U3MOJI3BaTe Simponi.

AKO He CTe CUTYPHH JaJli HIKOe OT M30POCHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Banmst iexap unu gapmanesT, mpey Ja 3aloyHeTe Jia U3moi3Bate Simponi.

BpeMeHHOCT 1 KbpMeHe

[Mpeau na n3non3sate Simponi, yBegomere Bamus nekap, ako:

o cTe OpeMeHHa WM IUTaHUpaTe Ja 3adpeMeHeeTe, JoKaTo n3noissare Simponi. MHpopmanmsiTa
3a e()eKTUTE HA TOBA JICKAPCTBO NPH OPEMEHHHM JKEHU € OTpaHNyYeHA. AKO CTE€ Ha JICYEHHE ChC
Simponi, TpsiOBa 1a n30ArBaTe 3a0peMeHsIBaHe, KaToO U3I0JI3BATE a/IeKBaTHA KOHTPAIICTIIIHS,
JIOKATO ce JIEKyBaTe U MoHe 6 Mecella ciel MocJeHaTa MHKeKIus Ha Simponi. Simponi TpsioBa
Jla ce M3II0JI3Ba 10 BpeMe Ha OPEMEHHOCT CaMo aKo JICYCHUETO € a0COIFOTHO HEOOXO0IMMO 3a

Bac.

. TpsibBa aa ca U3MHUHAIIM TIOHE 6 Mecela OT MOCASAHOTO MPUIIOKEHHE Ha Simponi npeau aa
3aroyHeTe ja KbpMuTe. Ako Bu npencrou nedenue cse Simponi, TpsiOBa Ja cripere 1a
KbPMHUTE.

o AKo cre nosryyaBainu Simponi o BpemMe Ha OpeMeHHOcTTa, Bamiero 6e6e Moxe Jja € ¢ MOBUIIEeH

pHUCK OT pa3BuTHe Ha nHPeKrs. BaxxHo e na nadopmuparte ekapst Ha Bamrero 6e6e u npyrute
MEIWIIMHCKH CIEIMAITUCTH, Y€ Ce JIEKyBaTe chC Simponi, npenu Bammero 6e6e na Obae
BaKCHHHUPAHO (32 IMoBe4e WHPOPMAIIHS BIDKTE pas/ielia 3a BAKCUHAIUH).
AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE J1a CTe OpeMeHHa WK IUIaHupaTe OPEeMEHHOCT,
MOCHBETBaTE ce ¢ Bamms iekap mim dapManeBT npean ynotpedara Ha TOBa JIEKAPCTRO.
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Ilodupane u padoTa ¢ MAIIMHH

Simponi oBNIHsIBa B MaJIKa CTETICH CIIocoOHOCTTa B 1a Kaparte kojerno, aa modupare u aa
W3II0JI3BATEe MHCTPYMEHTH WM MallliHU. BBIIpeKu ToBa clie/ MpHIoKeHUe Ha Simponi MOXKe J1a ce
MOSIBY 3aMaiiBaHe. AKO TOBA C€ CIIy4H, He KapalTe Kojielo, He modupaiiTe U He H3MOI3BaiTe
WHCTPYMEHTHU WIIA MAIIUHU.

Simponi cbaABpAa JIaTEKC H COPOUTOJ

CBpPBXUyBCTBUTEIHOCT KbM JIATEKC

Kamauero Ha urnara, yact OT npeIBapyUTEIHO HAIIbJIHEHATA MTUCAJTIKA, ChABPXKA JaTeKC. Tbi KaTo
JIATEeKChT MOJKE J1a IPEAN3BUKA TEXKKH aJepruuHH peakiuy, yBenomere Bamms nekap, ako Bue nnu
YOBEKbT, KOWTO ce TPHKH 3a Bac, cTe alepruyHu KbM JIaTekc.

HenonocumocT kbM copbuTon
ToBa nexapcTBo chabpika 18,45 mg copbuton (E420) BB Besika peABAPUTEHO HAITBIHEHA MTUCAJIKA.
Bcexku 0,05 ml ot nekapcTBoTo chabpikar 2,05 mg copouton (E420).

3. Kak na uznos3Bare Simponi

BuHaru u3nosn3BaiiTe ToBa JeKapCcTBO TOUHO KakTo Bu e ka3zan Bamust iexap uiu papmaneBT. Ako
HE CTE CUTYPHHU B Hello, onuTaiite Bamus jiekap wiu gapManesT.

Koako Simponi ce npunara

[lonuapTukynapeH I0OBeHUJIEH WINONATHUEH apTPUT IPH JIella Ha Bb3pacT 2 TOJAUHU U [10-TOJIEMHU:

. Memna ¢ TenecHo Terno no-mwauko om 40 kg:
[Ipenopruntennara go3a Simponi 3a Aerna ¢ TeIecHo Teriio no-manko ot 40 kg 3aBucu ot
TSAXHOTO TEIJI0 ¥ BUCOYMHA. Bamusr nekap 1ie onpeneny ToyHarta 103a, KOsITO Jia pujiarate.
JHo3zara TpsiOBa 11a ce mpuiiara BeIHBK MECEYHO, Ha €/IHa H ChIIa JjaTa BCEKH Mecell.

. Mena ¢ TenecHo Terio Hav-manxko 40 kg:
3a geua c TenecHo Terio Hai-maiko 40 kg e Hannyra 50 mg npeaBapUTEIHO HAITBJIHEHATA
nUcajKa Wi IPEJABAPUTEIHO HAIThJIHEHA CIIPUHIIOBKA ¢ pukcupanu 1o3u. 3a no3a 50 mg,
BXKTE Touka 3 ,,Kak na usnosnssare Simponi® Ha Simponi 50 mg npeaBapuTEIIHO HAITbIHEHATA
nHUcajKa WM NPEABAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA.

. T'oBoperte ¢ jiekapst By, penn npuiioKeHUEeTo Ha YeTBbpTarta 103a. Jlekapsat Bu e npeneHu
JIAJTA Jia TPOIBJDKH JICUEHUETO ChC Simponi.

Kak ce npuiara Simponi

° Simponi ce mpuara uype3 HHXEKIUS M0/ Koxkarta (TIOAKOKHO).

. B nauvanoTo Bammst nekap nim MeIuIUHCKa cecTpa Moxke 1a Bu nmxekrupa Simponi. Bue n
Bammwsr siekap obade Moxke Jia pelmTe, e MOXKeTe caMu Jla MHXKeKTupare Simponi Ha cebe cu
i Ha Bamero aere. B To3u ciyuaii me 0b1eTe 00ydeHN KaK caMU Jia CH HHXXEKTHPATE
Simponi.

loBopete ¢ Bamus sekap, ako nMare BBIIPOCH OTHOCHO MOCTABSHETO HA MHXKEKIUATA. B kpast Ha Ta3u

JIUCTOBKA I HAaMepHuTe ToIpoOHH ,, ITHCTPYKITHH 3a yroTpeda”.

AKO cTe H3M0JI3BAJIM ITOBeYe 0T Heo0XoaumMaTa 1o3a Simponi

AKo cTe n3non3Bay wiv Bu e mpuno)keHa TBbpAE BUCOKA /1032 Simponi (MU Ype3 HHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WJIM Ype3 TBBbPAE YeCTO NPUIIoKeHHE), He3abaBHO roBopere ¢ Bamms nexap
i dapmaneBT. Bunaru Hocere cbe cebe CH KapTOHEHaTa OITaKOBKa, JOPH TS Jla € Ipa3Ha, U Ta3u
JIMCTOBKA.

AKO cTe MPONMyCHAJIM a U3MoJ3BaTe Simponi

AKo cTe 3a0paBWIIK J1a HH)KEKTUpaTe SImponi Ha MIaHKUpaHaTa JaTa, IPUIOKETe POIyCHaTa /103a
BeJ[HAra IOM CH CIIOMHUTE.
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He uznon3paiiTe nBoMHA 1032, 3a 1a KOMIIEHCHpATE MPOITyCcHATaTa J03a.

Kora ga cu HWHXKCKTHUPATC CJICABalllaTa J03a:

° AKO CTe 3aKbCHEJH C TIO-MAJIKO OT 2 CEAMMIIN, MHKEKTUPalTe MPOITyCcHATAaTa /1032 BEAHAra
cJe/ KaTo CH CIIOMHUTE U MPOIBJDKETE MO MEPBOHAYATHATA CXEMa Ha MIPUIIOKECHHUE.
) AKO cTe 3aKBbCHENHU € TIOBEYE OT 2 CEAMUIIN, MHXKEKTUpaNTe IpoITycHaTaTa 103a BeaHara ciej

KaTo CH CIIOMHHUTE H C€ CBbp)KeTe ¢ Bamms iekap wim papMarnesT, 3a Jja IOMUTaTe Kora /1a
WH)KEKTHpaTe cie/Baiara 103a.

AKO He cTe CUTYypHH B HEIIO, onuTaiTe Bammms nexap nimm apmaneBT.

AKo cTe cripejiu ynorpedara Ha Simponi
AKo0 0OMHCIISATE 2 CIIpeTe MPUIOKEHUETO Ha Simponi, TEPBO 00chAeTe ToBa ¢ Bamust nekap uiu
(dhapmarienT.

AKO UMaTe HSKaKBHU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JICKAPCTBO, MOJIS
norutaiite Bamms nekap, papmarieBT wim MEIUIIMHCKA CECTPa.

4. Bb3MOKHY HelKeJIaHU peaKkiuu

KaxTo Bcu4ku JiekapcTBa, TOBA JIEKAPCTBO MOXKE Jla PETU3BUKA HEKEIIAHU PEAKIIUH, BHIIPEKHU Y€ HE
BCEKU T'U Moiry4ana. [Ipu HIKOM MAIMEHTH MOXKE Jia CE€ Pa3BHST CEPUO3HU HEXKEIIaH! PEaKIIud, KOUTO
Hayarat jgedeHue. HexxenaHu peakiinuu Morar Ja ce pa3BHAT J0 HAKOIKO Mecela Clie] IocieIHaTa
WHKEKITHS.

HezabaBHo yBenomeTe Bamus nekap, ako 3a0eneXuTe HIKOS OT CIIETHNUTE CEPHUO3HN HEXKETIaHH

JIEKapCTBEHU PEaKIH, BKITFOYBAIIIH:

. aJIepruYHM PeaKIu, KOUTO MOTAT 1a 0BAaT CEPHO3HU, UJIH PIAKO
JKuBOTO3acTpamaBamm (peaku). CUMITOMHU Ha alepruyHa PeaKIus MOTaT J1a BKIIIOYBAT
MolyBaHe Ha JIUIETO, YCTHUTE, yCTaTa W I'bPIOTO, KOETO MOXE JIa IPUIHHU 3aTPYAHEHO
MIpeTTbIaHe WK JUIlaHe, KOXXKeH 00pHB, KOIIPUBHA TPECKa, TI0{yBaHe Ha PBIIETEe, XOIMUIaTa
WM Tiie3eHuTe. HAkou oT peakiuuTe ce mosiBsIBaT CJIe] IbPBOTO NPUJIOKEHHE Ha Simponi.

. cepuo3ny nHpexkunu (BrawunTeano Th, 0akrepuannn nuHpekunu BKIKYUTETHO
cepuo3HM UH(PEKINU HA KPHLBTA U MTHEBMOHUSA, TEKKH I'bOUYHM HHPEKIHU U APYTU
onopTIOHUCTHYHH HHPpekuun) (dectn). CUMIITOMATE HA WHPEKIINS MOTAT J]a BKITFOYBAT
MOBHILIEHA TEMIIEPaTypa, yMopa, Kanuiuia (yrnopura), 3a1yX, IPUIION000HN CUMIITOMH, 3ary0a
Ha TETJIO, HOIIHO M3MOTABAHE, TUapHs, paHH, TPOOJIEMHU ChC 3bOUTE U MApEHE IIPH YPUHUPAHE.

° NMOBTOPHO AKTHUBHPAHe HA BUPYca HA XenaTuT B, ako cTe HOCUTE I B MHHAJIOTO CTe
OosenyBasu ot xenatuT B (psiako). CuMnToMuTe MOTaT 1a BKIIOYBAT HOXKBJITIABAHE HA
KOXKaTa ¥ O4nTe, ThMHOKA(sIBO OIBETSIBAHE HA YpUHATA, O0JIKA B JsiICHATA CTpaHa Ha KOpeMa,
TeMIiepaTypa, rajieHe, IOBphIIaHe W CHITHA YMOpa.

. 3a00/151BaHe HA HEPBHATA CHCTEMAa KATO MHOKeCTBeHA cKJiepo3a (psaako). CUMITOMUTE HA
3a00JIIBaHe HA HEPBHATA CUCTEMa MOTaT Jia BKJIKOYBAT IPOMEHH B 3PEHUETO, CJIa00CT B PhIIETE
U KOJICHETEe, U3TPhIIBAHE WM MPaBYUYKaHE Ha Pa3IMYHU YacTu Ha Bameto Tsuto.

. pak Ha JuMdHuUTe BB3M (uMdpom) (psaako). CumnroMuTe Ha TMM(pOMa Morar 1a BKIIOYBAT
MoJ{yBaHe Ha JTMM(HUTE BH3JIH, 3ary0a Ha TETrJI0 WK TIOBUIIIEHA TEMIIEPaTypa.

o ChbpAeYHA HEOCTATHYHOCT (psigko). CHUMITOMHTE Ha ChpJEYHA HEOCTaTHYHOCT MOTaT Jia
BKJIFOYBAT 33/IyX WIH MTOIyBaHE Ha Xoaniara Bu.

o NMPU3HAIM HA HAPYIIEHHUS HA HMYHHATA CHCTeMa, HApeYeHM:

- aymyc (psigko). CHMIITOMHTE MOTAT Jia BKJIFOYBAT CTaBHA OOJIKa WITH OOpUB 10 Oy3HTe
WJIN pBLETE, KOUTO € UyBCTBUTEIEH KbM CIIBHLETO.

- capkou03a (psaako). CHMOTOMHATE MOTAT Ja BKIIIOYBAT YIIOPUTA KAIUIHAIIA, 33aTyX,
0omKa B IbpauTe, MOBUILIEHA TEMIIEpATypa, MOAyBaHe Ha TuM(HUTE BH3IIH, 3ary0a Ha
TErJI0, OOPHUBH 10 KOXKATa U 3aMbIIICHO 3pEHHE.
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Bb3NaJIeHHE HA MAJIKMTEe KPHLBOHOCHH ChA0BE (BACKY.JIHT) (PAaK0). CUMOTOMUTE MOTaT Aa
BKIIIOYBAT TOBHUIIIEHA TEMIIEPaTypa, TI1aBo0one, 3aryda Ha Teryio, HOUTHHU U3MOTIBaHs, 0OpHB
Y HEeBPOJIOTHUYHHU ITPOOJIEMHU KaTO U3TPHIIBAHE MIIM MPaByJKaHE.

pak Ha Ko;kaTa (HeuecTo). CHMIITOMHTE Ha pak Ha KOXKaTa MOTaT J1a BKIIOYBAT IPOMEHH BHB
BBHHIIIHUS BUJ] Ha KOXKaTa WU 00pa3yBaHus 10 KokaTta Bu.

3a0o0JIsiBaHe HA KPbBTa (YecTo). CHMIITOMUTE Ha 3a00/sIBaHE HAa KPHBTA MOTaT J1a BKIIFOYBAT
YHOpHUTa TeMIepaTypa, MHOTO JISCHO HACHHSBAaHE WM KbPBEHE, HIIU CHITHA 0JIEIOCT.

pak Ha KPBbBTA (JieBKeMus) (PsaaK0). CUMOTOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT
MOBHIIIEHA TEMITEPaTypa, IyBCTBO HA YMOpa, YeCTH WH(EKIINH, TIECHO TOCHHSIBAHE W HOITHI
W3MNOTSBAHMUSL.

Kaxete He3abaBHO Ha Bamms nekap, ako 3a0eIekuTe HAKOH OT H30POSHUTE CUMIITOMH.

IIpu npunoxkenne Ha Simponi ca HAOIIOAABAHU CJIeTHUTE JONMBJIHUTEIHN HeXKeJTAH! PeaKkum:
MHoro yecTy He)ellaHW peakuK (Mo)ke Ja 3acerHar noseye ot 1 Ha 10 gymm):

Nudexnny Ha ropHUTE AUXATEIHU ITBTHUINA, Bh3MAJICHUE HA T'bPJIOTO, IPE3raB IJIac, XpeMa

Yect HeXeIaHu peakimu (Morat aa 3acerdat 1o 1 xa 10 mamuenTn):

[IpoMenu B uepHOAPOOHUTE TTOKA3aTeNH (TIOBUIIIaBaHE HA YEPHOAPOOHUTE SH3UMH ),
YCTaHOBEHU IIPH U3CJICABAHUATA Ha KPBBTA, HANIPAaBEeHH OT Bamus nekap.
3aMastHOCT

I'maBoGonue

W3TpbrBane WM MpaBy4KaHe

[ToBBPXHOCTHH I'bOUYHU UH(EKITUH

Abcrec

Bakrepuannu nHpeKH (KaTo LeTyInT)

Hucwk Opoli Ha YepBeHUTE KPBBHU KIETKH

Hucwk Opoii Ha OenuTe KpbBHU KIETKH

[To3uTHBEH KPBbBEH TECT 3a JIYILyC

AnepruuHu pakiuuu

Jlomo xpanocMusnane

Bonka B cromaxa

I'anene

['pun

Bponxur

Wndexums Ha cuHyCcHTE

Xeprmec

IToBHIIEHO KPBBHO HaJSITaHE

[ToBuieHa Temmneparypa

ActMa, 3a71yX, XpUITEHE

Hapymienns Ha ctoMaxa v 4epBara, KOUTO BKIIFOUBAT Bh3MAlICHUE HA JIMTaBHUIIATa HA CTOMaxXa
ne0enoTo uepBo, KOETO MOXKeE Jla IPUYMHU BHCOKA TEMIIeparypa

Bonka u s13Bu B ycrara

Peakuuy Ha MACTOTO Ha MH)KEKTUpaHe (BKIIOYUTEIHO 3a4epBsBaHe, YIUTbTHIBaHE, O0JIKa,
KpbBOHACSAIaHE, ChbPOEIK, M3TPHIIBAHE U JAPA3HEHE)

Kocoman

OO6puB 1 cbpOex Ha KOXKaTa

bescbaue

YyBCTBO Ha IOTHCHATOCT

YyBcTBO Ha criaboct

CuynBaHe Ha KOCTH

Hduckomdopt B 0b6acTTa Ha TPbAHMS KOII

Heuectn Hexxenanu peakiuu (Moxke fa 3acersar g0 1 ga 100 aymm):

brOpeuna nnpexus
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PakoBu 3a00ms1BaHus, BKIFOUUTEITHO PaK Ha KOXKaTa U HEPAKOBU 00pa3yBaHUs WU OyYKH,
BKITFOUUTEITHO OEHKHU

Koxuu mexypu

Texxka nHMEKIUsI pa3npocTpaHeHa U3 eI OPTaHU3bM (CEICHC), B HAKOU Clydan
BKITFOUUTEITHO HUCKO KPBBHO HaJsIraHe (CeNTHYEH IIIOK)

IIcopmnaszyrc (BKIIFOUNTETHO 110 IAaHUTE W/MITA XOIWIIaTa, W/WiH o ¢popMara Ha KOKHH
MeXypH)

Hucbk Opoit Ha TpoMOOITUTHTE

006110 HUCHK Opo¥t Ha TPOMOOIIUTHTE, YEPBEHUTE U OCTTUTE KPHBHU KICTKH
Hapymenns Ha muTOBHIHATA YKITe3a

IToBumieHne Ha HUBaTa Ha KPHBHATA 3aXap

IloBumieHre Ha HUBaTa Ha KPHBHUS XOJIECTEPOI

Hapy1uienus B paBHOBECHETO

3pUTENHN CMYIICHHS

Bo3manenne Ha 0KOTO (KOHIOHKTHBHT)

Ouna aneprust

VYcemiane 3a HepaBHOMEPEH ChPJICYCH PUTHM

CrecHsBaHE Ha KPHBOHOCHHUTE CHIOBE HA CHPIIETO

Chcupenu B KpbBTa

3auepBsBaHE HA JIULETO

3anek

XpOHUYHO BB3MAIUTENHO 3200 sIBaHe Ha Oenute Tpodose

Kucenuuu

KambHE B xITBUKaTA

Hapymenus Ha uepaus apoo

Hapyenus Ha repaure

MeHcTpyanHu HapyLIeHUs

Penku Hexxenanu peaximu (Moxe ma 3acergar g0 1 ga 1 000 gyim):

HeBb3MOKHOCT Ha KOCTHHS MO3bBK J1a IPOM3BEXK/1a KPEBHH KIETKU

CunHo HamaieH Opoli Ha OenrTe KPbBHU KIETKH

Wudexknns Ha cTaBUTE WITH HA THKAHUTE OKOJIO TSX

3abaBeHO 3apacTBaHe Ha paHU

Br3nanenue Ha KPPBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTraHU

JleBkemust

Menanom (BH[I pak Ha KOXKaTa)

Mepxken-kneTpueH KapiuHOM (BHJI PaKk Ha KOXKaTa)

JluxeHouTHU peakiuu (CHPOSII YepBEHUKABO-ITMIIAB KOXKEH OOPHUB W/ HUIIIKOBHUIHU CHBO-
Oenu TUHUN BBPXY JIUTaBUITUTE)

JlrocnecTa, mromrenia ce Koxa

Hapymenns Ha IMyHHaTa CUCTeMa, KOUTO MOXeE Jla 3acerHaT OenrTe IpoOoBe, KoKaTa U
nuMbHATE BB3IH (Hal-4eCTO MPOSBEHN KaTO CApKOMI03a)

Bonka u mpoMsiHa B IBeTa Ha MPHCTUTE HA PHILIETE WU KpaKara

IIpomsHa Ha BKyca

Hapymiennst Ha MUKOYHUS MEXYP

Hapymenns na 6s6pernure

Br3nanenne Ha KPbBOHOCHUTE CHIOBE Ha KOXKaTa, KOETO BOJIU /10 OOpUB

Hexenanu peaknuy ¢ HEM3BECTHA YECTOTA:

Psagpk TN pak HA KpBBTa, 3acsralll IpeAMMHO MIIau Xopa (XenaTtoiveHaneH T-kiueTbueH
TuMpoMm)

CapkoM Ha Kanomu-psijiko cpeliad pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepreceH BUpyc 8.
Capxkom Ha Kanommm Haii-uecTo ce cpea noj ¢popmara Ha ypIlypHH U3MEHEHHUS BEPXY
KOJXKaTa.
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o Bromasane Ha 3a00msBaHe, HAPEUCHO ,,JCPMATOMUO3UT  (KOETO CE MPOSIBSIBA KATO KOKEH
00puB, IPUAPYKEH OT MYCKYJTHA CJIa00CT)

Cho01aBaHe HA He)KeJIAHU Peakiuu

AKO MoNTyYnTe HIKAKBU HEKETaHH JICKAPCTBCHU PEakIny, yBeaoMere Bamus nekap, GapMarieBT win
MEIMIIMHCKA cecTpa. ToBa BKIIFOUYBA BCHYKH Bb3MOKHYM HEOIMCAHU B Ta3H JUCTOBKA HEXEJIaHH
peakiui. MoKeTe ChIIO Ja ChOOIINTE HEXKEIIaHU PEaKIlii TUPEKTHO Ype3 HallMOHAIHATA CHCTEMa 3a
CHOOIIABAHE B:

W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo cro01miaBate HeXXeIaHU PEAKIINH, MOXKETE J1a IAZeTe CBOSI PUHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUS OTHOCHO 0€30MMaCHOCTTa Ha TOBA JIEKAPCTBO.

S. Kak na coxpansiBate Simponi
o Ja ce cpxpaHsiBa Ha MACTO, HEAOCTBIIHO 32 JeLa.
. He usnosnsBaiite ToBa JIeKapCTBO ClIE/l CPOKA HA TOJHOCT, OTOESI3aH BbPXY €THKETa Clel

»EXP* 1 BbpXy KapTOHEHaTa OnaKoBKa cien ,,l'oneH 10:“. CpoKkbT Ha TONHOCT OTrOBaps Ha
NOCJIEHYS JEH OT II0COUYEHHsI MECEIL.

o Ha ce cpxpanspa B xmagmmHUK (2°C — 8°C). [la He ce 3ampa3sBa.

o CobxpaHsBaiiTe IpeBapUTETHO HAITBIHEHATA MICAJIKA B KAPTOHEHATa OMaKOBKa, 32 J1a ce
npeanasy oT CBETIHHA.

o ToBa nekapcTBO MOXKE a ce ChbXpaHsBa ChIIO U3BBH XJIAAUIHHUKA, P MaKCUMaJHA

Temriepatypa a0 25°C, eaHokpatHo 3a nepuof 1o 30 I1HU, HO HE U cJel JaTaTa Ha U3TUYaHe Ha
I'bPBOHAYAJIHUSA CPOK HA TOJJHOCT, HAlleyaTaH BbpXY KAPTOHEHATa onakoBka. Hanumere HOBUs
CPOK Ha TOJIHOCT BbPXY KapTOHEHATa OMAaKOBKA, BKIFOUMTEIHO JIeH/Mecel/ToinHa (He rmoBeye
ot 30 1HH, clles1 KaTo JIEKapCTBOTO € U3BaJIEHO OT XJIaAniIHKKa). He BpbiIaiiTe TOBa JeKapcTBO
00paTHO B XJIaJMITHHKA, CJe]l KaTO € JOCTUTHAJIO cTaiiHa Temmneparypa. M3xBepiere ToBa
JIEKapCTBO, aKO He Ob/Ie M3MOI3BAHO B PAMKHUTE Ha HOBUSI CPOK Ha FOAHOCT WM CPOKA Ha
TOJHOCT Hare4yaTaH BbPXY OIIAKOBKaTa, B 3aBUCUMOCT OT TOBA KO € IO-paHeH.

. He u3non3Baiite TOBa JIeKapcTBO, aKO 3a0€NIEKHUTE, Y€ Pa3TBOPHT HE € OMCTHP JI0 CBETIIOKBIT,
4e € MbTEH WU ChJIbpiKa Yy>KIH YaCTUIIH.
o He n3xBbpIrsiiTe ekapcTBaTa B KAaHAIM3ANUATA WM B KOHTEHHEpa 32 JOMAIIHU OTIIaIbIIH.

[Momuraiite Bamus nekap win ¢papManeBT Kak /1a U3XBbPJIUTE JIKapCTBaTa, KOUTO Beue He
usnoissare. Te3sn MEepKH e CIIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATA Cpefa.

6. C’l)}]’l)p?l(alll/le Ha OonMaKoBKaTa M JO0IIbJHUTEC/THA m{(])opMamm

Kakso cpabp:xa Simponi
AKTHBHOTO BeliecTBo € rojaumymad. Exna 0,45 ml npenBapuTenHo HabIHEHATA MMCAIKaA ChIbpkKa
45 mg romumymad. 1 ml ceappka 100 mg ronmumymad.

Hpyrute cberaBku ca: copouron (E420), XMCTHINH, XUCTHITHOB XUAPOXIIOPH]T MOHOXHIPAT,
nosiucop6ar 80 1 Boja 32 MHXKEKIMH. 33 JOIIBJIHUTEIIHA HHPOpMalius OTHOCHO copouroi (E420),
BIDKTE TOUKA 2.

Kak usrae:xkga Simponi M KakBO CbAbpika 0NAKOBKaTa

Simponi ce 1ocTaBs KaTo WHKEKLIUOHEH PAa3TBOP B MPEABAPUTETHO HAITbJIHEHA NIMCANIKA 32
eHOKpaTHa ynoTpeba, VarioJect. Simponi ce JocTaBs B OIIAKOBKH, ChIbpXKAIIX | IpeABAPUTEIHO
HaIbJTHEHA MHCAJIKA.
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Pa3TBOPBT € OUCTHP [0 JIEKO OMaNIeCLEHTEH (C repiieH OJISICHK), O€3IBETEH 0 CBETIOKBIIT H MOXKE Ja
CBhIBprKa MAJIKU TIPO3PavYHH WIU OENTM MTPOTENHOBU YacTulk. He m3mon3Baiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH IBAT, MbTCH WM ChIABPKAI BUIUMH YYKIH YACTUILIH.

IIpuTexaTten Ha pa3pelIeHHETO 32 YIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a gombIHHUTENHA HHPOPMALIUS OTHOCHO TO3H JIEKAPCTBEH MPOIYKT, MOJIS, CBBPKETE CE C JIOKATHHUS
NPEICTAaBUTEN HA MPUTEXKATEIIS Ha Pa3pelieHHETo 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@jits.jnj.com

Bovarapus Luxembourg/Luxemburg
»JkoHCHH & J[>xoHCcHH bearapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD
TIf.: +45 4594 8282 Tel: +356 2397 6000
jacdk@its.jnj.com

Deutschland Nederland
Janssen-Cilag GmbH Janssen-Cilag B.V.
Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +31 76 711 1111
jancil@its.jnj.com janssen@jacnl.jnj.com
Eesti Norge

UAB "JOHNSON & JOHNSON" Eesti filiaal Janssen-Cilag AS

Tel: +372 617 7410 TIf: +47 24 12 65 00
ee@its.jnj.com jacno@its.jnj.com
EApGoa Osterreich
Janssen-Cilag ®oppokevtiky Movorpoécmm Janssen-Cilag Pharma GmbH
A.E.B.E. Tel: +43 1 610 300

TnA: +30 210 80 90 000
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Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bopvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTta Ha mocJIeqHO Mpepasrjiexaane Ha gucToBkara 10/2025

IMoxpoOHa uHbopMarlrs 3a TOBA JEKapCTBO € NMpeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus
1o JieKapcTBara https://www.ema.europa.eu.
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HHcTpyKuuu 3a ynorpeda
Simponi 45 mg/0,45 ml
WHXXEKITMOHEH Pa3TBOP B NPEABAPUTEITHO HAIThJIHCHA MHUcaika, VarioJect
3a ynotpeba npu gena

EAHOKPATHA YINOTPEBA

P I O .45
' — \ r
\ J Ui
) mo.1mt

4

3a 1a 3Haere Bamara q03a
N3non3paiiTe MACTOTO MO-TOpeE, 3a Ja 3alulleTe npeanucaHata Bu noza.
IToTBBpaeTe ¢ Bamus nekap, ako HE CTe CUTypHH 3a Baiara fnosa.

Baxno

Axo Bammsr nexap peuru, ye Bue niau To3u, KOWTO ce rpiku 3a Bac, MokeTe 1a MH)XXEKTHpaTe
Simponi BKbIIH, TPSIOBa Aa MOTYYUTE ITOAXOSAIIO OOyUSHHE, 32 TOBA KaK J]a IIOATOTBUTE U
WHKEKTHpaTe Simponi.

Mosst mpodeTeTe HHCTPYKIMUTE 3a yroTpeba Mpeau Ja u3oi3BaTe Simponi npeaBapuTeTHO
HaI'bJIHEHA MTHCAJIKa U BCEKU BT, KOTaTO B3EMETE HOBA MIPEIBAPUTEIHO HAITBIHEHA THCAJIKA.
Bb3MoxkHO € Ja nma HoBa MH(OpMAIHSL.

Mons npodereTe BHUMATENHO ChHIIO U ,,JIncTOBKA: HHDOpMAIMA 3a MOTpeOUTeNs peau na
3ar0yHeTe MHKEKTHPaHeTo. Te3n MHCTPYKIMY 3a yHOTpeba He 3aMecTBaT pa3roBopa ¢ Bamms nexap
OTHOCHO 3200JIIBAaHETO WJIM JIeueHHeTo Bu.

AKo He cTe IpeMUHaIN 00yUYeHHe WM UMaTe HIKaKBU BBIIPOCH, MOJISl CBBpIKETe ce ¢ Bammus nekap,
MEIMIMHCKA CecTpa MU (papMareBT.

m HNudopmanus 3a cbXpaHeHUe

[a ce cpxpansBa B xuagumiHuk npu 2°C o 8°C.

Mosxe n1a ce chXpaHsiBa IpH cTaifHa Temiiepatypa (o 25°C), eqHokparHo 3a mepuox a0 30 1Hu, HO He
1 CJIC[ JaTaTa Ha U3THYaHC Ha IIbpBOHAYAIHUA CPOK HAa TOAHOCT. Hannmere HOBUS CpOK Ha rOAHOCT
HAa 33/IHAaTa CTpaHa Ha KapTOHEHATa OMAKOBKa, BKIFOYUTEIHO JICH/MeCel/ToinHa (He TIOBEeYE OT

30 mHU, cries KaTo JISKapCTBOTO € M3BAJICHO OT XJIaIWiIHNKa). He BpbiaiiTe ToBa 1€KapcTBO 0OpaTHO
B XJIaJIMJIHUKA, CJIEJ] KaTO € TOCTUTHAJIO CTaliHa TeMIieparypa.

CoxpansBaiiTe Simponi npeiBapuTeTHO HAITbJIHEHA NMUCAJIKA U BCHYKH OCTAHAJIHN JIEKAPCTBA
HA MACTO, HEAOCTHITHO 32 Jela.

Onucanne

[IpenBapuTenHo HaTbIIHEHATA MTUCAJIKA € TIHCANKA 32 PHYHO HHXXEKTHPaHe, KosTo Bu no3sosspa na
3ajia/ieTe KOHKPETHA NpeNMcana j1o3a. Beska nmpeBapuTeIHO HAIThITHEHA MTUCcaTKa MOXKE J1a JIOCTaBU
0,1 ml mo 0,45 ml (cpoTBercTBamy Ha 10 mg 1o 45 mg ronmumymad) Ha cTbiku o 0,05 ml.
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IIpenu ma 3amovyHETE a U3IMOI3BaTEe TAa3H MPEABAPUTEITHO HAITBIHEHATA MMHcaika, Bue TpsoBa ga
3HaeTe Kak Ja:

° MpeMaxHeTe Bh3AYITHITE MeEXypUeTa
° 3aJaMeTe mMpeanrcanara 103a
° HATHCHETE PHbYHO 0yTaJI0TO, 32 J]a HHXKEKTHPATE, TOJJ0OHO Ha CIIPUHIIOBKA

H3non3Baiite MMPEABAPUTECIIHO HAITBJIHCHATA IMUCAJIKa CaMO BEAHBIK. I/IBXB’I)pJ'IeTe MpeaABApUTECIHO
HaITbJIHCHATA IIUCaJIKa CJIC yHOTpe6a.

He u3znon3BaiiTe 0cTaHAIOTO KOJIMYECTBO JICKAPCTBO B MPEABAPUTEITHO HAITBIHEHATA MMHCAJKA.
He npenocTassiiTe mpeBapUTETHO HAITBTHEHATA MMHCAIKA Ha APYTH XOpa.

He pasknamaiire.

&
HeoﬁxozmMa Bu e momomx?

Cewpixkere ce ¢ Bamus nexap, MeauIMHCKa cecTpa WM (papMaLeBT, ako UMaTe HAKAKBH BBIPOCH. 3a
JOIIBIIHUTETHA HH(OpMAIIHS, BHXKTE JIUCTOBKATa OTHOCHO JJAHHU 32 KOHTAKT Ha JIOKATHUS
IPEJCTaBUTEIL.

Ilnanupaiite

&

IIpoBepere KapTOHEHAaTa ONMAKOBKA

IIpoBepere cpoka Ha rogHoct (caen ,, 'ogen 70:%) HanleyaTaH WM HAMKCAH Ha 3a]{HATA CTPaHa Ha
KapTOHEHAaTa ONAaKOBKa.

He u3nonssaiite, ako CpOKbT Ha TOJHOCT € U3TEKBIL.

He umxektupaiite, ako nMa HapylieHHe Ha niepdopanuara Ha KapToHeHaTa onakoBka. CBbpXKeTe ce C
Bamus nexap niu ¢papManeBT 3a HOBa IPEBAPUTEIIHO HAIIbJIHEHATA [TUCAJIKA.

<

M3Bajere npeaBapuTEJIHO HATBJIHEHATA MUCAJIKA 0T KAPTOHEHATA ONMMAKOBKA
OcraBere nucankaTa moHe 30 MHHYTH Ha CTaliHA TeMIlepaTypa Ha MACTO, HEIOCTBIIHO 3a JEIa.
He 3arorursiite o HUKaKbB APYT HAYMH.

HNmate HY:K]1a 0T CJIEAHUTEC KOHCYMAaTUBU:

o 1 TaMIOH, HATIOEH CbC CIIUPT

o 1 mamy4eH TAMIIOH WX MapJis

o 1 nenenka

. 1 xoHTeiiHep 32 OCTPM OTHAABLIM (BIDKTE CTHITKA 3)
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Taka nm3riaexaa Bamara NnpeaBapuTe/IHO HAITb/JIHCHA CIIPUHIIOBKA

*OIIACHOCT OT 3A/TIABSHE! [la ce cbxpaHsiBa u3BbH 0OCera Ha Jiena.

BPBX

Kanaika
He orcrpanssaiire,
npenu aa ObaeTe
MHCTPYKTUPAaHU.

1 ThbHKa KOHTPOJJHO
CKpHTa npo3opue
uria

OpaHKeB
npeana3uTes
HA UIJIAaTa

BAXKHO:
He nHaTuckaiite opaHXeBUs
MpeIa3uTeNl Ha UI1aTa Ipeau 1a

WHXXeKTHupaTe. Toil 11e ce 3aKIII0UH U

Bue vAMa na momyuuTe go3aTta.
BAKHO: He otnensiite
IpEIBapUTEIHO HAITbJIHEHATa
MHUcajKa OT KoXKaTa [0 BpeMe Ha
UMHXeKkTHpaHe. OpaHKeBUAT
MIpeiNa3yuTeNl Ha UIJIaTa Ie ce
3aKJIIOYM U HAMA 12 TIOJTyYUTe
I'bJIHATA J1034.

1. Toarorsere ce 3a Bamara HHKeKIUA

H30epeTe MICTO HA MHKEKTHPaHE
N3bepete HAKOM OT CIEMHUTE YUacThIM 32 BamaTa HHXeKIuUs:
IIpeanara yacTt Ha 6eapoTo (TIPETTOPHUNTETHO)

JlonHaTa yacT Ha Kopema

He uznonsBaiite 5-cantuMeTpoBaTa 30Ha OKOJIO ITbIIA.
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o 3agHara cTpaHa Ha MUIITHHLATA (aKO MHXKEKIHUATA Bu ce mocTaBst OT TO3H, KOMTO ce TPHkH 3a
Bac)

W36upaiite pa3nuyHO MACTO HAa MHXXEKTUPAHE 3a BCSAKA MHXEKINA, B PAMKHUTE HA IPEATIOUYUTAHUS OT

Bac yuacTsk.

He nmxektupaiite B KOXa, KOATO € YyBCTBUTEIHA, ChC CHHUHH, 3aUepBeHa, BTBbP/ICHA WK C Oele3u.

/

ITouncrere MsICTOTO HA MHKEKTHPaHE

W3muiite noOpe phlieTe CH ChC CallyH U TOILIa BOJA.

ITouncreTe MACTOTO Ha MH)KEKTHPAHE C TAMIIOH, HAIlOEH ChC CITUPT, U OCTABETE Ja U3CHXHE.
He nunaiite, He AyxalTe U HE BEUTE HAJ OYUCTEHUS YUACThK.

=

IIpoBepere TeuHocTTA

W3Banere npeaBapuTEIIHO HATBJIHEHATA MTUCAJIKA OT KAPTOHEHATa OMAKOBKa.

[IpoBepeTe TeuHOCTTa B KOHTPOJIHOTO Ipo3opue. Ts TpsiOBa 1a e OGucTpa 10 JEKOo onajiecieHTHa (¢
nepIieH OJSICHK) M Oe31BETHA JI0 CBETIIOKBITA M MOXKE J1a ChIbpKa MAJIKHU ITPO3pavyHy I Oeln
NPOTEMHOBHU YacTHLU. MoXe Ja 3a0ee’KuTe eHO WK TI0BeUe BB3LyIIHN MexypueTa. ToBa e
HOPMAJIHO.

He HH)KCKTHpaﬁTe, AKO TCYHOCTTA € C pa3jIMuCH LBAT, MbTHA WJIN CbAbpPiKa IO-IroJIEMU YaCTUIIU. Axo

HE CTC CUT'YpPHHU, CBBPIKCTEC CC C Bamus JICKap Wi Q)apMaueBT 3a HOBA IIPCABAPUTCIIHO HAITBJIHCHA
rcaka.
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Ilouykaiite, 32 1a npeMecTUTe BL3AYIIHUTE MeXypueTa KbM Bbpxa

JpBxTe npeaBapuTeIHO Ha'bJIHEHATA [TUCAJIKA U3IIPABEHA, C HACOYCHO HAarope CHHs Kalayka.
[MouykaiiTe BHUMATEIHO C MPBCT NMPEIBAPUTEITHO HATbIHEHATA MTUCAIKa OJIM30 10 KOHTPOIHOTO
npo3opuye. ToBa Ie CIOMOTHE BB3IyIIHUTE MEXypueTa Jla ce BAUTHAT Harope.

¢
N
>

PA

OTtcTpaHeTe Kanmaykara
[ppxTe mpenBapUTeIHO HallbIHEHATa MHCAJIKa U3MPaBeHa, CJIe/l TOBA 3aBbpPTETE U U3AbpHaiiTe
Kalaykara, 3a 1a s OTCPaHuTe.

BAJKHO: He HaTucKaiiTe OpaHKeBUs NpeANa3uTesl Ha UrjiaTa npeau 1a nHxektupare. Toi 1we ce
3aKJIFOYY ¥ Bue HAMa 1a momyduTe qo3ara.

HNnoxexTHpaiiTe 10 5 MUHYTH cJie[l OTCTPAHSIBAHE HA KAMA4KaTAa.

He nocrassiiTe Karnaykara oOpaTHO - TOBa MOKE JIa IOBPEAX CKpUTATa UIJIa.

He u3non3saiite npenBapuTesIHO HAITbJIHEHATA [IUCAJIKA, AKO CTE sl U3ITyCHAIIH, CIIe]] KaTo Kalaykara €
OTCTpaHEHa.

Cebpixere ce ¢ Bammst nexap unm papManeBT 3a HOBa IpeIBapUTETHO HAIIbJIHEHATA [TUCAJIKA.
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XX

orpaHuuu
TenHa
JIeHTa

XX

OTtcTpaHeTe BH3AYIIHUTE MexypyeTa®
JpBxTe npeaBapuTeIHO Ha'bJIHEHATA [TUCAJIKA U3MIPaBEHa.
Buammarenno HatrcHeTe OyTanoTo ¢ maner, qokaro cmpe. Llle mpscHe TeunocT. ToBa € HopMaiHo.

OpanxkeBaTa OrpaHUYNTEHA JEHTA LIe H3Ye3He.
*Omempansganemo Ha 8b30YUIHUME MeXypuema we 2apanmupa, ve ce npuiaea moiHama 003d.

Cned omcmpanseane Ha 8b30YUHUIE MEXYPUema, Modce 0a 8UOUMe TUHUs 8 KOHMPOIHOMO
nposopue. Tosa e HOpmanHo.

2. NnxexTupaiiTe Simponi kaTo U3moJ3BaTe NpeIBapUTETHO HATbJIHEHATA MUCAJIKA

X.X

LT

Ilpopes 3a
uzbupaHe
HAa 103aTa

3agaiiTe npeanMcaHaTa 1032
3aBbppreTe OyTanoTo, J0KAaTO JUHUATA 33 Ipeanucaara Bu 10o3a ce u3paBHU ¢ popesa 3a u3bupaHe
Ha no3ata. [IpenBapuTenTHO HaTbJIHEHATA MHUCAJIKA € TOTOBA 3a U3II0I3BaHE.

H360p Ha no3a:
0,1 ml
0,15 ml
0,2 ml
0,25 ml
0,3 ml
0,35 ml
0,4 ml
0,45 ml
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BbBenere uriara u 3aipbKTe HA MACTO

BAJKHO: He otaendiite npeABapUTEIHO HAITBIHEHATA MUCAJIKA OT KOXKATa [0 BpeME Ha
uHXeKkTHpaHe. OpaHXeBUAT NMpeANa3uTeN Ha Uriara Iie ce 3aKI04y U HiIMa Jia MoJIy4YuTe bIHaTa
J03a.

He natuckaiite 0yTanoTo, JOKaTO BHBEXKIATE UTJIaTa.

[IputucHeTe 1 3aApBKTE BbpXa Ha MPEABAPUTEIHO HATBJIHEHATA MICAJIKa TaKa, Ye OPAHKEBHUAT
Ipea3uTell Ha uriara a ce u30yTa Harope, JOKaTo cipe. Manka 4acT OT OpaH)XeBUSI IIPeIa3uTel
IIIe € BCE OIlIE BUIUMA.

HNnskexTupaiite Simponi

HpO)I’bJDKeTe Ja IPpUTUCKATE NPCABAaPUTCIIHO HAITbJIHCHATA IMUCaJIKa KbM KOXKaTa.
BuumarenHo HaTHCHETE OyTaqoTO JOKATO CIIpe.

AKo e 3aJaJ]eHa MaJIKa 1033, O0yTaJI0TO 1Ie ce NPUABHAKH CAMO MAJIKO.

JlocTaBeHaTa /1032 MOXKe J1a c€ MOTBBP/IU, KaTO Ce MOTJIIHE ITpope3a 3a M30MpaHe Ha 03aTa.
He otaensiite Bee olie IpeBapUTEIHO HAITBIHEHATA IIMcaIKa OT KOXKaTa.
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3aapnbikTe, Cjie]l TOBA OT/AeJeTe

IIpoapinkeTe ga MpUTHCKATE PEIBAPUTEIHO HAITBIHEHATA MMHACAIKA KbM KOXKaTa 3a MPUOIH3UTEITHO
5 CeKyH[u.

HopwmainHo € fa BuauTe Majiko KOJUYECTBO OCTAaHAJIO JIEKAPCTBO B KOHTPOIHOTO MPO30pUE.
Otnenere npeaBapUTEIHO HAITBIHEHATA MMHUCATKA OT KOXKaTa.

OpamKeBUAT IpEeAa3uTes Ha UTJIaTa e ¢e YABIDKH U 3aKITI0UH.

3. Cnen npujiarane Ha MHKEKUMATA

N3xBbpIieTe NpeIBapUTETHO HATbJIHEHATA MUCATKA

W3xBBbpiieTe MpeABAPUTENHO HAIbIHEHATA ITHCAIKa B KOHTEHHEP 38 OCTPH OTHAIbIIM BeIHAra CJeT
ynopeoa.

TpsibBa 1a cTe CUT'YpHH, Y€ U3XBBPJIATE IIBJIHUS KOHTEHHED CIIOpel MHCTPYKIMUTE Ha Barust jexap
WK MEIMIIMHCKA CeCTpa.

X
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IIpoBepere MACTOTO HA NHIKEKTHPAHE

Ha mMscTOTO Ha MH)KEKTHPAHETO MOKE J1a C€ TIOSBU MAJIKO KOJIMYECTBO KPbB MJIM TEYHOCT.
[IpuTHCcHEeTEe MICTOTO Ha MHXKEKTHPAHE C TAMYK WM Mapiid U 33JIPBKTe, JOKATO KbPBEHETO CIIpE.
He pa3TpuBaiite MSICTOTO Ha HHXEKTHUPAHE.

AKO € He0oOX0IMMO, MOKETE J]a TIOKPHETe MSCTOTO Ha HHYKEKTHPaHe C JieneHka. BameTto
WH)XEKTHpaHe TPUKITIOYH!
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 50 mg uHKeKNMOHEeH Pa3TBOP B NMPeABAPUTEIHO HATBJIHEHA MHCAJIKA
roauMymad (golimumab)

IIpoyereTe BHUMAaTEIHO LsJIaTa JIMCTOBKA, IIPEIM 1A 3all0YHeTe Ja pUJjarare ToBa JIeKapcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNUTaiTe Bamms nexap, hapmaneBT win
MEIMLMHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIy, He3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JsBaHe ca chluuTe KaTo BamuTe.

- AKO TOITyunTe HAKaKBU HEXEJIaH! peakiyy, yBeaoMmere Bamus nekap, papmaneBt nnn
MEJUIMHCKA cecTpa. ToBa BKIIIOYUBA U BCUYKHU Bb3MOKHH HEXKEIAHU PEAKIVK, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

Bamust nexap uie Bu najie u HarnmoMHsIIa KapTa Ha MalydeHTa, KOsATO ChAbpiKa BakHa HH(pOpMAIIHs 3a
0e30rmacHoCT, KOSTO TpsiOBa 1a By € u3BecTHa, Mpean /1a 3aroYHeTe JICYeHHE U TI0 BpeMe Ha
JIEYEHUETO ChC Simponi.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmisBa Simponi 1 3a KaKBO CE U3IIOJI3Ba
Kakpo TpsiOBa 1a 3HaeTe mpeau Ja Uu3Moi3BaTe Simponi

Kak na nznonzsare Simponi

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak nma cexpansBare Simponi

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npeacrasiasasa Simponi u 3a KakBo ce U3M0JI3Ba
Simponi cbIbpka aKTUBHOTO BELIECTBO, HAPEUEHO rOIMMyMad.

Simponi mpuHAATIEKHN KbM TpyIa JIeKapcTBa, HapedeHu ,,maxuouropu Ha TNF”. To ce u3noxnssa mpu
BB3PACTHH 32 JICUCHNE Ha CIICAHUTE BH3MAIUTEIHH 3a00IIIBaHU:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

o AKcHalleH CIIOHIIIOAPTPHT, BKIFOYUTEIHO aHKUIIO3UPAILl CIIOHTUIIUT U HEPEHTIeHOTpadCKU
aKCHaJIEH CIIOHIWIOAPTPUT

o Vmepo3eH KOIUT

Ipu neua, Ha BB3pAcT 2 TOJAMHU | MO-TOJIEMH, Simponi ce M3I0JI3Ba 32 JieYeHHe Ha
NOJIMAPTHKYJIAPSH IOBCHWICH UIMONIATUYCH apTPUT.

Simponi OG51okupa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMop-HekpoTr3upai] akrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3IMAINTETHUTE IPOLECH U OJIOKUPAHETO My MOKE Jla OTPaHUYH
BB3NAJICHUETO B Opranu3Ma Bu.

PeBmaTonsen apTpur

PeBMaTOMIHUAT apTPUT € BB3MATUTEIHO 3a00JIIBaHE HA CTaBUTE. AKO UMAaTe aKTHBEH PEBMATOUICH
apTpuT, IBPBO IIe Bu ekyBaT ¢ Apyry ekapcTBa. AKO HE ce TIOBIHUSIETe JOCTAaThYHO A0OpE OT THIX,
Mocxe aa Bu npeanuinar Simponi, koo 1ie Bu ce npuiara B KOMOUHALMS C IPYTO JICKapCTBO,
Hape4YeHO METOTpEeKCaT, 3a:

. MOTHUCKAaHE Ha MPU3HAINTE U CHMIITOMHTE Ha 3a00isiBaHeTo Bu.

. 3a0aBsHE Ha YBPESKIAHETO HA KOCTHTE U CTaBUTe B,

. nogoOpsiBaHe Ha GusnyeckoTo Bu cherosiHume.
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IcopuaTnuen apTpur

[lcopraTHYHUSAT apTPUT € BH3NATUTETHO 3a00JIsIBaHe HAa CTaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
TICOPUA3UC — Bh3MAIUTEIIHO 3a00JIIBaHe HA KOXKaTa. AKO MMaTe aKTHUBCH IICOPUATHYEH apTPUT, TEPBO
nie Bu nekyBar ¢ Ipyru jiekapcTBa. AKO HE Ce MOBJIUSACTE TOCTAThYHO JOOPE OT TAX, MOXe j1a Bu
MpeANuIIaT Simponi, 3a:

. MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.
. 3a0aBsiHE Ha YBPEKAAHETO HA Bammre KOCTH U CTaBH.
. nooOpsiBaHe Ha (hu3nueckoTo Bu cheTosiHuE.

AHKWIO3UPAN] CHOHIWIAT W HEPEHTTeHOTrpa()CKN AKCHAJIEH CIIOHAWIOAPTPUT
AHKWIO3UPAIIUAT CIIOHWIIUT U HEPEHTTeHOrpaCKK aKCUAIICH CIIOHIMIOAPTPUT Ca BB3MATUTEITHU
3200J11BaHNS HA TPHOHAYHAS CTHI0. AKO HMaTe aHKUIO3UPAIIl CIIOHIWIUT WIIH HEPEHTTeHOTpadCKu
aKCHAJICH CIIOHIUJIOAPTPHUT, ITEPBO Il By nekyBar ¢ Apyru JiekapcTBa. AKO HE CE IMOBJIHSCTES
JIOCTaThUHO JOOpPE OT TAX, MOKe a Bu npennumar Simponi, 3a:

o MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.

o nono0psiBaHe Ha (U3HYeCKOTO Bu cheTosiHME.

Yiuepo3en KoauT

Y ILepo3HUST KOJIUT € BB3MAIUTEHO 3a00IsABaHe HA YepBaTa. AKO UMarte yJIepo3eH KOJHT,
I'bpPBOHAYAIHO 1ie Bu ObaaT nagenu apyru gekapcTBa. AKO Te3H JIEKapCcTBa HSAMAT 1OCTaThYHO 10OBP
edexr ipu Bac, 3a neuenne Ha BameTo 3a6omsaBane me Bu npeanmmmar Simponi.

MonmapTuKyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

[TonmmapTuKyapeH I0BEHWICH UINONATHYCH apTPHUT € BB3MAIUTEIHO 3a00IsBaHe, KOSTO MPUYNHSBA
cTaBHa OOJIKa M MMOyBaHE MMPH Aena. AKO UMaTe MOJIHAPTUKYJIApEH IOBEHWICH HANONAaTHYeH apTpuT,
BpBO 11e By ObaT MpUIoKeH! IpyTH JIeKapcTBa. AKO HE c€ TIOBJIHABATE JOCTATHYHO OT TE3H
neKapcTBa, me Bu 0b1e npuioskeH Simponi, B KOMOMHAIHS ¢ METOTPEKCAT 3a JICYeHHE Ha
3a00JISIBAHETO.

2. Kaxso TpsiOBa 1a 3HaeTe nmpeau aa n3noJ3sare Simponi

He n3noassaiite Simponi

o AKO cTe aJlepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOTMMYMa0 MM KbM HSKOSI OT OCTaHAJINTE
CHCTAaBKH Ha TOBA JIEKApCTBO (M30pOEHH B TOUKA 6).

o Axko umare tyoepkynosa (Th) unmu npyra Texxka nHbEKIus.

o AKO UMaTe yMEpeHO TeKKa WM TeXKa ChpJeYHA HEJOCTATHYHOCT.

AKO He cTe CUTypHU JIajli HAKOE OT N30poeHuTe ce oTHacs 3a Bac, roBoperte ¢ Bammus nexap,
(apmaneBT WM MEAMLMHCKA CEcTpa MPEAM Aa 3all0YHeTe Ja U3IoJ3BaTe Simponi.

Hpeuynpeﬁcneﬂnﬂ U NpEANMasHA MEPKHA
FOBOpeTe ¢ Bamus JICKap, (bapMaueBT WM MCAULIMHCKA CeCTpa, MPECAU Ja U3I0JI3BATC Sll’l’lpOI’ll

HNudexnmu

YBenomere He3abaBHO Bamus nekap, ako Bede uMaTe Wi pa3BUeTe CUMIITOMH Ha HH(EKIHS 110

BpeMe Ha JICUCHHETO chC Simponi. CuMmnromMuTe Ha WHQEKITHS BKIIOYBAT OBHIIICHA TEMIIEPATYpa,

KallUTHILIA, 3a1yX, TPUIIONOI00HN CUMIITOMH, JHAPHs, KOXKHHU PaHH, IPOOJEMH ChC 3bONTE WU MTapeHe

[IpH ypUHHUPAHE.

o [To BpeMe Ha Jle4eHHETO ChC Simponi MOXKE J1a CTe MO-TI0IATJINBU KbM Pa3BUTHE HA HH(EKITHH.

° Mudexnnnte MOXKe 1a ce pa3BUAT MO-0bP30 U Aa ca Mo-TeKKU. OCBEH TOBa HAKOU CTapH
WH(EKIIUN MOXeE JIa CE MOSIBSIT OTHOBO.
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Tybepkynosa (Th)

HezabaBHo yBenomeTe Bamus nekap, ako o BpeMe Ha JISYEHHETO WIIH CIIE]] HETO Pa3BUETE

cumntomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopura Kanuiuia, 3aryda Ha Teriio, ymopa,

MOBUIIIEHA TEMIIEpaTypa WIK HOIIHU U3MOTSIBAHUS.

. Psinko ca moknagasanu ciaydyaun Ha T npu manueHTH, JeKyBaHU CbC Simponi,
BKJIIOUUTEIIHO TP MAIMEeHTH, KOUTO ca nMpueMaiu Jiekapctsa 3a Th. Bamust nexkap mie
Bu HazHauu uscnenBaHus, 3a aa nposepu ganu umare Th, kato e 3anuiie pe3yiTaTuTe
OT TsX BHB Baiiata HamomHsIIa KapTa Ha MAIMEHTA.

o MHoro e BaxxHO Ja yBenoMuTe Bamms nekap, ako Hskora cte 6onenaysanu ot Th unu cre
Omn B OTM3BK KOHTAKT ¢ OoreH mim 6omexysan ot Th.

o Axko Bammst nekap mperieHs, ue cTe U3JI0’KeHH Ha MOBUIIIEH PUCK OT pa3BuTue Ha Th,
MIpeIn /1a 3alovHeTe a U3MoI3BaTe Simponi, Moke 1a OblieTe IEKyBaHH C JIEKApCTBa 3a
Tb.

Bupyc na xenamum B

. YBenomere Bamus nekap, ako ¢Te HOCUTEIN HAa BUpyca Ha XenaTuT B win ako nMare,
WM CTE UMaJH XenaTuT B, mpeau 1a 3anoynere jieueHUE Cbe Simponi.

o YBenomere Bammst nekap, ako cMsATare, ye cTe 3acTpalleHH OT 3apa3siBaHe C BUpyca Ha
xenaTtut B.

° Bamust nexap me Bu u3cnensa 3a xenatut B.

. [Tpu manmenTH, KOUTO ca HOCUTENIH Ha BUpYyCa Ha XeMaTUT B, iedeHneTo ¢ HHXHOUTOpH

Ha TNF, karo Simponi, Moke 1a AOBeie IO PeaKTHBALKS Ha BUPYCa, KOSTO B HIKOH
ClIydad MOKe J1a ObJie )KUBOTO3aCTpaIlIaBalla.

Hnsazusnu evouyHu unpexyuu

AKO cTe KUBENU WM IbTYBaJIH B 00JIACTH, KbICTO MH(PEKIUH KaTO XUCTOILIA3MO3a,
KOKIIMAMOUIOMHUKO3a TN OJIACTOMHKO3a ca YeCTO CpellaHy, He3abaBHO yBenoMere Bamms
nekap. Te3u uH(pEKIUH ce MPUIUHABAT OT ONpeIeIeH! BUAOBE I'bOMYKH U MOTaT Jja 3aCeTHAT
Oenute 1poOOBE WM Apyra YacT Ha TSUI0TO. AKO He 3HAeTE Aajli Te3d MH(PEKIMH ca YECTH B
o0racTTa, B KOSTO CTE )KMBEJIN WU MBTYBaJH, MONuUTaiTe Bamus nexap.

Pak u aumdom

IIpeau na 3amovHeTe Ja U3noa3BaTe Simponi, yBeroMeTe Bamms nekap, ako cTe UMaid JUarHo3a Ha
muMdom (BU pak Ha KPHBTA) WM APYT BH/ paK.

Axko m3non3pare Simponi winu apyr naxuOuTop Ha TNF, pucksT aa passuere numdom mim
JpYT BHJI paK MOKE J1a CE MOBUIIIH.

[TarmenTrTe C TEXBK PEBMATOUICH apTPUT WIH APYTO BH3MAIUTENIHO 3a00JIIBaHE C TosiMa
JaBHOCT MOXeE J]a Ca C O-BUCOK OT CPEeIHUSI PUCK 32 PAa3BUTHE Ha JTUMQOM.

Ipu Hsixou nena u roHoIIH, JekyBaHu ¢ TNF-01okepu ca ce pa3Bwin pakoBH 3a00IsBaHus,
BKJIFOUUTEITHO HETUITMYHH BUJIOBE pak, KOUTO B HAKOU CITyYau ca JOBEJHU 10 CMBPT.

B penxu ciny4an npu nanuenTtH, npuemanu Apyru TNF-6iokepu, e HaOmogaBan oco0eH u
TEXbK TUI TUM(POM, HapeueH xenaronreHaneH T-kinerpueH mumdom. [loseueTo ot Te3n
NaIMeHTH ca OMITU FOHOIIY WM MIIAAN Mbxke. To3u ThI pak OOMKHOBEHO BOAM A0 CMBPT.
ITouTy BCUYKH OT T€3W MAIMEHTH Cca IIPHEMaJIH ChIIIO JIEKAPCTBA, N3BECTHU KaTO a3aTHOIIPHH
wim 6-mepkanronypud. Uapopmupaiite Bamms iekap, ako npuemMare a3aTHONPHH HITH
6-MepKanToImypHH €THOBPEMEHHO ChC Simponi.

[NamuenTHTe C TEXKa IEpCUCTUPAIla aCTMa, XPOHUYHA 00CTPYKTHBHA OestoipobHa borect
(XOBB) nnu TexKUTE MyIIayd MOXeE Ja ca ¢ T0-BUCOK PUCK OT Pa3BUTUE HA PaK NpH JieUCHHE
cbe Simponi. Ako uMmare Texka rnepcuctupamnia actMa, XOBb wim mymuiTe MHOTO, TpIOBa 1a
obcwaute ¢ Bamms nekap nanu nedenuero ¢ naxuoOutop Ha TNF e moaxopsmio 3a Bac.
Hsaxown nanmenTy, 1eKyBaHH ¢ TOMMMyMa0, ca pa3BUIIM OTIPEIETICHH BUIOBE PaK Ha KOXKara.
Kaxxere na Bamms nekap, ako 1o BpeMe W Clief] TEpPAInATa Ce MOSABAT HAKaKBU IPOMEHH BB
BHJIa Ha KOXKaTa MJIM 00pa3yBaHUs 110 KOKaTa.
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CobpeyHa HeAOCTATHYHOCT

Heza6aBHo yBenmomeTe Barms siekap, ako ©Mate HOBH WM POTPECUPAI CHMITOMH Ha ChpJicuHa

HeA0CTaThYHOCT. CUMIITOMHTE Ha ChPJICYHA HEJAOCTATHYHOCT BKJIFOUBAT 33yX WJIM MOJyBaHE HA

Kpakara.

o JloxiagBanu ca ChOOIICHUS 32 Pa3BUTHE HAa HOBA WJIM BJIOIIAaBaHE Ha CHIECTBYBAIlA 3aCTOMHA
ChpJIeYHA HENOCTATHUHOCT IpH JiedeHne ¢ maxuouropu Ha TNF, BKifounteaHo Simponi.
Hsikou oT manueHTHTe ca MmoYnHaIH.

. AKO MMare JieKa ChpIeuHa HEIOCTAaTHUYHOCT M CTE Ha JIedeHHe Che Simponi, Bammsr nexap
TpsOBa na Bu npocnensBa BHUMATEIHO.

3a0o0/sgBaHKs Ha HEPBHATA CUCTEMA

HezabaBHo yBenomeTe Bamus niekap, ako Hsakora Bu e mocrapsiHa quarHosa Ha JSMUCTHHU3UPAIIIO
3a00JIsIBaHE KaTO MHOXKECTBEHA CKJICPO03a WM pa3BHETE CUMIITOMH Ha TakoBa. CHMITOMUTE MOTaT Jia
BKITFOYBAT IIPOMEHH B 3pPEHUETO, CTA0OCT B PBIETE M KpaKkaTa, H3TPHIIBAHE WIIK MPaBYUYKaHE B KOSATO U
Jla € 4acT OT TSUI0TOo. Barmmar jiekap 1e pemu nanu tpssosa ga Bu ce mpuiiara Simponi.

Ormepaiyy Wiu CTOMaTOJIOTHYHHU TIPOLEYPH

o VYBenomere Bammus nexap, ako Bu npezacTon onepanuys WM CTOMaTOJIOTMYHA MPOLIEypa.

o VYBenomere Xupypra Wiu CTOMaToI0ra, U3BbPIIBALL IPOLEAypaTa, 4e CTe Ha JIEYEHUE ChC
Simponi, kaTo UM nokaxere Bamata HanmoMHsIIa KapTa Ha AIUEHTA.

ABTOMMYHHH 3200JsIBaHUS

YBenomere Bammst nekap, ako pa3BueTe CUMITOMH Ha 3a00J1s1BaHe, HApeUeHo Jyiyc. CUMIITOMUTE
BKJIIOYBAT YIIOPHUT OOpUB, OOJIKHU B CTABUTE H yMOpA.

. Nma penxu cydan Ha pa3BUTHE Ha JIYIyC TIPH X0pa, JieKyBaHU ¢ naHxuOuTOpu Ha TNF.

3abossBaHUs Ha KPbBTa

HpI/I HAKOU MAIIUCHTH OPTaHU3MBT HC € B CbCTOAHHUE Jia IIPOU3BEIKIa JOCTAThbYHO KPBbBHU KIICTKH,
KOHTO Jia My IToMarar Jia ce 60pu ¢ MHQEKIMUTE U JIa CliupaT KbpBeHeTo. CBBbpiKeTe ce He3a0aBHO ¢
Bamms nekap, ako pa3BueTe BUCOKA TeMIeparypa, KOsSTo He OTMUHABA, JIECHO Bu ce mosiBsIBaT
KPBBOHACSIAHUS WM KbPBUTE, HJIH M3IJIeKJaTe MHOTO Oyienu. Barmms tekap Moske J1a pery J1a crupe
JICUYCHHETO.

AKO He CTe CUTYPHH Jajli HIKOe OT M30POCHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammst niexap unu gapmanesT, mpey Ja 3aloyHeTe Jia u3noizeate Simponi.

Bakcunanuu

Yeenomere Bamus ekap, ako Hackopo Bu e npaBena wim nipeactou ga Bu 6b/1e HanmpaBeHa BakCHHA.

o Jokato cte Ha eueHre cbe Simponi, He TpsiOBa ga Bu ce mpassT onpenenenn ()KUBW) BaKCHHH.

o Hsaxown BakcrHamy MoraT J1a IpeAu3BUKaT HHPEKIMH. AKO cTe ody4YaBaid Simponi, JI0KaTo
cTe Ouna OpemenHa, Bamero 6e6e Moke Jla € ¢ MOBHIIIEH PUCK OT pa3BUTHE Ha TaKaBa
MH(EKIHS B IPOIbIDKEHIE Ha MPUOTU3UTEIHO 6 Mecela clie/ MoCIeHaTa 103a, KOATO CTe
MOJTYYHIIH TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHo e na nadopmupate jgekaps Ha Bamrero 6ede u
JPYTH MEJMIIMHCKY CIEIHAIMCTH 3a CBOETO JIeYeHUE ChC Simponi, 3a J1a MOTaT Te JIa peraT
kora BameTo 6e0e Moxxe 1a Ob/ie BAKCHHUPAHO.

T'oBopeTe ¢ mekaps Ha AeTeTo Bu OTHOCHO BaKCHHAIIMUATE HA JIETETO. BCHUKM BakCHHM TPsSOBa Aa
OBJaT MMOCTABEHH IO CXeMa MPEJTH J1a Ce MPIIOKH Simponi, ako € B3MOXKHO.

TepaneBTuuHU HHGEKINO3HU areHTH

VYBenomere Bamus nekap, ako HacCkopo ca Bu npunnoxwin nin Bu npencrou na Bu npuioxar
JiedyeHHe C TepaneBTUYeH HH(eKuno3eH areHT (karo nHctuiauus Ha BCG, u3non3BaHa rnpu jeyeHne
Ha paK).

AJlepruyny peaknuu
Kaxxere na Bamus nexap BeHara, ako pa3BUeTe CUMITOMU HA aJlepruyHa Peakius cle JCUeHUETO
Bu cbc Simponi. CuMniToMuTe Ha aJIeprUdHa PEaKITs MOXKE J1a BKIIFOUBAT MTOAyBaHEe Ha JIMIICTO,

164



YCTHHTE, YCTaTa WIH I'bPJIOTO, KOETO MOXKE Jla TOBEIE 10 3aTpyAHEHHE MPH MPETTbIaHe WK TUIlaHe,
KOXEeH 00pHB, YpTHUKapHs, MOAyBaHe HA JJIAHUTE, XOAWJIaTa WK TJIE3CHUTE.

o Hsikou oT Te3u peakinu Moe J1a ca CEpUO3HHU HITH PSIIKO XKHUBOTO3aCTpaIllaBalily.
. Hsixon oT Te3n peakiy ca ce MOSBHIIN CIIET IBPBOTO MPUIIOKEHNE Ha Simponi.
Hena

He ce mpenoppuBa ymotpedara Ha Simponi IIpu Jera Ha BB3pacT Mo 2 TOAWHH C MTOTHAPTHKYIapeH
IOBEHUIICH UMOTIATHYCH apTPHT, Thil KaTO HE € POYYBaH MPH Ta3u rpyra MaeHTH.

Jpyru nexkapcrBa u Simponi

o WNudopmupaiite Barms jgekap wim (papMaieBT, ako U3I0JI3BaTe, HACKOPO CTE M3MOI3BAIH WITH
€ Bb3MOJXKHO JIa U3M03BaTe APYTH JICKApCTBa, BKIIOUYUTEITHO BCHYKH JPYTH JIEKapcTBa 3a
JICYCHUE HA PEBMATOUJICH apTPHT, MOJIHAPTUKYJIAPCH IOBEHWICH WIMONIATUYCH apTPUT,
TICOPUATHYCH aPTPUT, AaHKUJIO3UPAIIl CIIOH/IWINT, HEPESHTICHOTpa()CKU aKCUAICH
CTIOHIMJIOAPTPUT WM YIIIEPO3EH KOJIHT.

o He tpsi6Ba 1a m3mon3Bare Simponi ¢ JeKapcTBa, ChABPIKAIIN AKTHBHUTE ChCTaBKH aHAKWHPA
uiy abatauent. Te3u jekapcTBa ce M3I0J3BaT 3a JICUCHHE Ha PEeBMATUYHH 3a00JIIBaHUsL.

o YBenomere Bammist nexap nnm gapmareBT, ako preMare IpyrH JeKapCTBa, KOUTO BIIHSAT
BBbpPXY UMyHHATa CUCTEMA.

o He tpsiOBa na momyuaBarte onpezeieHn ()KUBH) BAKCHHH, JOKATO U3MOJI3BaTe Simponi.

AKO He CTe CUTYPHH JaJli HIKOe OT H30POCHHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammst nexap unu gapmanesT, mpeau Ja 3aloyHeTe a U3moi3Bate Simponi.

BpeMeHHOCT 1 KbpMeHe

[Mpeau na n3znon3sate Simponi, yBegomere Bamus nekap, ako:

o cTe OpeMeHHa WM TUTaHUpaTe J1a 3a0peMeHeeTe, TOKaTo u3nonspare Simponi. MapopmanmsTa
3a e(heKTUTE Ha TOBA JIEKAPCTBO MPH OPEMEHHH KEHU € OrpaHnueHa. AKO CTe Ha JICYEHHE ChC
Simponi, TpsiOBa a n30ArBaTe 3a0peMeHsBaHe, KaTo U3IOJI3BATE a/IeKBaTHA KOHTPAIICTIIIHS,
JIOKATO ce JIEKyBaTe U MoHe 6 Mecela clie/l ocJIeiHaTa WHXKEKIUs Ha Simponi. Simponi TpssOBa
Jla ce U3MO0JI3Ba 110 BpeMe Ha OPEMEHHOCT CaMO aKo JICYEHUETO € aOCOIIOTHO HEOOXO0IMMO 32

Bac.

. TpsiOBa aa ca U3MUHAIIK TIOHE 6 Mecela OT MOCSAHOTO PUIIOKEHHE Ha Simponi npeau aa
3armoyHeTe Ja KbpMuTe. Ako Bu mpejcrou ieyenue che Simponi, TpsiOBa Jia cripete aa
KbPMHUTE.

o AKo cTe mosryyaBanu Simponi o BpeMe Ha OpeMeHHOcTTa, Banreto 6e6e Moxe Ja € ¢ MOBHIIEeH

pHCK OT pa3BuThe Ha nHMeKkus. BaxHo e n1a undopmupare nekaps Ha Baimeto 0ede u qpyrute
MEIWIIMHCKH CIEIMAIIUCTH 332 CBOETO JIeYeHHEe Che Simponi, peau Bamero 6ede na 6b1ae
BaKCHHHPAHO (3a IoBevue MH(OpMAIHs BUXKTE pa3jieia 3a BAKCHHAIUH).
AKo cTe OpeMeHHa WU KbpMUTE, CMATATE, Y€ MOXKE Jia CTe OpeMeHHa WK ITUIaHupaTe OPEeMEHHOCT,
MoChBETBalTE ce ¢ Bamms nexap wiu GapmanesT npeau ynorpedaTa Ha TOBa JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHH

Simponi moBIMsABa B Mallka CTETEH crtocoOHOCTTa BU 1a moduparte u 1a u3non3Bare HHCTPYMEHTH
WM MalllHA. BhIpeku ToBa ciel npuiiokKeHne Ha Simponi MOXe Jla ce TIOosIBY 3aMaliBaHe. AKO TOBa
ce CiIy4H, He modupaiTe U He U3MOI3BANTE HHCTPYMEHTH WA MAITHH.

Simponi cbaABpAKa JIaTEKC H COPOUTOJ

CBD’bX‘IVBCTBHTeHHOCT KBbM JIaTCKC

Kamaugero Ha uriara, 4aCT OT Np€ABApUTCIIHO HAITbJIHCHATA IMUCAJIKa, CbABbPiKa JIaTCKC. Twit xaTO
JATEKCHT MOJKE J1a IPEAN3BUKA TEXKKH aJepIrHUHH peakiuy, yBenomere Bamms nekap, ako Bue nnu
YOBEKBT, KOMTO ce Irpmxu 3a Bac, cTe anepruyHu KbM JIaTekc.

HenonocumocTt kbM copbuton
Tosa nexapctBo cpappika 20,5 mg copouron (E420) BbB Besika npeaBapuTeIHO HATBIHEHA THCANIKA.
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3. Kaxk 1a uznossBate Simponi

Bunaru usnonsBaiitTe TOBa JI€KapcTBO TOUYHO KakTo Bu e kazan Bamwuar nekap wim gapmaneBT. AKo
HE CTE CUTYPHH B Helllo, nonurtaiite Bamms nexap nnu gpapmanesT.

Koaxo Simponi ce mpuiara
PeBmarousieH apTput, ICOPUATUUCH aPTPUT U aKCUAJICH CIIOHAMIIOAPTPUT, BKIFOUUTEITHO
AHKWJIO3HUPAII] CIIOHTUITUT U HEPSHTIeHOTPaCKH aKCHAlleH CITOHAMIOAPTPHT:

o [Mpenopbuntennata g03a € 50 mg (chAbpKaHUETO Ha | MpeaBapUTETHO HATBIIHEHA MHCAIKa),
IPUIOXKEHA BEJHBX MECEYHO Ha €IHa U ChIIa JaTa.

. IIpenn getBBpTaTa BU m03a ce 00bpHETE KBM Barmmus ekap. Bammsr jgexap e onpeneis qamm
JICUSHUETO ChC Simponi TpsOBa Aa MPOIBIKH.
o Axo texute noseue oT 100 kg, nozata moxe na 6b1e nmosumena Ha 100 mg

(chapprkaHUETO Ha 2 TIPEABAPUTEITHO HAITBIHCHH IMHCATKH ), IPHIOKESHH BEITHBK
MECEYHO Ha e/IHa U ChLIa JaTa.

[lommapTukynapeH IOBEHUICH UANOMATHYEH apTPUT TIPH JIeTla Ha Bb3PacT 2 TOAWHU U [TO-TOJIEMHU:

. [Tpu marueHTH ¢ TeIeCHO Terio Hak-Manko 40 kg npenoppuuTennaTa q03a ¢ 50 mg npuiioKeHa
BEJHHK MECEYHO Ha €[{Ha U ChINa JaTa BCEKH Mecell. [Ipy manueHTy ¢ TenecHO Tero Mmo-Majiko
ot 40 kg e nannyna 45 mg/0,45 ml npenBapuTeHO HaITbJIHEHA MTHcaNKa. BammsT nekap e
OTIpeIeNT TOYHATA J103a, KOSATO Ja IpUIarare.

. I'oBopere ¢ nekaps Bu, npeau npuioKeHUETO Ha YeTBbpTaTa n03a. JIekapsat Bu mie npeuenun
JTAJTA Ja IPOIBIDKHUTE JICYSHHETO ChC Simponi.

Yiiepo3eH KOIUT
. TabnuuaTa mo-1o1y Nokas3Ba Kak 0OMYaifHoO Ie preMare ToBa JIEKapCcTBo.

Hauano Ha neueHuero Hagamna no3a ot 200 mg (chappikaHUETO Ha 4 TIPEABAPUTEITHO
HaITBITHEHU MHUCANIKH), TocieaBana ot 100 mg (ChabpikaHueTo Ha
2 mpeaBapUTESHO HAITBJIHEHU MHCAJIKH) 2 CEIMHIIU ITO-KBCHO.

[Mopnbpikamo neyenue . [pu naruentu ¢ Terno noja 80 kg, 50 mg (chbpikaHUETO HA
1 mpenBapuTETHO HATBITHEHA MTUCANKA) 4 CEAMHUIIA CIIe]
nocneaHoTo Bu neuenue, cries ToBa Ha BCeKH 4 CEAMMUIIN.
Bammsit nexap moxxe ga peru aa npeanuime 100 mg
(cpappkaHreTo Ha 2 MPeBAPUTETHO HAITBTHEHU TIHCAIKH), B
3aBHCHMOCT OT TOBa, KaK c€ MOBIMABATE OT Simponi.

. [Ipu maruentu ¢ terno 80 kg nnm moseue, 100 mg
(cpappxaHueTo Ha 2 MPeIBAPUTETHO HAITBIHEHU TTHCAJIKH)
4 cemmuIy cien nociaenHoTo Bu nedeHune, cien ToBa Ha BCEKU

4 ceIMULIN.
Kak ce npuiara Simponi
o Simponi ce npuiara upe3 UHKEKIHs MoJ] Koxkata (ITOJJKOKHO).
. B HauvanoTo Bamusr nekap nim MeIMIMHCKA cecTpa Moxke Jia Bu mrxkektupa Simponi. Bue

Bammusr siekap obaue MoXke /1a peluTe, 4e MOXKeTe caMy Jla U MHXKeKTHpare Simponi. B To3u
ciydaii me Obaere o0y4eH! Kak caMy Jja CH MH)KeKTupaTte Simponi.
TloBopete ¢ Bamws snekap, ako nmate BBIIPOCH OTHOCHO MOCTABSIHETO HA MHXKEKIUATA. B kpast Ha Ta3u
JIMCTOBKA 1Ie HAMEpHTE MoApoOHH ,, M IHCTpyKIMH 3a ynoTpebda”.

AKO cTe U3M0JI3BAJIM NOBeYe 0T HeoOXoauMara ao3a Simponi

AKo cTe n3non3Bay wiv Bu e mpuo)keHa TBbpAE BUCOKA /1032 Simponi (MM Ype3 HHKEKTUpaHe Ha
€HOKpaTHA BUCOKa J103a, WK Ype3 TBHPJIE YeCTO MPHUIIOKEHHE), He3a0aBHO roBopere ¢ Bamms nexap
unu (papmariieBT. Bunaru HoceTe ¢he ceOe CH KapTOHEHAaTa OIAKOBKaA, IOPH TS Jia € Ipa3Ha, U Ta3u
JINCTOBKA.
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AKO cTe MPONMYyCHAJIM A U3MoJ3BaTe Simponi
AKo cTe 3a0paBriIN 1a MHXKEKTHpaTe Simponi Ha IJIaHUpaHaTa gaTa, MPUIOKETe MPOIyCHATa 1032
BeJ[Hara IoM CH CIIOMHUTE,

He n3non3aiite nBoiiHa 1034, 3a 1a KOMIIEHCHpATE NPOIyCcHATaTa J103a.

Kora ga cu HWHXKCKTHUPATC CJICABalllaTa J03a:

L AXO cTe 3aKbCHEIU C IIO-MaIKO OT 2 ceaMuIu, HH)KCKTHpaﬁTG mpomycHaraTa J03a B€aHara
CJIEQ KaTO CHU CIIOMHHUTE U IPOABJIKETE 110 ITbPBOHAYa/IHAaTa CXEMa Ha IMPUIIOKECHUC.
L AXO cTe 3aKbCHEIU C IMOBEYE OT 2 ceaMuIu, HH)KGKTHpaﬁTC npoIrycHaTaTa 103a BeaHara CJjcq

KaTO CH CIIOMHUTE H C€ CBBp)KeTe ¢ Bamms iekap wiu papMarnesnT, 3a Jja MOMUTaTe Kora /1a
MH)XEKTHpaTe cie/Baliara 103a.

AKO He cTe CUTypHH B HEIIO, onuTaiTe Bammms nexap nnm apmanesT.

AKo cTe cnipesiu ynorpedara Ha Simponi
AKo oOMUCIIATE /1a CIipeTe MPIIIOKEHNETO Ha Simponi, mspBo 00ChIETe ToBa ¢ Bamus nexap uimu
(hapmareBT.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebaTa Ha TOBA JICKApCTBO, MOJIS
nonuTaite Bamus nekap, papManeBT WM MEIULIMHCKA CECTpa.

4. Bb3MOKHHN HelKeJIaHU peakluu

Kakro Bcuukw jiekapcTBa, TOBa JIEKapCTBO MOJKE Jla MPEeIN3BUKA HEKEJIaH! PEakli, BHIIPEKU Ue He
BCEKH TH Ioiy4aBa. [Ipy HAKOM MarMeHTn MOXKe Ja Ce Pa3BUST CEPHO3HU HEXKEIAHHU PEaKInu, KOUTO
Hajarar JieueHre. PUCKBT OT 1osiBa Ha ONpe/iesieHH HeXKeTaH! PeaKIMy € TO-TOJISIM TIPH /1034 OT

100 mg B cpaBHeHue ¢ no3a oT 50 mg. Hexxenanu peakuuy Morat Jia ce pa3BUSAT U J0 HIKOJIKO Mecela
ClIeJT TIOCTIeTHATa MHKCKIIUSL.

He3abaBHo yBenomere Baruist iekap, ako 3a0€I€KUTE HIAKOS OT CIICIHUTE CEPUO3HU HEKEITAHU

JIEKapCTBEHU PEAKITNH, BKIIOUBAIIH:

. aJIeprUYHM PeaKIMU, KOUTO MOTaT 1a 0bAaT CEPUO3HU, WU PSIAKO
JKHBOTO3acTpamiapamy (peaku). CUMITOMU Ha ajlepruyHa peakiusi MoraT a BKIIOYBAT
MOAYBaHE Ha JIUIETO, YCTHUTE, YCTAaTa WIHM I'bPJIOTO, KOETO MOXKE J1a IPUUHUHU 3aTPYAHEHO
MpEerTbIaHe WK JUIIaHe, KOXKECH 00pUB, KOIIPUBHA TPECKa, MIO{yBaHEe Ha PhIIETE, XOAUIaTa
Wi Tiie3eHnTe. Hakou ot peaknunTe ce mosBsIBaT ciell TbPBOTO NPHUIIOKEHHE Ha Simponi.

. cepuo3nu unpexkunu (Braounteano Th, 6akrepuannn unpekunu BKIKYUTETHO
Cepuo3HM NH(PEKINU HA KPHBTA U IHEBMOHHUSA, TeKKH I'bOUYHM HHPEKIHU U APYTrA
onopTIHUCTHYHHN HHpeknun) (dectn). CUMITOMUTE HA HHPEKIIMS MOTAT JIa BKIIFOYBAT
MOBHILIEHA TEMIIEPaTypa, yMopa, Kanuiuia (yrnopura), 3a1yX, IPUIION0I00HN CUMITTOMH, 3ary0a
HAa TETJIO, HOIIHO M3MOTSABaHEe, TUapysi, paHH, TPOOJIEMHU ChC 3LOUTE U MapeHe IIPH YPUHUPAHE.

. NMOBTOPHO AKTHUBHPAHE HA BUPYCa HA XenaTut B, ako cTe HOCUTE WU B MHHAJIOTO CTe
O0osienyBaau ot xenatut B (psiako). CHMIITOMUTE MOTAT J1a BKJIFOYBAT TOXKBJITIBAHE HA
KOXKaTa U 0YnTe, ThMHOKA(SBO OI[BETSIBAHE HA YpUHATa, 00JIKA B JsICHATA CTpaHa Ha KOpeMa,
TeMIiepaTypa, raJicHe, IOBphIIaHe U CUITHA YMOpa.

. 3a00JIsiBaHe HA HEPBHATA CHCTEMA KAaTO MHOKEeCTBeHA CKJepo3a (psiako). CHMITOMHUTE Ha
3a00JIIBaHe HA HEPBHATA CUCTEMAa MOTAT Jia BKIFOYBAT ITPOMEHU B 3PEHUETO, CIA00CT B PHIIETES
Y KOJICHETEe, N3TPBIIBAHE WIM MpaBYUIKaHEe Ha pa3IMdHU YacTH Ha BameTto Tsuto.

. pak Ha JuM@pHUTe BB3aU (uMdpom) (psaako). CumnTomute Ha TrMpOMa MOTaT Jia BKIIIOYBAT
MoTyBaHe Ha JIMM(HUTE BH3ITH, 3ary0a Ha TETJIO WU IMOBHUIIICHA TEMIIepaTypa.

. Chbp/ieyHA HEAOCTATHYHOCT (PsiAko). CHMIITOMHUTE Ha ChPICYHA HETOCTATHPYHOCT MOTaT J1a
BKJIFOYBAT 33JyX WIH MOAYyBaHE Ha Xxonaunara Bu.

. NPU3HALM HA HAPYUICHUS] HA HIMYHHATA CUCTEMAa, HAPEYCHU:

- aynyc (psinko). CHMITOMHUTE MOTaT Ja BKIIIOYBAT CTaBHA OOJIKa MJIM OOPUB 110 Oy3HTE
WIN pBIIETEe, KOUTO € YyBCTBUTENICH KbM CI'BHIIETO
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- capkono3a (psigko). CHMITOMUATE MOTAT Ja BKJIIOYBAT YIIOPUTA KalLIUIIA, 3a0yX,
0oJka B IbpWTE, TOBUIIICHA TEMIIEpaTypa, MoAyBaHe Ha TUM(HNATE BB3IIH, 3ary0a Ha
TErJI0, OOPUBH 10 KOXKATa U 3aMbIJICHO 3PCHHUE.

Bb3NajleHHe HA MAJIKHTe KPbBOHOCHHU ChA0BE (BacKyJauT) (paaKo). CHMOTOMUTE MOTAT /1a

BKJIIOYBAT IOBUIIICHA TEMIIEpaTypa, Ti1aBo0oiue, 3aryba Ha Terio, HOIHYU U3MOTIBaHsI, 0OPUB

¥ HEBPOJIOTHUYHH IIPOOJIEMHU KAaTO U3TPHIIBAHE MM MPaByJKaHE.

pak Ha Ko:kaTa (HedecTo). CHUMIITOMHUTE Ha paK Ha KOXKaTa MOTAT Jia BKIIIOYBAT MPOMEHU BbB

BBHIIIHMS BUJ Ha KOXKaTa MM 00pa3yBaHus 10 KokaTta Bu.

3a0o0JIsiBaHe HA KPbBTA (YecTo). CHMIITTOMUTE Ha 3a00/sIBaHE HAa KPHBTA MOTaT J1a BKIIFOYBAT

YHOpHUTa TeMIepaTypa, MHOTO JISCHO HACHHSBAaHE WM KbPBEHE, HIIU CHITHA 0JIEIOCT.

pak Ha KPBbBTA (JieBKeMus) (PsaaK0). CUMOTOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT

MOBHIIIEHA TEMIIEPaTypa, 9yBCTBO HA YMOpa, YeCTH WH(EKIINH, IECHO TOCHHSIBAHE W HOIITHU

W3IIOTSIBAHMSL.

Kaxxete He3abaBHO Ha Bamms siekap, ako 3a0elie)UTe HIKOU OT H30POCHUTE CUMIITOMHU.

IIpu npuio:xkenne Ha Simponi ca HAGII0aBAHU CJIeTHUTE JOMBIHUTETHN HEKeJTAHU PeaKkum:
MHOT0 YecTH HexeJIaHH peakiy (MOraT Jia 3acerHat noseve oT 1 Ha 10 nanueHTH):

WHdexuuy Ha TOPHUTE AUXATEHHU ITBTHLIA, BH3IAJICHUE HA I'BPIIOTO, APE3ras IJiac, Xpema

YecTn HEeXXenaHU peakiuy (Moyke aa 3acerdar n0 1 ga 10 aymm):

[Tpomenu B yepHOAPOOHHTE MOKa3aTeH (OBUIIABAaHE HA YEPHOJAPOOHUTE CH3UMH ),
YCTaHOBEHH IIPH U3CJICABAHUATA HA KPHBTA, HANIPABEHU OT Baus nekap.
3aMastHOCT

I'maBoGonue

W3TpbnBaHe UM MpaBy4KaHe

[ToBBbpXHOCTHH I'bOMYHN HH(EKITUH

Abcuec

bakTepuannu nadexmn (KaTo MEeTyInT)

Hucbk Opoii Ha yepBEeHUTE KPBBHU KIETKH

Hucwk 6poii Ha OenuTe KPHbBHH KIIETKA

[To3uTuBeH KPBBEH TECT 3a JIYILyC

AJIepTUYHU paKLuH

Jlomo xpaHocMuiIaHe

Bonka B cromaxa

TI'anene

['pun

Bponxur

Wndexuns Ha CUHyCcHTE

Xeprmec

IToBuIIEHO KPBBHO HAJIATAHE

[loBumena TemmnepaTypa

AcTMma, 3a/1yX, XpUITeHE

Hapymenus Ha ctomaxa v yepBaTta, KOUTO BKJIIOYBAT Bb3NaJCHUE HA JIUTaBULIATa HA CTOMaxa
Je0enoTo YepBo, KOETO MOXKe Jla IPHYMHU BHCOKA TeMIIeparypa

Bosika u s13Bu B ycTaTta

Peakiiuy Ha MSCTOTO Ha WHXKEKTUpaHe (BKIIIOUUTEITHO 3a4epBsiBaHe, YIUThTHIBAaHE, 00JIKa,
KpbBOHACsaHe, ChpOEK, U3TPBIIBAHE U IPa3HEHE)

Kocoman

OO6puB 1 cbpOex Ha KOXKaTa

bescbaue

YyBCTBO Ha IOTHCHATOCT

YyBcTBO Ha criaboct

CuynBaHe Ha KOCTH

Huckomdopt B 0b6macTTa Ha TPbAHUS KOII
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Heuectn Hexxenanu peakmun (Moke fa 3acerdar a0 1 ga 100 aymm):

brOpeuna nnpexus

PakoBu 3a00ms1BaHus, BKIIIOYUTEIHO PAaK HA KOXKAaTa M HEPAKOBH 00pa3yBaHMs WM Oy4KH,
BKITFOUUTEITHO OEHKHU

Koxuu Mexypu

Texxxa nHMEKIHA pa3npoCTpaHeHa U3 IENHU OPTaHU3bM (CETICHC), B HIKOH CIy4an
BKJIIOUHTEITHO HUCKO KPHBHO HaJIsITaHe (CENTHYEH IIO0K)

IIcopmnaszrc (BKIFOYNTETHO 110 IaHUTE W/WIIA XOIWIaTa, U/WiaH o ¢popMara Ha KOKHH
MeXypH)

Hucsk Opoii Ha TpoMOouuTHTE

006110 HECHK Opoit HA TPOMOOLIUTUTE, YEPBEHUTE U OCITUTE KPBBHU KIIETKU
Hapymenus Ha muroBuHAaTA JKIite3a

[ToBuiieHue Ha HUBaTa HA KPbBHATA 3axap

[ToBumieHue Ha HUBATa HA KPBBHHUS XOJIECTEPOIT

HapyiieHnus B paBHOBECHETO

3pUTENHN CMYILICHUS

Bb3nanenue Ha OKOTO (KOHIOHKTHUBHT)

Ouna aneprus

VYcelane 3a HEpaBHOMEPEH CbPIECYEH PUTHM

CrecHsBaHE Ha KPbBOHOCHUTE CHJIOBE Ha CHPIETO

Cscupeny B KpbBTa

3adepBsBaHe Ha JUIETO

3amex

XpOHUYHO BB3MAIUTENHO 3200 sIBaHe Ha Oenute TpodoBe

Kucenunu

KambHE B xITBUKaTA

Hapymenus Ha uepaus apoo

Hapyienus Ha repaure

MeHcTpyanHu HapyLIeHUs

Penku Hexxenanu peakuuu (Moxke jga 3acerdat 10 1 ga 1 000 gyim):

HeBBb3MOXKHOCT Ha KOCTHHS MO3bBK J1a IPOM3BEXK/1a KPBBHH KIETKU
CunHo HamaleH Opoli Ha OennuTe KPbBHU KIETKH

Wudexknns Ha cTaBUTE WITH HA THKAHUTE OKOJIO TSX

3abaBeHO 3apacTBaHe Ha paHU

Br3nanenue Ha KPPBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTraHU
JleBkemust

Menanom (BH[I pak Ha KOXKaTa)

Mepxken-kneTpueH KapiuHOM (BT PaKk Ha KOXKaTa)

.HI/IXGHOI/I,I[HI/I peaknnn (C'bp6$[]ll YCPBCHUKABO-JINJIAB KOKCH 06pI/IB W/WIIH HUIIKOBHUAHHU CHBO-

OenM TMHUY BHPXY JIUTaBHIIUTE)

JIrocmecra, momenia ce Koxka

Hapyiienns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE JIa 3acerHar OeiuTe IpoOoBe, KoKaTa u
nuMQHUTE BB31M (Hali-4ecTo MPOsIBEHN KaTO CapKOU03a)

Bonka u mpomsiHa B 11BeTa Ha NPBCTUTE HAa PHLIETE WIM KpaKaTta

[Ipomsina Ha BKyca

Hapymenust Ha MUKOYHUS MEXyp

Hapymenus na 6s0penure

Bb3nanenue Ha KpbBOHOCHHUTE ChIOBE Ha KOXKaTa, KOETO BOJH IO OOpUB

Hexenaau peaknuy ¢ HEM3BECTHA YECTOTA:

Psrbk THI pak Ha KpBBTA, 3acsralll IpeJIMMHO MIIaJIM Xopa (XenaToymeHaneH T-KieTb4eH
numMpom)
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o Capkom Ha Kanomm-psiaxo cpemiaH pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepIeceH BUPYC 8.
Capkom Ha Kamomy Haii-4ecTo ce cpera moj ¢popmaTa Ha MypILypHH U3MEHEHUS BbPXY
KOXKara.

. Bromasane Ha 3a00JsBaHe, HAPEUCHO ,,IEPMATOMHO3HUT  (KOETO CE MPOSIBABA KAaTO KOXKEH
00puB, IPUIPYKEH OT MyCKYJIHa cabocT)

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKXO moTyunTe HAKAaKBU HEXKEJIAaHU JICKAPCTBEHH peakuuy, yBegoMmeTe Bamms nexap, papmaneBT nmm
MeIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEOMHCAHM B Ta3U JIUCTOBKA HEXKeJaHH
peakin. MokeTe ChII0 Jja ChOOIIUTE HEeXKENAaHH PEaKIMU JTUPEKTHO Ype3 HAMOHATHATA CHCTEMa 32
CHOOIIIaBaHe B:

W3mbHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcanT: www.bda.bg

Kato cho0miaBare HexXenaHH peakiiy, MOXKETE Ja 1a/IeTe CBOS MPUHOC 3a TO0JTy4aBaHe Ha OBeUe
nH(pOpPMAIU OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce cpXpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a Jela.
o He n3non3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOTHOCT, OTOEIISI3aH BEPXY €THKETA CIIe

,»EXP* 1 BbpXy KapTOHEHAaTa OMaKoBKa cies ,,['omen 10:“. CpoKbsT Ha TOMHOCT OTrOBaps Ha
MTOCJIEIHUS JIEH OT ITOCOYEHHS MECEIT.

o Ha ce cpxpanspa B xmagmmHUK (2°C — 8°C). [la He ce 3ampa3sBa.

o ChxpaHsBaiiTe IpeIBAPUTEIIHO HAITBIHEHATA MTHCAJIKA B KaPTOHEHATa OMaKOBKa, 32 J1a ce
Hpeanasy oT CBETIHHA.

o ToBa ekapcTBO MOJKE Ja Ce ChXpaHsABa ChII0 M3BBH XJIJMIHAKA, TP MaKCHMAITHA

temneparypa 1o 25°C, enHokpatHo 3a nepuoA 10 30 aHH, HO HE U CIIe] AaTaTa Ha M3THYaHe Ha
IBPBOHAYATIHUS CPOK HA FOJTHOCT, Hale4YaTaH BLPXy KapTOHEHATa OnakoBka. Hamuiere HOBHS
CPOK Ha TOJIHOCT BbPXY KapTOHEHATa OMAKOBKA, BKIFOUUTEITHO JeH/Mecely/ToinHa (He moBeye
o1 30 mHHU, cien KaTo JICKApCTBOTO € M3BAACHO OT XJIaauiHuKa). He BphIaiiTe TOBa JE€KapCTBO
00paTHO B XJIQJIMITHHKA, CIIe]T KaTO € JOCTUTHAJIO cTaliHa Temmeparypa. M3xpbpiere ToBa
JIEKapCTBO, aKO HE O'bJIC M3MOJI3BAHO B PAMKUTE HA HOBHSI CPOK HA TOJHOCT HJIM CPOKa Ha
TOIHOCT Halle4yaTaH BbPXY OMAKOBKATa, B 3aBUCHMOCT OT TOBa KOH € MO-paHEeH.

° He uznon3Baiite TOBa JI€KapCTBO, aKO 3a0€JIeKUTE, Ye Pa3TBOPHT HE € OUCTHP 10 CBETIIOKBIIT,
4ye € MbTEH WIH ChIbPKA UyKIU HaCTHUIIH.
° He u3xBbpisiiTe nekapcTBaTa B KaHAIM3aLMATa WIM B KOHTEMHEPA 3a IOMAIHU OTHAbIIH.

[TonmraiiTe Bamus JICKap Wi Q)apMaHGBT KakK J1a U3XBBPJIMTE JICKAPCTBATA, KOUTO BCUC HC
n3non3pare. Te3n MEPKHU 1€ CIIOMOI'HAT 3a OITa3BaHC Ha OKOJIHATa Cpeaa.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HH(popManms

Kakso cpabp:xa Simponi

. AKTUBHOTO BEIIECTBO € TonmMyMab. Enna npeaBapurenHo HambiHeHa ucanka ot 0,5 ml
cpabppka S0 mg romumymao.

o Hpyrute cberaBku ca: copouron (E420), XUCTHANH, XUCTUIMHOB XUAPOXIOPHI MOHOXHUAPAT,
nosicop6ar 80 ¥ Boja 3a MHKEKIMH. 33 JOITBJIHUTEIIHA HHPOPMAIIHMsI OTHOCHO COPOUTOIT
(E420) BmxTe TOUKa 2.

Kak u3rie:kna Simponi 1 KakBO ChABPKA 0MAKOBKATA
Simponi ce TocTaBs KaTO MHKEKITHOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBJIHCHA TTHUCAITKA 32
eHOKpaTHA ynoTpeba. Simponi ce T0CTaBs B OTIAKOBKH, ChABPKAIIK | MPeIBapUTEITHO HAITBITHEHA
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MACaJIKa U TPYIOBH OMAKOBKH, ChIBPKaITH 3 (3 omakoBKH OT 1) peIBapyuTEITHO HAIIBITHCHH
nucaiaku. He BcHYKY BUIOBE OMTAKOBKY MOTAT Jia OBbJIAT IMMyCKaHU B IPoIaxo0a.

Pa3TBOpBT € OUCTBP A0 JIEKO onaneclenTeH (C mepieH OsChK), Oe3BETEH 10 CBETIOKBIT U MOXKE /12
CBIBprKa MAJIKU TIPO3pavYHH WU OENTM MTPOTEHHOBU YacTuin. He m3mon3Baiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH LBAT, MBTCH WM ChABPIKAIL BUIUMHA TyXKIU YaCTHIH.

IIpuTe:kaTes Ha pa3pellleHHETO 32 YNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

IpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a AombAHATETHA HH(POPMAITHS OTHOCHO TO3H JIEKAPCTBEH MPOIAYKT, MOJIS, CBBPXKETE CE C TOKATHUS
NpPEICTaBUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

bbarapus Luxembourg/Luxemburg
»PKOHCBH & JI)xoHChH briarapus” EOO/ Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 6494 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD
TIf.: +45 4594 8282 Tel: +356 2397 6000
jacdk@its.jnj.com

Deutschland Nederland
Janssen-Cilag GmbH Janssen-Cilag B.V.
Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +31 76 711 1111
jancil@its.jnj.com janssen@jacnl.jnj.com
Eesti Norge

UAB "JOHNSON & JOHNSON" Eesti filiaal Janssen-Cilag AS

Tel: +372 617 7410 TIf: +47 24 12 65 00
ee@its.jnj.com jacno@its.jnj.com
E)AGda Osterreich
Janssen-Cilag ®oppokevtiky Movorpoécmmn Janssen-Cilag Pharma GmbH
A.E.B.E. Tel: +43 1 610 300

TmA: +30 210 80 90 000
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Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bopvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocCJIeqHO Mpepasrjiexaane Ha JucToBkaTa 10/2025

IMoxpoOHa uHbopMarlrs 3a TOBA JEKapCTBO € NMpeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus
1o JieKapcTBara https://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeslaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKH
CIEeNUAINCT KAK 1A MOATr0TBSATEe HHIKEKIUATA U 1a A MoCcTaBsATe. AKO He CTe MPeMUHAJIHN TAKOBa
o0yuyeHue, M0JIs1, CBbp:KeTe ce ¢ Bammus Jiekap, MeAMIUHCKA cecTpa Wi ¢apManeBT, 3a 1a CH

HACPOYHUTE cpella 3a 00y4ueHue.

B Te3u unCcTpyKUMH:
[TonroroBka 3a U3M0JI3BaHE HA IIPEABAPUTEIIHO HAITBIHEHATA IUCAIIKA

1.

2.
3.
4

I/I36HpaHe U NMOATrOTBAHC HAa MSACTOTO 3a MHXCKTUPAHE

I/IH)KGKTI/IpaHe Ha JICKapCTBOTO

Crre MH)KEKTUPAHETO

Ha auarpamara mo-noiy (BuxTte hurypa 1) e mokazaHO Kak U3IIICKIA MIPESIBAPUTEIHO HAITbITHCHATA
nMcaika ,,.SmartJect®.

3alMUTHA
Kanadka nenexHka

3eneH
obezonacurenexd
UMNUHABLP

npospa4yHo
NOKpUTHE

KOHTPOJHO
nposopye

®urypa 1

noBAWrHaTa Yacrt
Ha OyToHa

aataua
U3THYaHe
Ha CpoKa
Ha rofHoCT

IToaroroBka 3a U3MoJI3BaHe HA NMpEeABAPUTEIHO HAITbJHCHATA MHUCAJIKA

Hukora He pa3KnamaI71Te MpEeABAPUTCIIHO HAIIBJIHCHATA ITMCAJIKA.
CaajsiiTe Kanaykara Ha NIpEABAPUTECIIHO HAITBJIHCHATA M CAJIKa CaMO HEIMMOCPEACTBCHO IPEau

HHXXCKIUATA.

He mocrassiite 06paTHO KallayKkaTa Ha IpCABApUTCIIHO HAIIbJIHCHATA IMUCaJiKa, CJICI KaTO

BCOHBX € CBAJICHA, 3a Aa n30eTHETE OrbBaHE HA UIJIATA.

IIpoBepere Oposi Ha NpeABAPUTETHO HATbJIHEHUTE MU CATIKHA
IIpoBepeTte mpenBapuTETHO HAITBITHEHUTE THCAJIKH, 32 JIa CE YBEPUTE, Ue
OpOoSAT MpeIBapUTEITHO HATBITHEHY MTMCAJIKY U KOJIMYECTBOTO aKTUBHO BEIIECTBO Ha J103a ca

TIPaBUITHU
o Axo no3ara Bu e 50 mg, 11ie B3eMeTe eiHa NpeABapUTEIHO HaMbIHEHa ucaika oT 50 mg
o Axo nmo3ara Bu e 100 mg, me B3emMeTe 1B MPEABAPUTEITHO HATBIHEHH MHICATKH OT

50 mg u e TpsiOBa Ja cu HampaBUTE JBE MHKEKIWU. M30epeTe qBe pa3nndHu MecTa 3a
T€3W MHXEKIMHU (Hamp.eIHaTa HHXEKIH B IICHOTO Oeapo, a ApyraTa B JIIBOTO Oepo),

KaTO MOCTAaBUTC MHXKXCKIIUMUTC €AHAa CJICIA ApyTa.
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o) Axo nmo3ara Bu e 200 mg, mie B3eMeTe YeTHPH MPEIBAPUTEITHO HAITBIHEHN TTUCAIKH OT
50 mg u 1m1e TpsAIOBa 1a CH HAIIPaBUTE YCTUPH MHKEKInH. M30epere pa3nuaHu MecTa 3a
TE3U WHXKEKIIMH KaTO IMOCTABUTE MHKEKIIUUTE €{HA CIIe] APYTa.

IIpoBepere cpoka Ha ToAHOCT

o IIpoBepere cpoka Ha TOHOCT, HaNeyaTaH WIK HAlMCAaH BbPXY KapTOHEHATa OMaKOBKa

. [TpoBepeTte cpoka Ha rogHoCT (cnen Hagnuca ,,EXP*) Ha npenBapuTeTHO HAITBIHEHATA
nHcajka.

o He u3nosnsaiite npeaBapuTeaHO HAIbIHEHATA [TUCAJIKA, aKO CPOKBT HA TOJHOCT € U3TEKBII.

HamewaranusiT Cpok Ha TOAHOCT OTrOBaps Ha IMOCIICHYS JISH OT MOCOYeHUs Mecell. Mo,
00BpHETE Ce 3a TOMOIT KbM Barms jrekap nin gpapmareBT.

IIposepere 3aIMTHATA JIENIEHKA

° IIpoBepeTe 3ammTHATA JICTICHKA OKOJIO KalaykaTa Ha IpeIBapUTEITHO HaITbJIHCHATA TTHCATKA.

° He uznon3paiiTe nmpeaBapyuTeNHO HallbIHEHATA MUCAJIKA, aKO JeNeHKaTa € cCkbcana. MoJis,
CBBpIKETE ce ¢ Baus nekap win gapMariesT.

N3uakaiiTe 30 MUHYTH, 32 1a MO:Ke NPEIBAPUTETHO HAIbJIHEHATA MUCAJIKA 1A JOCTUIHE CTAlHA
TeMmepaTypa
. 3a 5a cTe CUTYPHH, Y€ JIEKQPCTBOTO € MHKEKTUPAHO MPABUITHO, U3BAJIETE MIPEABAPUTEITHO
HaIbJTHEHATA MTUCATTKA OT KyTHSTA U 51 OCTaBEeTE Ha CTalfHA TeMIIepaTypa B IPOIbIDKEHUE Ha
30 MUHYTH, Ha MACTO, HEIOCTBIIHO 3a Aela.

o He 3aroruistiite npeaBapuTeIHO HAITBJIHEHATA THCATIKA IO HUKAKBB JPYT HAYMH (HAIpuMep B
MHUKpPOBBIHOBA (ypHA HIIH B TOpEIIa BOJA).
o He cBansiite kana4uero Ha MpeJBapUTEIHO HATBIIHEHATA MTUCAJIKa, JOKATO U34YaKBaTe Ja

JIOCTUTHE CTaliHa TeMIepaTypa.

HO}IFOTBeTe OCTAHAJIHUTE HeOﬁXOI{I/IMI/I cpeacrea
L4 I[OKaTO Jakare, MOXKE Ia MMOoAroTBUTEC OCTAHAJINUTE H606XOI[I/IMI/I Bu CpeACTBA, BKIIFOYHUTCIHO
TaMIIOH, HAIIOCH CHC CIIMPT, IaMyK HUJIX MapJisd U KOOI4€ 3a OCTPU OTIIaAbIIU.

IIpoBepeTe TeUHOCTTA B MPEIBAPUTETHO HATbJIHEHATA MHACATKA

o [MorneaHeTe B KOHTPOJIHOTO MPO30PUE, 3a Jia CE YBEPHUTE, Ue TEUYHOCTTA B MPEIBAPUTEITHO
HaI'bJIHEHATA MUCAJIKa ¢ OUCTPa WK JIEKO OMajieClieHTHA (C TepJieH OJISChK) U OE31BETHA 10
CBETIIONKBITA. Pa3TBOPBT MOXKE J1a ce M3MOJI3BA, AKO ChbPIKa MATKHU MPO3PAYHH UK OeNn
MPOTEHHOBU YACTHIIH.

o II]e 3a0enexuTe U BH3AYIIHO MEXypUe, KOETO € HOPMAITHO.

o He u3non3Baiite nmpeBapuTeIHO HAMTBIHEHATA MTUCAIIKA, aKO TEYHOCTTA € C PA3JIMUCH IBAT,
MbTHA WM ChABPIKA MO-TOJIEMHU YaCTUIM. AKO 3a0€JIeKUTE MOA00HO Hello, 00bPHETE C& KbM
Bamvs nekap wiu ¢apMarieBT.

2. HN30upaHe U NOATOTBAIHE HA MACTOTO 32 MHKeKTHpaHe (BU:KTe durypa 2)

. JlexapcTBOTO MOJXKE J1a C€ MHXKEKTHUpA 110 NIpeJHaTa IIOBbPXHOCT B CpeiHaTa 4yacT Ha Oezpara.

. Moxe a ce MHXKEKTHpa B KOpeMa 10 IIbI1a, ¢ U3KJII0UeHNE Ha 30HaTa IpUOIM3UTEIIHO 5 cm
MOJI IIbIIA.

o He cu umkexTHpaiite 1€KapcTBOTO B 30HH, B KOMTO KOXKaTa € 00Jie3HeHa, ¢ KPbBOHACAAAHUS,
3auepBeHa, JIFoLIelIa ce, yIUTbTHEHA WIH ¢ Oele3U U CTpUU.

o AKO ca HeOOXOAMMH HAKOJIKO HMHXEKINH, HH)KEKLIUUTE TPsOBa Ja ce mpujiaraT Ha pa3JiniHu

MECTa 3a MHXXCKTHUPAHEC.
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Mecra 3a MHXeKTHpaHe

Ourypa 2

A HE umxektupaiite B paMoToO, 3a Jia ce u30erHe moppeza Ha IpeBapUTEITHO HAIThbIHCHATA
MIMCAJIKa W/WJIM HEBOIHO HAapaHSBAHE.

H3mniite PBUETE U MOYUCTETE MSACTOTO 3a HHXKCKTUPAHE

. W3zmuiite noOpe phlieTe CH ChC CalyH U TOILIa BOJA.

° [Touucrere MICTOTO 3a UHAKEKTUPAHE C TAMIIOH, HAIIOEH ChC CIUPT.

° N3uakaiiTe KoxkaTa Ja U3ChbXHE, IIPEAU Ja HaNlpaBUTe HHXKeKuusTa. He nyxalite u He BeilTe Haj
MOYHMCTEHHUSI YUACThK.

° He nokocpaiiTe MOBTOPHO MOYMCTEHATA 30HA, IPEAU J1a TIOCTABUTE MHKEKIUATA.

3. NuxexkTHpaHe HA JEeKAPCTBOTO

° Kamaukara He Tps0OBa J1a ce OTCTpaHsIBa, IOKaTO HE CTE TOTOBH JIa CH MHXKEKTUPATE
JIEKApCTBOTO.

° JlexapcTBOTO TpOBa /1a C€ MHXKEKTUPA 10 5 MUHYTH CIIe]] MaXaHeTO Ha Kalayvkara.

OTtcTrpaHeTe kanaveto (purypa 3)

L Koraro cte roroBu Jla CU MHXXCKTHUPATE JICKAPCTBOTO, JICKO 3aBbPTCTEC Kallaukara, 3a 1a CKbCaTe
3alIyMTHaTa JCIICHKA.

L4 H3rernere kanaukara u s HU3XBBPJICTE CIICA MHIKCKTHUPAHC.

L4 He mocrassiiTe kamadkara OTHOBO, 3allIOTO MOXK€ J1a ITIOBPCAUTEC UTJIaTa B IIPEABAPUTCIIHO
HaIlbJIHCHATAa ITMcalika.

L4 He u3nonspaiite MNpEABApUTCIHO HAITBJIHCHATA MHCAJIKa, aKO CTC S U3IyCHAJIH, CJIICA KaTO

Karadkarta e MaxHara. AKO TOBa ce CIIy4H, MOJIs, CBbpXKeTe ce ¢ Bamwst ekap win dapMmarienT.
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®urypa 3

Omnpere npeaBapUTESTHO HATBJIHEHATA MUCAJIKA B KOXKATa U sl MPUTHCHeTe (BUKTE Uurypu 4 n
5) 6e3 1a 3axBamiaTe K0KHa I'bHKA.

LMNUHOBD,

®urypa 4
o XBaHeTe yJOOHO MpeIBapUTEIHO HAIIbJIHEHATA [TMCAJIKa C €HA PbKa Ha/l CHHMS OYTOH.
o YBepere ce, ye 3eJIeHUAT 00€30MacuTeNeH IUIMHIBDP € CTA0MIICH U € TUIBTHO MIPHIICTTHAN KbM

kokata Bu. Ako MpeABAPUTCIIHO HAITbJIHCHATA IIMCAJIKa HE € crabuiIHa 1mo BpEMEC Ha MHIKCKIIUA,
PUCKYBATC J1a OT'bHCTC UIJIATA.

. HE 3axBamaiite Ko>kHa I'bHKA, 3a Jja W30eTHETE HEBOJHO HapaHsBaHE C Urjara.
. HE nokocBaiite iy HaTHCKaiTe CHHUA OyTOH, JOKATO ONpPEAEIATe NO3UIUITA Ha
IIPEABAPUTEIIHO HAITbJIHEHATA MMCAJIKA BbPXY KoXaTa Bu.
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Qurypa 5

IIputncHeTe oTBOpEeHMsI Kpail Ha MpeIBapUTEIHO HAITbIHEHATa MHUCaJIKa 10 KOXKaTa CU O
mpaB sI'ba1 (90 Tpagyca). [lpuoxeTe 10CTaTHYHO HATHCK, 32 J]a C€ TUTh3HE 3EICHUST
00e30macuTeNeH IUIMHIbP HAarope 1 Ja ce 3abp>KU B MPO3pavyHoTO nokpurue. CaMo mo-
HIMPOKAaTa YacT OT 3eJIeHHsT 00e30MacuTeNIeH IWIHHABD 0CTaBa U3BBH MPO3PavyHOTO TTOKPHUTHE.
HE nartuckaiite ciaAsS OYTOH JOKATO 3€JIEHUAT 00€30MacuTelleH IIFIINHABP HE Ce ILTb3HE
H3IAJIO B ITPO3PAavYHOTO IMOKPUTHE. Haruckanetro Ha cHHHSA 6yTOH mpeau 3CJICHUAT
00e30macuTeNeH IUINHIBP Ja € IPUTHCHAT KbM KOXaTa MOXKE /1a I0BeJIe 10 OBpea Ha
nycalkara.

Wmxextupaiite 0e3 Aa 3axBamiare KOKHa T'bHKA.

Hartucnere 0yToHa, 32 1a HH:KEKTHPATe JIEKAPCTBOTO (BI:KTe purypa 6 u 7)

HaTUCHeTe
i GyToHa
TYK
nbpBeo ,,LLIPAKBAHE*
@urypa 6 Qurypa 7

HpOJI’bJDKeTe aa HpI/ITI/ICKaTe HpC}IBapI/ITeHHO HaITbJIHCHATA IMUCAJIKa KbM KOXKaTa.
WN3non3BaiiTe Apyrara cu pbKa 3a HATUCKaHE HA U3aJleHaTa 4acT HA CMHUA OYTOH, 3a J1a
3amovHeTe MHXKEKTUpaHeTo. He Hatuckaiite OyToHa, ako ITpeIBapUTETHO HATBITHCHATA MTHCATKA
He € MPUTUCHATA J00pe KbM KOKATa 1 00€30IaCUTEIHUAT IIWINHIBP HE CE IUTH3HE B
MPO3PAYHOTO MOKPUTHE.

[llom e HaTUCHAT, OyTOHBT IIe OCTaHE MOTHHAJ, TAKa Y€ HE € He0OXOIUMO Ja MPOAbIDKABATE J1a
ro HaTHCKaTe.

Axko Bu ce cTpyBa, 4e OyTOHBT c€ HATHCKa TPYIHO, HE TO HAaTHCKalTe MO-CHiIHO. OTIyCcHETe
OyToHa, TOBAUTHETE TPEBAPUTEITHO HAITBJIHEHATA TTUCAJIKA M 3aII0YHETE OTHAYAIO0. YBEPETE
ce, 4e HsIMa HATUCK BbpXY OyTOHA, IOKATO 3€JICHUAT 00€30TaCUTENCH IMIMHIABD HE € TUIBTHO
MIPUTHCHAT B KOXAaTa, ClIe]] TOBA HATUCHETE M3/1a/ICHaTa YacT Ha OyTOHa.

Ille uyyeTe CUIIHO ,,lLIPAKBAHE* — He ce TPeBoKeTe. ToBa MBPBO ,,llIpaKBaHe ' O3HAYaBa, Ye
WrJIaTa € BKapaHa i MHKCKTUPAHETO Ha JIKApCTBOTO € 3arovHaio. Moxe Ja IMOIyBCTBATE WTH
Jla He MOYyBCTBaTe yOOXKJAHETO HA UTJIaTa B TO3U MOMEHT.
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He otnensiiTe npeiBapuTe/; HO HATbIHEHATA MHUCAJIKA OT KOXKATa. AKO OTAPbITHETe
NpeIBAPHTETHO HANTBJIHEHATA MHCATKA OT KOKATA, MOsKe 12 He MOCTABUTE IIBJHATA 1032 OT
JIEKAPCTBOTO.

3aapbiKTe MUCATKATA, TI0KATO He YyeTe BTOPO ,,lipaKkBaHe* (BuxkTe purypa 8). Tosa
00MKHOBEHO 0THEMA 0KO0JI0 3 /10 6 ceKyH/IM, HO MO:Ke 1a oTHeMe 10 15 cexyHam, 3a Aa yyeTe
3ByKa Ha BTOPOTO ,,lipaKBaHe®.

®durypa 8

o IMpoabikere 1a NPUTHCKATE MPEIBAPUTETHO HATBJIHEHATA MUCAIKA B KOKATA, JOKATO
He YyeTe BTOPO ,,IPaKBaHe* (K0eTo MOKAa3Ba, Ye HHKEKTHPAHETO € NMPUKJIIYHIO0 U
HIJIATA ce € BbPHAJIA B MPEABAPUTETHO HAbJIHEHATA MU CAJIKA).

o OTI[p’LHHCTC MMPEABAPUTCIIHO HAITBJIHCHATA IMHUCAJIKA OT MACTOTO HAa MHKCKTUPAHE.

. 3a0enexkka: AKO HE 4yeTe BTOPOTO ,,II[paKBaHe M34akaiTe 15 CeKyHIu ciell IbPBOTO
HATHCKaHe Ha OyTOHA U CJIeJ] TOBA OTJAPBITHETE MUCATKATA OT MSICTOTO HA MHKEKTUPAHE.

4. CJel UHKEeKTHUPAHETO

N3non3BaiiTe naMyk UM MapJisi

. Ha Ms1cTOTO Ha HHKEKTUPAHETO MOKE J1a CE€ TIOSIBH JIEKO KbPBEHE MIIM MAJIKO KOJIMYECTBO
Te4yHOCT. ToBa € HOpMaJHO.

o HpI/ITI/ICHeTe MACTOTO Ha MHKCKTHUPAHE C TaMYK WJIM MapJid U 3aAPBHXKTE B IPOABJIDKCHUE HA
10 cekyHau.

o AKO € He0OX0JMO, MOYKETE J1a TIOKPUETE MSCTOTO Ha MH)KEKTHPAHE C MaJKa JIeTIeHKa.

. He pa3rpusalite koxara.

IIpoBepeTe Mpo30pUYETO — KBJIAT HHAUKATOP MOKA3BA, Ye MPUI0KEHUETO € MPABUIHO (BHAKTE

¢urypa 9)

° JKBATHAT MHIUKATOP € CBBP3aH ¢ OYTalIOTO Ha MPEABAPUTEIIHO HAITbJIHEHATA MUcAKa. AKO
KBITUAT HHIUKATOP HE CE € MOKa3al Ha TPO30pYeTo, OYyTAIOTO HE C€ € MPUABIKUIO TIPABUITHO
1 WHXXEKTUPAHETO HE CE € ChCTOSIO.

o KBnTHAT MHAMKATOP II€ 3alIBJIHM OKOJIO IOJIOBHHATA OT KOHTPOJIHOTO Ipo3opue. Tosa e
HOPMAJIHO.
o AKO )XBATHIT WHAUKATOP HE CE€ BIK/IA B TPO30PUETO MU MOA03HMpaTe Ye HE CTE MOTyUNIH

suIaTa 103a, cBhpKeTe ce ¢ Bamms nexap wnu dapmanest. He nocrassiiite BTopa 103a, 6€3 1a
ce KoHcyJitupate ¢ Bamms nekap.

178



Kent =

WHOWKaTOp

®urypa 9

H3xBBpJIsiHE HA MPeABAPUTEJHO HANTBJIHEHATA MUcAJIKa (BHKTe purypa 10)

. HezabaBHO u3xBBpIieTe MHCANKaTa B CIICIIMATHO KOHTEeWHEp 3a ocTpH oTnaabiu. Koraro
KOHTEHHEepa ce HaI'bJIHH, TO U3XBBPJIETE, KaTO CE€ YBEPUTE, Y€ CIa3BaTe TOUHO HHCTPYKLIUUTE
Ha Bammwus nekap nim MeIuIMHCKA CEeCTpa.

Axo cmATaTe, 4e IpH NHKEKTUPAHETO HEIIOo ce € 00BPKAIO WIIH HE CTE€ CUT'YPHH, CBBPXKETE Ce C
Bamus nekap wnu gpapMarieBT.

BIOHAZARD

@urypa 10
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 50 mg UHKeKNHMOHEeH Pa3TBOP B NMPeABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA
roauMymad (golimumab)

IIpoyerere BHUMATEIHO LsJIaTa JJUCTOBKA, IPEIM A2 3aM04YHeTe Ja NMpUjarare ToBa JIeKapcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, onuTaiTe Bamus nexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MEJULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKU Bb3MOXKHU HEXKEIAHU PEaKIVK, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

Bamust nexap uie Bu najie u HarnmoMHsIIa KapTa Ha MalydeHTa, KOsATO ChAbpiKa BakHa HH(pOpMAIIHs 3a
0e30rmacHoCT, KOSTO TpsiOBa 1a By € u3BecTHa, Mpean /1a 3aroYHeTe JICYeHHE U TI0 BpeMe Ha
JIEYEHUETO ChC Simponi.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmisBa Simponi 1 3a KaKBO CE U3IIOJI3Ba
Kakpo TpsiOBa fa 3HaeTe mpeau Ja U3Moi3BaTe Simponi

Kak na nznonzsare Simponi

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak nma cexpansBare Simponi

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npeacrasiasasa Simponi u 3a KakBo ce U3M0JI3Ba
Simponi cbIbpka aKTUBHOTO BELIECTBO, HAPEUEHO rOIMMyMad.

Simponi mpuHAATIEKHN KbM TpyIa JIeKapcTBa, HapedeHu ,,maxuouropu Ha TNF”. To ce u3noxnssa mpu
BB3PACTHH 32 JICUCHNE Ha CIICAHUTE BH3MAIUTEIHH 3a00IIIBaHU:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

o AKcHalleH CIIOHIIIOAPTPHT, BKIFOYUTEIHO aHKUIIO3UPAILl CIIOHTUIIUT U HEPEHTIeHOTpadCKU
aKCHaJIEH CIIOHIWIOAPTPUT

o Vmepo3eH KOIUT

Ipu neua, Ha BB3pAcT 2 TOJAMHU | MO-TOJIEMH, Simponi ce M3I0JI3Ba 32 JieYeHHe Ha
NOJIMAPTHKYJIAPSH IOBCHWICH UIMONIATUYCH apTPUT.

Simponi OG51okupa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMop-HekpoTr3upai] akrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3IMAINTETHUTE IPOLECH U OJIOKUPAHETO My MOKE Jla OTPaHUYH
BB3NAJICHUETO B Opranu3Ma Bu.

PeBmaTonsen apTpur

PeBMaTOMIHUAT apTPUT € BB3MATUTEIHO 3a00JIIBaHE HA CTaBUTE. AKO UMAaTe aKTHBEH PEBMATOUICH
apTpuT, IBPBO IIe Bu ekyBaT ¢ Apyry ekapcTBa. AKO HE ce TIOBIHUSIETe JOCTAaThYHO A0OpE OT THIX,
Mocxe aa Bu npeanuinar Simponi, koo 1ie Bu ce npuiara B KOMOUHALMS C IPYTO JICKapCTBO,
Hape4YeHO METOTpEeKCaT, 3a:

L IMMOTUCKAHC HA NPU3HALIUTC U CUMIITOMUTC HA 3a0omgaBaneTo Bu.
L 3a0aBsgHE HA YBPCKAAHECTO HA KOCTUTC U CTABUTC Bu.
L HO,Z[O6p$IBaHC Ha (1)I/I3I/IIICCK0TO Bu cecrosHue.
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IcopuaTnuen apTpur

[lcopraTHYHUSAT apTPUT € BH3NATUTETHO 3a00JIsIBaHe HAa CTaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
TICOPUA3UC — Bh3MAIUTEIIHO 3a00JIIBaHe HA KOXKaTa. AKO MMaTe aKTHUBCH IICOPUATHYEH apTPUT, TEPBO
nie Bu nekyBar ¢ Ipyru jiekapcTBa. AKO HE Ce MOBJIUSACTE TOCTAThYHO JOOPE OT TAX, MOXe j1a Bu
MpeANuIIaT Simponi, 3a:

. MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.
. 3a0aBsiHE Ha YBPEKAAHETO HA Bammre KOCTH U CTaBH.
. nooOpsiBaHe Ha (hu3nueckoTo Bu cheTosiHuE.

AHKWIO3UPAN] CHOHIWIAT W HEPEHTTeHOTrpa()CKN AKCHAJIEH CIIOHAWIOAPTPUT
AHKWIO3UPAIIUAT CIIOHWIIUT U HEPEHTTeHOrpaCKK aKCUAIICH CIIOHIMIOAPTPUT Ca BB3MATUTEITHU
3200J11BaHNS HA TPHOHAYHAS CTHI0. AKO HMaTe aHKUIO3UPAIIl CIIOHIWIUT WIIH HEPEHTTeHOTpadCKu
aKCHAJICH CIIOHIWJIOAPTPHUT, ITEPBO Il Bu nekyBar ¢ Apyru JiekapcTBa. AKO HE CE IMOBIHSICTES
JIOCTaThUHO JOOpPE OT TAX, MOKe a Bu npennumar Simponi, 3a:

o MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.

o nono0psiBaHe Ha (U3HYeCKOTO Bu cheTosiHME.

Yiuepo3en KoauT

Y ILEepo3HUST KOJIUT € BB3MAIUTEIHO 3a00IsABaHe HA yepBaTa. AKO UMate yJIepo3eH KOJHT,
I'bpPBOHAYAIHO 1ie Bu ObaaT nagenu apyru gekapcTBa. AKO Te3H JIEKapCcTBa HSAMAT 1OCTaThYHO 10OBP
edexr ipu Bac, 3a neuenne Ha BameTo 3a6omsaBane me Bu npeanmmmar Simponi.

MonmapTuKyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

[TonmmapTuKyapeH I0BEHWICH UINONATHYCH apTPHUT € BB3MAIUTEIHO 3a00IsBaHe, KOSTO MPUYNHSBA
cTaBHa OOJIKa M MMOyBaHE MMPH Aena. AKO UMaTe MOJIHAPTUKYJIApEH IOBEHWICH HANONAaTHYeH apTpuT,
BpBO 11e By ObaT MpUiIoKeHu IpyTH JieKapcTBa. AKO HE ce TOBIHSBATE JOCTATHYHO OT TE3H
neKapcTBa, e Bu 0b1e npunoskeH Simponi, B KOMOMHAIHS ¢ METOTPEKCAT 3a JICUSHHE Ha
3a00JISIBAHETO.

2. Kaxgo TpsiOBa 1a 3HaeTe nmpeau aa n3noJ3sarte Simponi

He n3noassaiite Simponi

o AKO cTe aJlepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOTMMYMa0 MM KbM HSKOSI OT OCTaHAJINTE
CHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

o Axko umare tyoepkynosa (Th) unmu npyra Texxka nHbEKIus.

o AKO UMaTe yMEpeHO TeKKa WM TeXKa ChpJeYHA HEJOCTATHYHOCT.

AKO He cTe CUTypHU JIajli HAKOE OT M30poeHUTE ce oTHacs 3a Bac, rosopere ¢ Bamus nexap,
(apmaneBT WM MEAULIMHCKA CECTpa MPEeAr Aa 3all0YHeTe Ja U3Io3BaTe Simponi.

Hpeuynpeﬁcneﬂnﬂ U NpEANMasHA MEPKHA
FOBOpeTe ¢ Bamus JICKap, (bapMaueBT WM MCAULIMHCKA CeCTpa, MPECAU Ja U3I0JI3BATC Sll’l’lpOI’ll

HNudexnmu

YBenomere He3abaBHO Bamus nekap, ako Bede uMaTe Wi pa3BUeTe CUMIITOMH Ha HH(EKIHS 110

BpeMe Ha JICUCHHETO chC Simponi. CuMmnromMuTe Ha HHQEKITHS BKIIOYBAT MOBHIIICHA TEMIIEPATypa,

KallUTHILIA, 3a1yX, TPUIIONOI00HN CUMIITOMH, JHAPHs, KOXKHHU PaHH, IPOOJEMH ChC 3bONTE WU MTapeHe

[IpH ypUHHUPAHE.

o [To BpeMe Ha Jle4eHHETO ChC Simponi MOXKE J1a CTe MO-TI0IATJINBU KbM Pa3BUTHE HA HH(EKITHH.

° Mudexnnnte MOXKe 1a ce pa3BUAT MO-0bP30 U Aa ca Mo-TeKKU. OCBEH TOBa HAKOU CTapH
WH(EKIIUN MOXeE JIa CE MOSIBSIT OTHOBO.
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Tybepkynosa (Th)

HezabaBHo yBenomeTe Bamus nekap, ako o BpeMe Ha JISYEHHETO WIIH CIIE]] HETO Pa3BUETE

cumntomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopura Kanuiuia, 3aryda Ha Teriio, ymopa,

MOBUIIIEHA TEMIIEpaTypa WIK HOIIHU U3MOTSIBAHUS.

. Psinko ca moknagasanu ciaydyaun Ha T npu manueHTH, JeKyBaHU CbC Simponi,
BKJIIOUUTEIIHO TP MAIMEeHTH, KOUTO ca nMpueMaiu Jiekapctsa 3a Th. Bamust nexkap mie
Bu HazHauu uscnenBaHus, 3a aa nposepu ganu umare Th, kato e 3anuiie pe3yiTaTuTe
OT TsX BHB Baiiata HamomHsIIa KapTa Ha MAIMEHTA.

o MHoro e BaxxHO Ja yBenoMuTe Bamms nekap, ako Hskora cte 6onenaysanu ot Th unu cre
Omn B OTM3BK KOHTAKT ¢ OoreH mim 6omexysan ot Th.

o Axko Bammst nekap mperieHs, ue cTe U3JI0’KeHH Ha MOBUIIIEH PUCK OT pa3BuTue Ha Th,
MIPeIN /1a 3alovHeTe Ja M3MoI3BaTe Simponi MoXke Jja Ob/IeTe JIEKyBaHH C JIEKapCcTBa 3a
Tb.

Bupyc na xenamum B

. YBenomere Bamus nekap, ako ¢Te HOCUTEIN HAa BUpyca Ha XenaTuT B win ako nMare,
WM CTE UMaJH XenaTuT B, mpeau 1a 3anoynere jieueHUE Cbe Simponi.

o YBenomere Bammst nekap, ako cMsATare, ye cTe 3acTpalleHH OT 3apa3siBaHe C BUpyca Ha
xenaTtut B.

° Bamust nexap me Bu u3cnensa 3a xenatut B.

. [Tpu manmenTH, KOUTO ca HOCUTENIH Ha BUpYyCa Ha XeMaTUT B, iedeHneTo ¢ HHXHOUTOpH

Ha TNF, karo Simponi, Moke 1a AOBeie IO PeaKTHBALKS Ha BUPYCa, KOSTO B HIKOH
ClIydad MOKe J1a ObJie )KUBOTO3aCTpaIlIaBalla.

Hnsazusnu evouyHu unpexyuu

AKO cTe KUBENU WM IbTYBaJIH B 00JIACTH, KbICTO MH(PEKIUH KaTO XUCTOILIA3MO3a,
KOKIIMAMOUIOMHUKO3a TN OJIACTOMHKO3a ca YeCTO CpellaHy, He3abaBHO yBenoMere Bamms
nekap. Te3u uH(pEKIUH ce MPUIUHABAT OT ONpeIeIeH! BUAOBE I'bOMYKH U MOTaT Jja 3aCeTHAT
Oenute 1poOOBE WM Apyra YacT Ha TSUI0TO. AKO He 3HAeTE Aajli Te3d MH(PEKIMH ca YECTH B
o0racTTa, B KOSTO CTE )KMBEJIN WU MBTYBaJH, MONuUTaiTe Bamus nexap.

Pak u aumdom

IIpeau na 3amovHeTe Ja U3noa3BaTe Simponi, yBeroMeTe Bamms nekap, ako cTe UMaid JUarHo3a Ha
muMdom (BU pak Ha KPHBTA) WM APYT BH/ paK.

Axko m3non3pare Simponi winu apyr naxuOuTop Ha TNF, pucksT aa passuere numdom mim
JpYT BHJI paK MOKE J1a CE MOBUIIIH.

[TarmenTrTe C TEXBK PEBMATOUICH apTPUT WIH APYTO BH3MAIUTENIHO 3a00JIIBaHE C TosiMa
JaBHOCT MOXeE J]a Ca C O-BUCOK OT CPEeIHUSI PUCK 32 PAa3BUTHE Ha JTUMQOM.

Ipu Hsixou nena u roHoIIH, JekyBaHu ¢ TNF-01okepu ca ce pa3Bwin pakoBH 3a00IsBaHus,
BKJIFOUUTEITHO HETUITMYHH BUJIOBE pak, KOUTO B HAKOU CITyYau ca JOBEJHU 10 CMBPT.

B penxu ciny4an npu nanuenTtH, npuemanu Apyru TNF-6iokepu, e HaOmogaBan oco0eH u
TEXbK TUI TUM(POM, HapeueH xenaronreHaneH T-kinerpueH mumdom. [loseueTo ot Te3n
NaIMeHTH ca OMITU FOHOIIY WM MIIAAN Mbxke. To3u ThI pak OOMKHOBEHO BOAM A0 CMBPT.
ITouTy BCUYKH OT T€3W MAIMEHTH Cca IIPHEMaJIH ChIIIO JIEKAPCTBA, N3BECTHU KaTO a3aTHOIIPHH
wim 6-mepkanronypud. Uapopmupaiite Bamms iekap, ako npuemMare a3aTHONPHH HITH
6-MepKanToImypHH €THOBPEMEHHO ChC Simponi.

[NamuenTHTe C TEXKa IEpCUCTUPAIla aCTMa, XPOHUYHA 00CTPYKTHBHA OestoipobHa borect
(XOBB) nnu TexKUTE MyIIayd MOXeE Ja ca ¢ T0-BUCOK PUCK OT Pa3BUTUE HA PaK NpH JieUCHHE
cbe Simponi. Ako uMmare Texka rnepcuctupamnia actMa, XOBb wim mymuiTe MHOTO, TpIOBa 1a
obcwaute ¢ Bamms nekap nanu nedenuero ¢ naxuoOutop Ha TNF e moaxopsmio 3a Bac.
Hsaxown nanmenTy, 1eKyBaHH ¢ TOMMMyMa0, ca pa3BUIIM OTIPEIETICHH BUIOBE PaK Ha KOXKara.
Kaxxere na Bamms nekap, ako 1o BpeMe W Clief] TEpPAInATa Ce MOSABAT HAKaKBU IPOMEHH BB
BHJIa Ha KOXKaTa MJIM 00pa3yBaHUs 110 KOKaTa.
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CobpeyHa HeAOCTATHYHOCT

Heza6aBHo yBenmomeTe Barms siekap, ako ©Mate HOBH WM POTPECUPAI CHMITOMH Ha ChpJicuHa

HeA0CTaThYHOCT. CUMIITOMHTE Ha ChPJICYHA HEJAOCTATHYHOCT BKJIFOUBAT 33yX WJIM MOJyBaHE HA

Kpakara.

o JloxiagBanu ca ChOOIICHUS 32 Pa3BUTHE HAa HOBA WJIM BJIOIIAaBaHE Ha CHIECTBYBAIlA 3aCTOMHA
ChpJIeYHA HENOCTATHUHOCT IpH JiedeHne ¢ maxuouropu Ha TNF, BKifounteaHo Simponi.
Hsikou oT manueHTHTe ca MmoYnHaIH.

. AKO MMare JieKa ChpIeuHa HEIOCTAaTHUYHOCT M CTE Ha JIedeHHe Che Simponi, Bammsr nexap
TpsOBa na Bu npocnensBa BHUMATEIHO.

3a0o0/sgBaHKs Ha HEPBHATA CUCTEMA

HezabaBHo yBenomeTe Bamus niekap, ako Hsakora Bu e mocrapsiHa quarHo3a Ha JSeMUCITHHU3UPAIIO
3a00JIsIBaHE KaTO MHOXKECTBEHA CKJICPO03a WM pa3BHETE CUMIITOMH Ha TakoBa. CHMITOMUTE MOTaT Jia
BKITFOYBAT IIPOMEHH B 3pPEHUETO, CTA0OCT B PBIETE M KpaKkaTa, H3TPHIIBAHE WIIK MPaBYUYKaHE B KOSATO U
Jla € 4acT OT TSUI0TOo. Barmmar jiekap 1e pemu nanu tpssosa ga Bu ce mpuiiara Simponi.

Ormepaiyy Wiu CTOMaTOJIOTHYHHU TIPOLEYPH

o VYBenomere Bammus nexap, ako Bu npezacTon onepanuys WM CTOMaTOJIOTMYHA MPOLIEypa.

o VYBenomere Xupypra Wiu CTOMaToI0ra, U3BbPIIBALL IPOLEAypaTa, 4e CTe Ha JIEYEHUE ChC
Simponi, kaTo UM nokaxere Bamata HanmoMHsIIa KapTa Ha AIUEHTA.

ABTOMMYHHH 3200JsIBaHUS

YBenomere Bammst nekap, ako pa3BueTe CUMITOMH Ha 3a00J1s1BaHe, HApeUeHo Jyiyc. CUMIITOMUTE
BKJIIOYBAT YIIOPHUT OOpUB, OOJIKHU B CTABUTE H yMOpA.

. Nma penxu cydan Ha pa3BUTHE Ha JIYIyC TIPH X0pa, JieKyBaHU ¢ naHxuOuTOpu Ha TNF.

3abossBaHUs Ha KPbBTa

HpI/I HAKOU MAIIUCHTH OPTaHU3MBT HC € B CbCTOAHHUE Jia IIPOU3BEIKIa JOCTAThbYHO KPBbBHU KIICTKH,
KOHTO Jia My IToMarar Jia ce 60pu ¢ MHQEKIMUTE U JIa CliupaT KbpBeHeTo. CBBbpiKeTe ce He3a0aBHO ¢
Bamms nekap, ako pa3BueTe BUCOKA TeMIeparypa, KOsSTo He OTMUHABA, JIECHO Bu ce mosiBsIBaT
KPBBOHACSIAHUS WM KbPBUTE, HJIH M3IJIeKJaTe MHOTO Oyienu. Barmms tekap Moske J1a pery J1a crupe
JICUYCHHETO.

AKO He CTe CUTYPHH Jajli HIKOe OT M30POCHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammst niexap unu gapmanesT, mpey Ja 3aloyHeTe Jia u3noizeate Simponi.

Bakcunanuu

Yeenomere Bamus ekap, ako Hackopo Bu e npaBena wim nipeactou ga Bu 6b/1e HanmpaBeHa BakCHHA.

o Jokato cte Ha eueHre cbe Simponi, He TpsiOBa ga Bu ce mpassT onpenenenn ()KUBW) BaKCHHH.

o Hsaxown BakcrHamy MoraT J1a IpeAu3BUKaT HHPEKIMH. AKO cTe ody4YaBaid Simponi, JI0KaTo
cTe Ouna OpemenHa, Bamero 6e6e Moke Jla € ¢ MOBHIIIEH PUCK OT pa3BUTHE Ha TaKaBa
MH(EKIHS B IPOIbIDKEHIE Ha MPUOTU3UTEIHO 6 Mecela clie/ MoCIeHaTa 103a, KOATO CTe
MOJTYYHIIH TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHo e na nadopmupate jgekaps Ha Bamrero 6ede u
JPYTH MEJMIIMHCKY CIEIHAIMCTH 3a CBOETO JIeYeHUE ChC Simponi, 3a J1a MOTaT Te JIa peraT
kora BameTo 6e0e Moxxe 1a Ob/ie BAKCHHUPAHO.

T'oBopeTe ¢ mekaps Ha AeTeTo Bu OTHOCHO BaKCHHAIMUTE Ha JIETETO. BCHYKM BakCHHM TPsSOBa Aa
OBJaT MMOCTABEHH IO CXeMa MPEJTH Ja Ce TMPIIOKH Simponi, ako € B3MOXKHO.

TepaneBTuuHU HHGEKINO3HU areHTH

VYBenomere Bamus nekap, ako HacCkopo ca Bu npunnoxwin nin Bu npencrou na Bu npuioxar
JiedyeHHe C TepaneBTUYeH HH(eKuno3eH areHT (karo nHctuiauus Ha BCG, u3non3BaHa rnpu jeyeHne
Ha paK).

AJlepruyny peaknuu
Kaxxere na Bamus nexap BeHara, ako pa3BUeTe CUMITOMU HA aJlepruyHa Peakius cle JCUeHUETO
Bu cbc Simponi. CuMniToMuTe Ha aJleprudHa PeakItis MOXKe J1a BKIIFOUBAT MTOAyBaHEe Ha JIMIICTO,
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YCTHHTE, YCTaTa WIH I'bPJIOTO, KOETO MOXKE Jia TOBEIE 10 3aTpyAHEHHUE MIPH MPETTbIIaHe WK TUIIaHE,
KOXeH 00pHB, YpTHUKapHsl, TOLyBaHe Ha JJIAHUTE, XOANUJIaTa WK TJIE3EHHUTE.

o Hsikou oT Te3u peakinu Moe J1a ca CEpUO3HHU HITH PSIIKO XKHUBOTO3aCTpaIllaBalily.
. Hsixon oT Te3n peakiy ca ce MOSBHIIN CIIET IBPBOTO MPUIIOKEHNE Ha Simponi.
Hena

He ce mpenoppuBa ymotpedara Ha Simponi IIpu Jera Ha BB3pacT Mo 2 TOAWHH C MTOTHAPTHKYIapeH
IOBEHUIICH UMOTIATHYCH apTPUT, THIl KaTO HE € POYYBaH MPH Ta3u rpyra MaieHTH.

Jpyru nexkapcrBa u Simponi

o WNudopmupaiite Barms jgekap wim (papMaieBT, ako U3I0JI3BaTe, HACKOPO CTE M3MOI3BAIH WITH
€ Bb3MOJXKHO JIa U3M03BaTe APYTH JICKApCTBa, BKIIOUYUTEITHO BCHYKH JPYTH JIEKapcTBa 3a
JICYCHUE HA PEBMATOUJICH apTPHT, MOJIUAPTUKYJIAPCH IOBEHWICH UIUOTIATUYCH apTPUT,
TICOPUATHYCH aPTPUT, AaHKUJIO3UPAIIl CIIOH/IWINT, HEPESHTICHOTpa()CKU aKCUAICH
CTIOHIMJIOAPTPUT WM YIIIEPO3EH KOJIHT.

o He tpsi6Ba 1a m3mon3Bare Simponi ¢ JeKapcTBa, ChABPIKAIIN AKTHBHUTE ChCTaBKH aHAKWHPA
uiy abatauent. Te3u jekapcTBa ce M3I0J3BaT 3a JICUCHHE Ha PEeBMATUYHH 3a00JIIBaHUsL.

o YBenomere Bammist nexap nnm gapmareBT, ako preMare IpyrH JeKapCTBa, KOUTO BIIHSAT
BBbpPXY UMyHHATa CUCTEMA.

o He tpsiOBa na momyuaBarte onpezeieHn ()KUBH) BAKCHHH, JOKATO U3MOJI3BaTe Simponi.

AKO He CTe CUTYPHH JaJli HIKOe OT H30POCHHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammst nexap unu gapmanesT, mpeau Ja 3aloyHeTe a U3moi3Bate Simponi.

BpeMeHHOCT 1 KbpMeHe

[Mpeau na n3znon3sate Simponi, yBegomere Bamus nekap, ako:

o cTe OpeMeHHa WM TUTaHUpaTe J1a 3a0peMeHeeTe, TOKaTo u3nonspare Simponi. MapopmanmsTa
3a e(heKTUTE Ha TOBA JIEKAPCTBO MPH OPEMEHHH KEHU € OrpaHnueHa. AKO CTe Ha JICYEHHE ChC
Simponi, TpsiOBa a n30ArBaTe 3a0peMeHsBaHe, KaTo U3IOJI3BATE a/IeKBaTHA KOHTPAIICTIIIHS,
JIOKATO ce JIEKyBaTe U MoHe 6 Mecela clie/l ocJIeiHaTa WHXKEKIUs Ha Simponi. Simponi TpssOBa
Jla ce U3MO0JI3Ba 110 BpeMe Ha OPEMEHHOCT CaMO aKo JICYEHUETO € aOCOIIOTHO HEOOXO0IMMO 32

Bac.

. TpsiOBa aa ca U3MUHAIIK TIOHE 6 Mecela OT MOCSAHOTO PUIIOKEHHE Ha Simponi npeau aa
3armoyHeTe Ja KbpMuTe. Ako Bu mpejcrou ieyenue che Simponi, TpsiOBa Jia cripete aa
KbPMHUTE.

o AKo cTe mosryyaBanu Simponi o BpeMe Ha OpeMeHHOcTTa, Banreto 6e6e Moxe Ja € ¢ MOBHIIEeH

pHCK OT pa3BuThe Ha nHMeKkus. BaxHo e n1a undopmupare nekaps Ha Baimeto 0ede u qpyrute
MEIWIIMHCKH CIEIMAIIUCTH 332 CBOETO JIeYeHHEe Che Simponi, peau Bamero 6ede na 6b1ae
BaKCHHHPAHO (3a IoBevue MH(OpMAIHs BUXKTE pa3jieia 3a BAKCHHAIUH).
AKo cTe OpeMeHHa WU KbpMUTE, CMATATE, Y€ MOXKE Jia CTe OpeMeHHa WK ITUIaHupaTe OPEeMEHHOCT,
MOChBETBaNTE ce ¢ Baims nekap i GapManeBT npeau ynorpedaTa Ha TOBA JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHH

Simponi moBIMsABa B Mallka CTETEH crtocoOHOCTTa BU 1a moduparte u 1a u3non3Bare HHCTPYMEHTH
WM MalllHA. BhIpeku ToBa ciel npuiiokKeHne Ha Simponi MOXe Jla ce TIOosIBY 3aMaliBaHe. AKO TOBa
ce CiIy4H, He modupaiTe U He U3MOI3BANTE HHCTPYMEHTH WA MAITHH.

Simponi cbaABpAKa JIaTEKC H COPOUTOJ

CBD’bX‘IVBCTBHTeHHOCT KBbM JIaTCKC

Kamaugero Ha uriara, 4aCT OT MPpE€ABApPUTECIIHO HAITbJIHEHATAa CIIPUHIIOBKA, CHAbpiKa JIATCKC. Toit kaTo
JATEKCHT MOJKE J1a IPEAN3BUKA TEXKKH aJepIrHUHH peakiuy, yBenomere Bamms nekap, ako Bue nnu
YOBEKBT, KOMTO ce Irpmxu 3a Bac, cTe anepruyHu KbM JIaTekc.

HenonocumocTt kbM copbuton
Tosa nexapctBo cbabpika 20,5 mg copouron (E420) BbB Besika npeaBapuTeIHO HAITbJIHEHA
CIIPUHIIOBKA.
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3. Kaxk 1a usnossBate Simponi

Bunaru u3non3saiiTe ToBa JISKapCTBO TOYHO KakTo Bu e kazan Bammsr nekap wim papmanieBT. AKO
HE CTe CUTYPHH B Helllo, onuTaiite Bamus nexkap wmu gpapmarieBT.

Koaxko Simponi ce npunara
PeBmaronsien apTput, IIcOpHaTHYEH apTPUT U aKCHAJICH CTIOHIMIOAPTPHT, BKIFOUHTEITHO
AQHKHJIO3UpAI] CIIOHAMINT ¥ HEPEeHTIeHOTPa)CKH aKCHAIECH CIIOHIMIIOAPTPUT:

. [Ipenoppuntennara qo3a e 50 mg (ChabpKaHUETO HA | MpeBapuUTEeTHO HAITbITHEHA
CHPUHIIOBKA), IPUJIO’KEHA BEAHBK MECEYHO Ha €THA U ChIIa IaTa.

. IIpenn geTBBpTaTa BU m03a ce 00bpHETE KBM Barmmus ekap. Bammsr jgexap 1me onpeneins qamm
JICUSHUETO ChC Simponi TpsOBa Aa MPOIBIKH.
o Axo Texxute moBeue ot 100 kg, nozara moxe na 6pae mopumena va 100 mg

(C’BH’Bp)KaHI/IeTO Ha 2 NpeaABAPUTCIIHO HAITBJIIHCHU CHpI/IHHOBKI/I), IMPUJIOKCHU BEAHDBIK
MECCYHO Ha €1Ha U ChIIa JaTa.

[TonuapTuKynapeH I0BEHWIEH UIUONATUYCH apTPUT IIPU AeLa Ha Bb3PacT 2 FOAMHHU U HO-TOJIEMH:

. [Tpu marmenTu ¢ TenecHo Terino Hai-manko 40 kg mpenoppunTennaTa qo3a e 50 mg npuitokeHa
BEJHBK MECEUHO Ha €]lHa U Chlla JaTa Bceku Mecell. [Ipu manuenTu ¢ TenecHo Terio no-Maiko
ot 40 kg e manmuna 45 mg/0,45 ml npeaBapUTETHO HAITBJIHEHA THCAIKa. BamusT nekap e
OIIpeJieiv MpaBUiIHATA 1034 32 YIoTpeoda.

. I'oBopete ¢ nekapst Bu, npenu npuiioxeHue Ha 4eTBbpTaTa qo3a. Jlekapar Bu me npeuenu
JIaJv J1a IPOJBIDKUTE JICYEHUETO ChC Simponi.

VYauepo3eH KOJIUT
o TabnuuaTa no-1oay NoKa3Ba Kak 00MUaiiHoO 11e premMarte ToBa JIEKapCTBO.

Hauano Ha neuenuero Hauannaa no3a ot 200 mg (chappikaHueTo Ha 4 MPEABAPUTEITHO
HABJIHEHU CIIPUHIIOBKH) mocienBaHo oT 100 mg (chAbpIKaHUETO Ha
2 MpeBapUTEIHO HAMBJIHEHU CIIPUHIIOBKH) 2 CEIMHIIU MO-KBCHO.

[Mommbpikalio geueHne . [Ipu naumentu ¢ tersio nmox 80 kg, 50 mg (cbabpKaHUETO HA
1 mpenBapuTEIHO HATBJTHEHA CIIPUHIIOBKA) 4 CEJIMUIIH CIIE]
nocneaHoTo Bu neuenwue, cnes ToBa Ha BCeKH 4 CEAMMUIIN.
Bamusr nexap moxe Aa peuu aa npeanuie 100 mg
(cpappkaHUeTO Ha 2 MPEIBAPUTEIHO HATBIHEHU CIIPUHIIOBKH),
B 3aBUCHMOCT OT TOBa, KaK Ce MOBIHsBATE OT Simponi.

. [Tpu naruentu ¢ Terno 80 kg niu moseue, 100 mg
(cpabppkaHueTo Ha 2 MPEABAPUTEIHO HATBJIHEHU CIIPUHIIOBKN)
4 ceamui cieq nociaetHoTo Bu nedenue, cien ToBa Ha BCEKH

4 ceMUIIN.
Kak ce npuiara Simponi
o Simponi ce npuiara upe3 UHKEKIHs MoJ] Koxkata (ITOJJKOKHO).
. B HauvanoTo Bamusr nekap nim MeIMIMHCKA cecTpa Moxke Jia Bu mrxkektupa Simponi. Bue

Bammusr siekap obaue MoXke /1a peluTe, 4e MOXKeTe caMy Jla U MHXKeKTHpare Simponi. B To3u
ciydai me ObjeTe 00y4eHH Kak caMy Jja CM MHKEKTUpaTte Simponi.
T'oBopere ¢ Bammus nekap, ako nmare BBIIPOCH OTHOCHO MOCTAaBsIHETO HA MHXKEKUMATA. B kpas Ha Ta3u
JIMCTOBKA 1I€ HAMEPHTE MOAPOOHH ,, JIHCTPYKIIMHU 32 MIPUIIOKEHUE .

AKO cTe U3M0JI3BAJIM NOBeYe 0T HeoOXoauMara ao3a Simponi

AKko cTe n3non3Bay Wi By e npuiiokeHa TBbPE BUCOKA /1032 Simponi (MM 4pe3 HHKEKTUPaHe Ha
€JHOKpaTHa BUCOKA J103a, WM Ype3 TBHPJIE YeCTO MPHUIIOKEHHE), He3a0aBHO ropopere ¢ Barus iekap
unu (papmaiieBT. Bunaru HoceTe ¢he ceOe CH KapTOHEHaTa OIaKOBKaA, IOPH TS Jia € Ipa3Ha, U Ta3u
JINCTOBKA.
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AKO cTe MPONMYyCHAJIM A U3MoJ3BaTe Simponi
AKo cTe 3a0paBriIN 1a MHXKEKTHpaTe Simponi Ha IJIaHUpaHaTa gaTa, MPUIOKETe MPOIyCHATa 1032
BeJ[Hara IoM CH CIIOMHUTE,

He n3non3aiite nBoiiHa 1034, 3a 1a KOMIIEHCHpATE NPOIyCcHATaTa J103a.

Kora ga cu HWHXKCKTHUPATC CJICABalllaTa J03a:

L AXO cTe 3aKbCHEIU C IIO-MaIKO OT 2 ceaMuIu, HH)KCKTHpaﬁTG mpomycHaraTa J03a B€aHara
CJIEQ KaTO CHU CIIOMHHUTE U IPOABJIKETE 110 ITbPBOHAYa/IHAaTa CXEMa Ha IMPUIIOKECHUC.
L AXO cTe 3aKbCHEIU C IMOBEYE OT 2 ceaMuIu, HH)KGKTHpaﬁTC npoIrycHaTaTa 103a BeaHara CJjcq

KaTO CH CIIOMHUTE H C€ CBBp)KeTe ¢ Bamms iekap wiu papMarnesnT, 3a Jja MOMUTaTe Kora /1a
MH)XEKTHpaTe cie/Baliara 103a.

AKO He cTe CUTypHH B HEIIO, onuTaiTe Bammms nexap nnm apmanesT.

AKo cTe cnipesiu ynorpedara Ha Simponi
AKo oOMUCIIATE /1a CIipeTe MPIIIOKEHNETO Ha Simponi, mspBo 00ChIETe ToBa ¢ Bamus nexap uimu
(hapmareBT.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebaTa Ha TOBA JICKApCTBO, MOJIS
nonuTaite Bamus nekap, ¢papmaneBT WM MEAULMHCKA CECTPA.

4. Bb3MOKHHN HelKeJIaHU peakluu

Kakrto Bcuukw jiekapcTBa, TOBa JIEKAPCTBO MOXKE Ja MIPEM3BHKA HEXXEIaH! PEaKIiu, BIPEKU Ue He
BCEKH TH Ioiy4aBa. [Ipy HAKOM MarMeHTn MOXKe Ja Ce Pa3BUST CEPHO3HU HEXKEIAHHU PEaKInu, KOUTO
Hajarar JieueHrue. PUCKBT OT 1osiBa Ha OlpeieNieHH HeXeTaH! PeaKIiy € MO-TOJSIM TIPH 1032 OT

100 mg B cpaBHeHue ¢ no3a oT 50 mg. Hexxenanu peakuuy Morat Jia ce pa3BUSAT U J0 HIKOJIKO Mecela
ClIeJT TIOCTIeTHATa MHKCKIIUSL.

Heszab6aBHo yBenomere Bamus nekap, ako 3a0enexuTe HIKOS OT CICTHUTE CEPHO3HH HEXKETaH!

JIEKapCTBEHU PEAKITNH, BKIIOUBAIIH:

o aJIeprUYHM PeaKIMU, KOUTO MOTaT 1a 0bAaT CEPUO3HU, WU PSIAKO
JKHBOTO3acTpamiapamy (peaku). CUMITOMU Ha ajlepruyHa peakiusi MoraT a BKIIOYBAT
MoJTyBaHe Ha JIUIETO, YCTHUTE, yCTaTa W I'bPIOTO, KOETO MOXE JIa IPUIHHU 3aTPYAHEHO
MpEerTbIaHe WK JUIIaHe, KOXKECH 00pUB, KOIIPUBHA TPECKa, MIO{yBaHEe Ha PhIIETE, XOAUIaTa
Wi Tiie3eHnTe. Hakou ot peaknunTe ce mosBsIBaT ciell TbPBOTO NPHUIIOKEHHE Ha Simponi.

. cepuo3nu unpexkunu (Braounteano Th, 6akrepuannn unpekunu BKIKYUTETHO
cepuo3HH HH(EKINU HA KPHBTA H MTHEBMOHUS, TeKKH I'bOMYHE HH(PEKIHH U IPYTH
onopTHHUCTHYHHN HHpexknun) (dectn). CUMITOMUTE HA HHPEKIIMS MOTAT JIa BKIIFOYBAT
MOBHILIEHA TEMIIEPaTypa, yMopa, Kanuiuia (yrnopura), 3a1yX, IPUIION0I00HN CUMITTOMH, 3ary0a
HAa TETJIO, HOIIHO M3MOTSABaHEe, TUapysi, paHH, TPOOJIEMHU ChC 3LOUTE U MapeHe IIPH YPUHUPAHE.

. NMOBTOPHO AKTHUBHPAHE HA BUPYCa HA XenaTut B, ako cTe HOCUTE WU B MHHAJIOTO CTe
O0osienyBaau ot xenatut B (psigko). CHMIITOMUTE MOTaT J1a BKJIFOYBAT MOXKBJITSIBAHE HA
KOXKaTa U 0YnTe, ThMHOKA(SBO OI[BETSIBAHE HA YpUHATa, 00JIKA B JsICHATA CTpaHa Ha KOpeMa,
TeMIiepaTypa, raJicHe, IOBphIIaHe U CUITHA YMOpa.

o 3a00J1sIBaHe HA HEPBHATA CHCTEMa KATO MHOKeCTBeHa CKiepo3a (paaKo). CHUMITOMHUTE Ha
3a00JIIBaHe HA HEPBHATA CUCTEMAa MOTAT Jia BKIFOYBAT ITPOMEHU B 3PEHUETO, CIA00CT B PHIIETES
Y KOJICHETEe, N3TPBIIBAHE WIM MpaBYUIKaHEe Ha pa3IMdHU YacTH Ha BameTto Tsuto.

. pak Ha JuM@pHUTe BB3aU (uMdpom) (psaako). CumnTomute Ha TrMpOMa MOTaT Jia BKIIIOYBAT
MoTyBaHe Ha JIMM(HUTE BH3ITH, 3ary0a Ha TETJIO WU IMOBHUIIICHA TEMIIepaTypa.

. Chbp/ieyHA HEAOCTATHYHOCT (PsiAko). CHMIITOMHUTE Ha ChPICYHA HETOCTATHPYHOCT MOTaT J1a
BKJIFOYBAT 33JyX WIH MOAYyBaHE Ha Xxonaunara Bu.

. NPU3HALM HA HAPYUICHUS] HA HIMYHHATA CUCTEMAa, HAPEYCHU:

- aynyc (psinko). CHMITOMHUTE MOTaT Ja BKIIIOYBAT CTaBHA OOJIKa MJIM OOPUB 110 Oy3HTE
WIN PBIIETe, KOWUTO € YyBCTBUTENICH KbM CI'BHIIETO.
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- capkonao3a (psiako). CHMITOMUATE MOTAT Ja BKJIIOYBAT YIIOPUTA KaIlLIHUIA, 3a0yX,
0oJka B IbpWTE, TOBUIIICHA TEMIIEpaTypa, MoAyBaHe Ha TUM(HNATE BB3IIH, 3ary0a Ha
TErJI0, OOPUBH 10 KOXKATa U 3aMbIJICHO 3PCHHUE.

Bb3NajleHHe HA MAJIKHTe KPbBOHOCHHU ChA0BE (BacKyJauT) (paaKo). CHMOTOMUTE MOTAT /1a

BKJIIOYBAT IOBUIIICHA TEMIIEpaTypa, Ti1aBo0oiue, 3aryba Ha Terio, HOIHYU U3MOTIBaHsI, 0OPUB

¥ HEBPOJIOTHUYHH IIPOOJIEMHU KAaTO U3TPHIIBAHE MM MPaByJKaHE.

pPak Ha Ko:kaTa (HedecTo). CHMIITOMHTE Ha paK Ha KOXKaTa MOTAT Jia BKIIOYBAT POMEHU BHB

BBHHIIIHUS BUJ] Ha KOXKaTa MM 00pa3yBaHus 10 KokaTta Bu.

3a0o0JIsiBaHe HA KPbBTA (YecTo). CHMIITOMUTE Ha 3200/ sIBaHE HAa KPHBTA MOTaT J1a BKJIFOYBAT

YHOpHUTa TeMIepaTypa, MHOTO JISCHO HACHHSBAaHE WM KbPBEHE, HIIU CHITHA 0JIEIOCT.

pak Ha KPBbBTA (JieBKeMus) (PsaaK0). CUMOTOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT

MOBHIIIEHA TEMITEPaTypa, 9yBCTBO HA YMOpa, YeCTH WH(EKIINH, IECHO IOCHHSIBAHE W HOITHI

W3IIOTSIBAHMSL.

Kaxxete He3abaBHO Ha Bamms siekap, ako 3a0elie)UTe HIKOU OT H30POCHUTE CUMIITOMHU.

IIpu npuno:xkenne Ha Simponi ca HA0TI0aBAHU CJIIHUTE JOMBJIHUTETHN HEKeJTAHU PeaKkum:
MHoOT0 YecTH HexeNaHHu peakny (MoXKe Jia 3acerHar noseye ot 1 Ha 10 jgymm):

WHdexuuy Ha TOPHUTE AUXATEHHU ITBTHLIA, BH3IAJICHUE HA I'BPIIOTO, APE3ras IJiac, Xpema

YecTn HEeXXenaHU peakiuy (Moyke aa 3acerdar n0 1 ga 10 aymm):

[Tpomenu B yepHOAPOOHHTE MOKa3aTeH (OBUIIABAaHE HA YEPHOJAPOOHUTE CH3UMH ),
YCTaHOBEHH IIPH U3CJICABAHUATA HA KPHBTA, HANIPABEHU OT Baus nekap.
3aMastHOCT

I'maBoGonue

W3TpbnBaHe UM MpaBy4KaHe

[ToBBbpXHOCTHH I'bOMYHN HH(EKITUH

Abcuec

bakTepuannu nadexmn (KaTo MEeTyInT)

Hucbk Opoii Ha yepBEeHUTE KPBBHU KIETKH

Hucwk 6poii Ha OenuTe KPHbBHH KIIETKA

[To3uTuBeH KPBBEH TECT 3a JIYILyC

AJIepTUYHU paKLuH

Jlomo xpaHocMuiIaHe

Bonka B cromaxa

TI'anene

['pun

Bponxur

Wndexuns Ha CUHyCcHTE

Xeprmec

IToBuIIEHO KPBBHO HAJIATAHE

[loBumena TemmnepaTypa

AcTMma, 3a/1yX, XpUITeHE

Hapymenus Ha ctomaxa v yepBaTta, KOUTO BKJIIOYBAT Bb3NaJCHUE HA JIUTaBULIATa HA CTOMaxa
Je0enoTo YepBo, KOETO MOXKe Jla IPHYMHU BHCOKA TeMIIeparypa

Bosika u s13Bu B ycTaTta

Peakiiuy Ha MSCTOTO Ha WHXKEKTUpaHe (BKIIIOUUTEITHO 3a4epBsiBaHe, YIUThTHIBAaHE, 00JIKa,
KpbBOHACsaHe, ChpOEK, U3TPBIIBAHE U IPa3HEHE)

Kocoman

OO6puB 1 cbpOex Ha KOXKaTa

bescbaue

YyBCTBO Ha IOTHCHATOCT

YyBcTBO Ha criaboct

CuynBaHe Ha KOCTH

Huckomdopt B 0b6macTTa Ha TPbAHUS KOII
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Heuectn Hexxenanu peakmun (Moyke fa 3acerdar a0 1 ga 100 xymm):

brOpeuna nnpexus

PakoBu 3a00ms1BaHus, BKIIIOYUTEIHO PAaK HA KOXKAaTa M HEPAKOBH 00pa3yBaHMs WM Oy4KH,
BKITFOUUTEITHO OEHKHU

Koxuu Mexypu

Texxxa nHMEKIHA pa3npoCTpaHeHa U3 IENHU OPTaHU3bM (CETICHC), B HIKOH CIy4an
BKJIIOUHTEITHO HUCKO KPHBHO HaJIsITaHe (CENTHYEH IIO0K)

IIcopmnaszrc (BKIFOYNTETHO 110 IaHUTE W/WIIA XOIWIaTa, U/WiaH o ¢popMara Ha KOKHH
MeXypH)

Hucsk Opoii Ha TpoMOouuTHTE

006110 HECHK Opoit HA TPOMOOLIUTUTE, YEPBEHUTE U OCITUTE KPBBHU KIIETKU
Hapymenus Ha muroBuHAaTA JKIite3a

[ToBuiieHue Ha HUBaTa HA KPbBHATA 3axap

[ToBumieHue Ha HUBATa HA KPBBHHUS XOJIECTEPOIT

HapyiieHnus B paBHOBECHETO

3pUTENHN CMYILICHUS

Bb3nanenue Ha OKOTO (KOHIOHKTHUBHT)

Ouna aneprus

VYcelane 3a HEpaBHOMEPEH CbPIECYEH PUTHM

CrecHsBaHE Ha KPbBOHOCHUTE CHJIOBE Ha CHPIETO

Cscupeny B KpbBTa

3adepBsBaHe Ha JUIETO

3amex

XpOHUYHO BB3MAIUTENHO 3200 sIBaHe Ha Oenute TpodoBe

Kucenunu

KambHE B xITBUKaTA

Hapymenus Ha uepaus apoo

Hapyienus Ha repaure

MeHcTpyanHu HapyLIeHUs

Penxn Hexxenanu peakuuu (Moxke jga 3acerdat 10 1 ga 1 000 gyim):

HeBBb3MOXKHOCT Ha KOCTHHS MO3bBK J1a IPOM3BEXK/1a KPBBHH KIETKU
CunHo HamaiteH Opoii Ha OenruTe KPEBHU KIETKH

Wudexknns Ha cTaBUTE WITH HA THKAHUTE OKOJIO TSX

3abaBeHO 3apacTBaHe Ha paHU

Br3nanenue Ha KPPBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTraHU
JleBkemust

Menanom (BH[I pak Ha KOXKaTa)

Mepxken-kneTpueH KapiuHOM (BT PaKk Ha KOXKaTa)

.HI/IXGHOI/I,I[HI/I peaknnn (C'bp6$[]ll YCPBCHUKABO-JINJIAB KOKCH 06pI/IB W/WIIH HUIIKOBHUAHHU CHBO-

OenM TMHUY BHPXY JIUTaBHIIUTE)

JIrocmecra, momenia ce Koxka

Hapyiienns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE JIa 3acerHar OeiuTe IpoOoBe, KoKaTa u
nuMQHUTE BB31M (Hali-4ecTo MPOsIBEHN KaTO CapKOU03a)

Bonka u mpomsiHa B 11BeTa Ha NPBCTUTE HAa PHLIETE WIM KpaKaTta

[Ipomsina Ha BKyca

Hapymenust Ha MUKOYHUS MEXyp

Hapymenus na 6s0penure

Bb3nanenue Ha KpbBOHOCHHUTE ChIOBE Ha KOXKaTa, KOETO BOJH IO OOpUB

Hexenaau peaknuy ¢ HEM3BECTHA YECTOTA:

Psrbk THI pak Ha KpBBTA, 3acsralll IpeJIMMHO MIIaJIM Xopa (XenaToymeHaneH T-KieTb4eH
numMpom)
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o Capkom Ha Kanomm-psiaxo cpemiaH pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepIeceH BUPYC 8.
Capkom Ha Kamomy Haii-4ecTo ce cpera moj ¢popmaTa Ha MypILypHH U3MEHEHUS BbPXY
KOXKara.

. Bromasane Ha 3a00JsBaHe, HAPEUCHO ,,IEPMATOMHO3HUT  (KOETO CE MPOSIBABA KAaTO KOXKEH
00puB, IPUIPYKEH OT MyCKYJIHa cabocT)

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKXO ToTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN PEaKLuy, yBeroMeTe Bamms ekap, hapmaneBT wim
MeIUIMHCKA cecTpa. ToBa BKIIFOUBAa BCUUKU Bb3MOXKHU HEONHMCAHM B Ta3U JIUCTOBKA HEXKeJaHH
peakin. MokeTe ChII0 Jja ChOOIIUTE HEeXKENAaHH PEaKIMU JTUPEKTHO Ype3 HAMOHATHATA CHCTEMa 32
CHOOIIIaBaHe B:

W3mbHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcanT: www.bda.bg

Kato cho0miaBare HexXenaHH peakiiy, MOXKETE Ja 1a/IeTe CBOS MPUHOC 3a TO0JTy4aBaHe Ha OBeUe
nH(pOpPMAIU OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce cpXpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a Jela.
o He n3non3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOTHOCT, OTOETSI3aH BHPXY €THKETA CIIe

,»EXP* 1 BbpXy KapTOHEHAaTa OMaKoBKa cies ,,['omen 10:“. CpoKbsT Ha TOMHOCT OTrOBaps Ha
MTOCJIEIHUS JIEH OT ITOCOYEHHS MECEIT.

o Ha ce cpxpanspa B xmagmmHUK (2°C — 8°C). [la He ce 3ampa3sBa.

o ChxpaHsBaiiTe IpeIBAPUTEIIHO HAITBIHEHATA MTHCAJIKA B KaPTOHEHATa OMaKOBKa, 32 J1a ce
Hpeanasy oT CBETIHHA.

o ToBa ekapcTBO MOJKE Ja Ce ChXpaHsABa ChII0 M3BBH XJIJMIHAKA, TP MaKCHMAITHA

temneparypa 1o 25°C, enHokpatHo 3a nepuoA 10 30 aHH, HO HE U CIIe] AaTaTa Ha M3THYaHe Ha
IBPBOHAYATIHUS CPOK HA FOJTHOCT, Hale4YaTaH BLPXy KapTOHEHATa OnakoBka. Hamuiere HOBHS
CPOK Ha TOJIHOCT BbPXY KapTOHEHATa OMAKOBKA, BKIFOUUTEITHO JeH/Mecely/ToinHa (He moBeye
o1 30 mHHU, cien KaTo JICKApCTBOTO € M3BAACHO OT XJIaauiHuKa). He BphIaiiTe TOBa JE€KapCTBO
00paTHO B XJIQJIMITHHKA, CIIe]T KaTO € JOCTUTHAJIO cTaliHa Temmeparypa. M3xpbpiere ToBa
JIEKapCTBO, aKO HE O'bJIC M3MOJI3BAHO B PAMKUTE HA HOBHSI CPOK HA TOJHOCT HJIM CPOKa Ha
TOIHOCT Halle4yaTaH BbPXY OMAKOBKATa, B 3aBUCHMOCT OT TOBa KOH € MO-paHEeH.

° He uznon3Baiite TOBa JI€KapCTBO, aKO 3a0€JIEIKUTE, e PA3TBOPHT HE € OUCTHP 10 CBETIIOKBIIT,
4ye € MbTEH WIH ChIbPKA UyKIU HaCTHUIIH.
° He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEPa 3a JOMAIIHU OTHAbIIH.

[TonmraiiTe Bamus JICKap Wi Q)apMaHGBT KakK J1a U3XBBPJIUTEC JICKAPCTBATa, KOUTO BEUC HC
n3non3pare. Te3n MCPKHU 1€ CIIOMOI'HAT 3a OITa3BaHC Ha OKOJIHATa Cpeaa.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HH(popManms

Kakso cpabp:xa Simponi

o AKTHUBHOTO BEIIECTBO € TomMyMab. EnHa npeaBapuTeHO HambiIHeHa cripuHIioBka ot 0,5 ml
cpabppka S0 mg romumymao.
o Hpyrute cberaBku ca: copouron (E420), XUCTHANH, XUCTUIMHOB XUAPOXIOPHI MOHOXHUAPAT,

nosicop6ar 80 ¥ Boja 3a MHKEKIMH. 33 JOITBJIHUTEIIHA HHPOPMAIIHMsI OTHOCHO COPOUTOIT
(E420), BmxTe Touka 2.

Kak u3rie:kna Simponi 1 KakBO ChABPKA 0MAKOBKATA

Simponi ce 1ocTaBst KaTo MHKEKITMOHEH Pa3TBOP B MPEIBAPUTEITHO HATBIIHEHA CIIPHHIIOBKA 32
eHOKpaTHA ynoTpeba. Simponi ce T0CTaBs B OTIAKOBKH, ChABPKAIIK | MPeIBapUTEITHO HAITBITHEHA
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CIIPUHITIOBKA U TPYTIOBH OMAKOBKH, ChIBPKAIIH 3 (3 OMakoBKH OT 1) IpeIBapuUTEITHO HAITBIHCHH
CIPUHIIOBKH. He BCHYKY BHUIOBE OMAKOBKH MOTAT Jia O'bJIaT ITyCKaHU B MPOax0a.

Pa3TBOpBT € OUCTBP A0 JIEKO onaneclenTeH (C mepieH OsChK), Oe3BETEH 10 CBETIOKBIT U MOXKE /12
CBIBprKa MAJIKU TIPO3pavYHH WU OENTM MTPOTEHHOBU YacTuin. He m3mon3Baiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH LBAT, MBTCH WM ChABPIKAIL BUIUMHA TyXKIU YaCTHIH.

IIpuTe:kaTes Ha pa3pellleHHETO 32 YNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

IpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a AombAHATETHA HH(POPMAITHS OTHOCHO TO3H JIEKAPCTBEH MPOIAYKT, MOJIS, CBBPXKETE CE C TOKATHUS
NpPEICTaBUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

bbarapus Luxembourg/Luxemburg
»PKOHCBH & JI)xoHChH briarapus” EOO/ Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 6494 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD
TIf.: +45 4594 8282 Tel: +356 2397 6000
jacdk@its.jnj.com

Deutschland Nederland
Janssen-Cilag GmbH Janssen-Cilag B.V.
Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +31 76 711 1111
jancil@its.jnj.com janssen@jacnl.jnj.com
Eesti Norge

UAB "JOHNSON & JOHNSON" Eesti filiaal Janssen-Cilag AS

Tel: +372 617 7410 TIf: +47 24 12 65 00
ee@its.jnj.com jacno@its.jnj.com
E)AGda Osterreich
Janssen-Cilag ®oppokevtiky Movorpoécmmn Janssen-Cilag Pharma GmbH
A.E.B.E. Tel: +43 1 610 300

TmA: +30 210 80 90 000
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Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bopvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTta Ha mocJIeqHO Mpepasrjiexaane Ha gucToBkara 10/2025

IMoxpoOHa uHbopMarlrs 3a TOBA JEKapCTBO € NMpeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus
1o JieKapcTBara https://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeslaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKH
CIEeNUAINCT KAK 1A MOATr0TBSATEe HHIKEKIUATA U 1a A MoCcTaBsATe. AKO He CTe MPeMUHAJIHN TAKOBa
o0yuyeHue, M0JIs1, CBbp:KeTe ce ¢ Bammus Jiekap, MeAMIUHCKA cecTpa Wi ¢apManeBT, 3a 1a CH
HACPOYHUTe cpellia 3a o0y4eHHe.

B Te3u unCcTpyKUMH:

1. [MoxroToBka 3a M3MOJI3BaHE HA MPEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA
2 W30upane 1 NOArOTBSIHE HA MACTOTO 32 MH)KCKTHPaHE

3. WHxexTupaHe Ha JEKapCTBOTO

4 Crre MH)KEKTUPAHETO

Ha nuarpamara mo-gony (Buxre durypa 1) e mokasaHo Kak U3rIexKIa NPEeABAPUTEIHO HATbIHEHATA
CIPUHIIOBKA.

6yTano  cyo6u Ha npegnasutens kopnyc
Ha ur|naTa KOHTPOMHO NPo30pYe Kanaye Ha urnata
g
EXP {§ () %ﬂ
| % 7
rnasa Ha 6yTanoro CTP@HWLI Ha NpeanasuTens eTuKeT wrna
Ha urnata
®urypa 1
1. IToaAroToBKA 32 M3MOJI3BaHe HA MPEIBAPUTEHO HANBJIHEHATA CIIPUHIOBKA

XBaHeTe NPpEABAPUTEIHO HAITbJHCHATA CIIPUHIIOBKA 3a Kopiyca

o He s xBamaiite 3a riaBata Ha OyTaJioTO, 32 CAMOTO OYTall0, CTPAHUITUTE HA MPENAa3UTeNs Ha
WrjiaTa Wiv KaradeTo Ha WIJiaTa.

. Hukora He u3termnsiite 0yTaioTo.

o Hukora He pa3kialiaiite npeBapuTEeIIHO HAIIbJIHEHATA CIIPUHIIOBKA.

o He maxaliTe kamaueTo Ha MpeIBapUTEIHO HAIIbJIHEHATa CIIPUHIIOBKA, JOKATO HE CTUTHETE JI0
W3PUYHH UHCTPYKIUH J]a TO HAITPABHUTE.

o He noxocsaiite ckoOuTe 3a aKTUBHUpAHE HAa MPOTEKTOPa Ha Uriiarta (0TOens3aHu Che 3Be3aa *

BBB Qurypa 1), 3a 1a ce u30erHe npeaBapuTeTHO MOKPUBAHE HA UTJIATa C MPEIIa3HTes.

IIpoBepere Gpost HA MpeIBAPUTETHO HANBJIHEHUTE CIIPHHIOBKH
[IpoBepeTe mpeaBapUTEIHO HATBITHEHUTE CIPUHIIOBKY, 32 Ja CE YBEpUTE, Ue
o OpoAT IpeABapUTEIIHO HAITBIHEHH CIPUHIIOBKY M KOJMYECTBOTO aKTHBHO BEIIECTBO HA 1032 Ca
NIPaBUITHA
o Axo no3ara Bu e 50 mg, e B3eMeTe eaHa NpeIBapUTEeNIHO HAITbJIHEHA CIPUHIIOBKA OT
50 mg
o Axo nozara Bu e 100 mg, e B3emeTe ABe NMpeABapUTETHO HATBIHEHH CIIPUHIIOBKH OT
50 mg u m1e TpsIOBa Aa cH HAIIpaBUTE JBE HHKEKITH. M30epere aBe pa3mudHy MecTa 3a
T€3W MHXEKIMHU (Hamp.eIHaTa HHXEKIH B IICHOTO Oeapo, a ApyraTa B JIIBOTO Oenpo),
KaTO MOCTABUTE HHXXEKIIMNUTE €JTHA CIIe]l IpyTa.
o Axko gozara Bu e 200 mg, e B3eMeTe 4YeTHPH MTPEIBAPUTETHO HATBIIHEHH CITPUHIIOBKH
ot 50 mg u me TpsaOBa Ja CH HapaBUTE YETUPU MHXKEeKIHU. M30epeTe pa3nuiHu MecTa
3a Te3W MHXKEKLIMH KaTo MMOCTABUTE HMHXEKIMUTE €IHA CIIe]l IpYTa.
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IIpoBepete cpoka Ha roaHocT (BuxkTe Gurypa 2)

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIH HAIIMCAH BbPXY KApTOHEHATa OMaKOBKa

. [TpoBepeTte cpoka Ha rogHoCT (cnen Haanuca ,,EXP*) Ha eTukeTa, KaTo MOTJIEHETE B
KOHTPOJIHOTO IIPO30pye, KOETO CE HaMMpa Ha KOpPITyca Ha NPEABAPUTEIHO HAIlbJIHEHATa
CIIPUHLIOBKA.

o AKO He BIKAATe CPOKa Ha TOAHOCT B KOHTPOJIHOTO IPO30pU€E, XBAHETE MPEABAPUTEITHO

HaITbJIHEHATA CIIPHHIIOBKA 33 KOPIyCca U 3aBbPTETE KamayeTo Ha UIJIaTa, 3a Ja Biie3e CPOKBT Ha
TOJTHOCT B OYEPTAHHUATA HA KOHTPOIHOTO TPO30pYUE.

He u3non3paiite npeaBapUTeIHO HAMBIHEHATA CIPUHIIOBKA, aKO CPOKBT HA TOJHOCT € U3TEKBIL.
HameuaTanust cpok Ha TOHOCT OTIOBaps Ha TMOCIEAHHS ICH OT MOCOYCHUS Mecell. Mo, o0bpHeTe
ce 3a romoI KeM Bammmst nexap wim papMareBT.

Qurypa 2

N3yakaiite 30 MUHYTH, 32 12 MO2Ke NIPEeABAPUTEIHO HATbJIHEHATA CIPUHIOBKA 12 1OCTUTHE

cTaiiHa TeMImeparypa

o 3a 1a cTe CUTYpHH, Y€ JISKApCTBOTO € MHXEKTUPAHO MPABUWIIHO, U3BAETE IIPEIBAPUTETHO
HaI'bJIHEHATa CIIPUHIIOBKA OT KYTHATA U S OCTaBETE Ha CTailHa TeMIepaTypa B IPOJAbIDKEHNE Ha
30 MUHYTH, Ha MSCTO, HEAOCTBIIHO 3a Jela.

He 3aToruistiite mpeaBapuTeIHO HAITbJIHEHATa CIIPUHIIOBKA MO HUKAKbB APYT HA4MH (HallpuMep B

MHUKPOBBIHOBA (ypHA HIIH B TOpEIIa BOJA).

He cBansiite kamayeTo Ha UrjlaTa Ha IPEABAPUTEIHO HAIIbJIHEHATA CIIPUHIIOBKA, TOKATO N3YaKBaTe /1a

JOCTHUTHE CTaiiHa TeMIeparypa.

IToarorBeTe OCTAHAJINTE HeOﬁXOllHMI/I cpeacrea
I[OKaTO gakare, MOXKE Ia MMOoAroTBUTEC OCTaAHAJIUTE H606XO,I[I/IMI/I Bu CpCACTBA, BKIIFOYHUTCIHO TAMIIOH,

HaIlO€H CbC CIIUPT, MIaMYK HUJIU MapJisd U KOHTefIHep 3a OCTpH OTIIAABbIIH.

IIpoBepere TeYHOCTTA B MPeIBAPUTETHO HANTBJIHEHATA CIIPMHLIOBKA

L XBaHeTe MMPEABAPUTECIIHO HAIIBJIHCHATA CIIPUHIOBKA 3a KOPITyCa, TaKka 4€ Kara4y€To Ha urjiaTta
Ja COYU HaJI0J1y.
L HOFJ’ICI[HGTG B KOHTPOJIHOTO ITPO30pPYE, 3a 1a C€ YBCPUTEC, UC TCHHOCTTA B IIPECABAPUTCIIHO

HaIbJIHEHATa CIIPUHIIOBKA € OMCTpa WJIH JIEKO OlaJIeCleHTHA (C mepiieH OJsIChK) 1 Oe3lBEeTHA
JI0 CBETIIOXKBATA. Pa3TBOPBHT MOXKeE 1a ce U3I0II3Ba, aKO ChABPIKAa MAJIKH MMPO3PAYHU WA OEITU
MPOTEMHOBU YaCTHIIH.

o AKO TIpe3 KOHTPOJIHOTO TPO30pYe HE MOXKETE Ja BUIUTE TEYHOCTTA, XBAHETE MPEABAPUTEITHO
HaIThJIHEHATa CIPUHIIOBKA 33 KOPITyca U BbPTETE KalmayeTo Ha UIJIaTa, JIOKaTo He BHIUTE
TEYHOCTTA B KOHTPOJIHOTO Mpo3opue (BuwkTe durypa 2).

He u3non3Baiite npeBapuTEIHO HAITBIHEHATA CIIPUHIIOBKA, aKO TEYHOCTTA € C Pa3JINYCH [BAT, MbTHA

WIN ChIBPIKa IMO-TOJIEMH YacTUIM. AKO 3a0eNexuTe MoJ00H0 Hello, 00bpHeTe ce KbM Barms ekap

i (hapMareBT.
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2. HN30upaHe U MOATOTBsIHE HA MSCTOTO 32 HHKeKTUPaHe (BHKTe purypa 3)

o JIekapcTBOTO OOMKHOBEHO CE MHKEKTHPA IO Mpe/IHAaTa MOBBPXHOCT B CpeIHATA YaCT Ha
oenpara.

o Moske J1a ce MHKEKTHPA M B TOJHATA 9acT Ha KOpeMa M0 ITbI1a, C M3KIFOUCHHE Ha 30HATa
NPUOTU3UTETHO 5 ¢m MO/ IbIIa.

o He cu umkekTHpaiTe TeKapCTBOTO B 30HHU, B KOMTO KOXKaTa € 00Jie3HeHa, ¢ KPbBOHACAIAHNS,
3adepBeHa, JIFOIIEIa ce, yIUTbTHeHA WK C OeJIe3U U CTPHH.

o Axo0 ca HCOOXOIUMHU HIKOJIKO HHIKEKIINH, HHKEKIIUUTE TPSAOBA J1a ce MpUIaraT Ha PasaInyHu

MECTa Ha TAJIO0TO.

o | o
—
- \ \
S . \
®urypa 3
N30upane Ha MSICTOTO HA MHKEKTHUPaHe 0T 0oJiHorIenay (Bu:kTe purypa 4)
. Axo nmxeknuara Bu ce moctaBs oT OoHOTIIEAad, TOH MOXKe J]a H3MI0I3Ba ¥ BHHIITHATA
MOBBPXHOCT HAa TOpHATA YaCcT HA MUIITHUIIATA.

. U B TO3M city4aii 1IeKapCTBOTO MOXKeE Ja Ob/Iec MHXKEKTUPAHO Ha BCUYKU YKa3aHH MECTa,

HEC3aBUCHUMO OT BamaTa KOHCTPYKHI/IH NN TCIOCIIOXKCHHUC.
o
|
(., )
"|
\

L’j|
\S

®urypa 4
IMoarorBsine Ha MACTOTO 32 MH:KEKTUPAaHe
. W3muiite noOpe phlieTe CH ChC CallyH U TOILIa BOJIA.
° [Touucrere MICTOTO 3a UHAKEKTUPAHE C TAMIIOH, HAIIOEH ChC CIHUPT.
° M3uakaiiTe koxara Jja U3CbXHE, NPEIM J]a HallpaBUTe UHXXeKusaTa. He qyxaiite u He BelTe HaJl

MOYHMCTEHHUSI YUaCThK.
He nokocBaiiTe mOBTOPHO MOYKUCTEHATA 30HA, MIPEJU Ja OCTABUTE MHKEKIIUATA.

3. HNnkeKkTHpPaHe HA JIEKAPCTBOTO

KanaueTo Ha urnara me TpSI6Ba Ja C€ OTCTpaHABaA, 1OKATO HE CTC I'OTOBU Jia CU MHXXCKTUPATE
JICKApCTBOTO. .HeKapCTBOTO TpH6Ba Ja C€ UHKCKTHUPpa 10 5 MHHYTH CJICA MAaXaHETO HA KarmadeTo.

He noxocaiite 6yTanoTo, 10Karo MaxaTe KaradeTo Ha uriara.
OTcTpaHeTe KanaveTo Ha MIyata (BHKTe purypa S)

L Koraro cte roroBu Ja CU MHXCKTUPATE JICKAPCTBOTO, C €/1HA PbKa XBAHCTC KOPITyCa Ha
MIPEABAPUTECIIHO HAITbJIHCHATAa CIIPUHIOBKA.
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o M3Ternere xanayeTo Ha UriaTa HaIpe U TO U3XBBPIETE ciel HHxkekTupane. He qokocpaiite
OyTanoTo, TOKaTO MPaBHUTE TOBA.

L Moxe na 3a0enexuTe 0aoHye B OpeaABApUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA WJIM KaIlka Ha
BbpXa Ha vurjarta. Hanmuwnero u Ha ABETE € HAITBIIHO HOpPMAaJIHO U HE Tp$I6Ba Ja C€ Maxar.
L HH)KCKTHpaﬁTC JICKaApCTBOTO BEAHAra oM MaxHETE Kalladu€To Ha urjara.

He noxocBaiiTe urnata u He JOMyCKalTe T4 Ja JOKOCHE HUKAaKBa TOBBPXHOCT.
He uznon3Baiite mpeaBapuTETHO HAITBIHEHATA CIIPHHIIOBKA, aKO CTE sl U3ITyCHAIH, CJIe]T KaTo
KaIra4yeTo € MaxHaTo. AKO TOBa Ce CIy4H, MOJIsA, CBbp)KeTe ce ¢ Bammms nexap nin hapmarieBT.

Qurypa 5

ITo10:xeHue HA PeABAPUTEIHO HAI'bJIHEHATA CIPHHLIOBKA NPU HHKEKTHPaHe

o XBaHeTe KopIyca Ha NMpeIBapUTeTHO HallbJIHEHAaTa CIPUHIIOBKA MEX Ay ToKa3alera U CpeIHus
NPBCT Ha €JHATa CU PbKa U IIOCTABETE Majiela CH BbpXy OyTaloTo, a ¢ Apyrara cu pbKa
BHUMATEJIHO 3aXBaHeTe KOXHa I'bHKA, KOSATO CTE MOYUCTHIIN IpeaBapuTenHo. [{pbxTe 5 31paBo.

B HHATO eTH MOMEHT He M3TETJISIHTe OyTaloTo.

HNHxeKkTHpaHe HA JIEKAPCTBOTO
o Hacouere urnara moj bI'vJ1 OT NpUOIM3NUTETHO 45 rpajsyca cupsMo 3axBaHaTaTa KOYKHA I'bHKA.
C 030 ¥ psA3KO JBIKEHHE POOUITE KOXKAaTa C UTJIaTa, KaTto s BKapare JIOKpail (BIKTe

turypa 6).

®urypa 6

. WHxexTupaiTe Ms10TO KOJUYECTBO OT JIEKAPCTBOTO, KATO HATHCKATE OyTallOTO I0TOTaBa,
JIOKaTO TJjlaBaTa My 3aCTaHe MEX/y CTPAHUIIUTE Ha MPOTEKTOpa Ha uriara (BrKTe Gurypa 7).




o Koraro u30yraTe O0yTanoTo A0 Kpaii, U3TErJeTe Uriata OT KoxkKaTa, JOKaTO B ChIIIOTO BpeMe
MpOAbIDKaBaTe 1a HAaTHCKaTe OyTaloTo, U ITyCHEeTe KOJKHATA I'bHKA (BHXKTE (hurypa §).

®urypa 8

o baBHO BOUrHETE majell OT riiaBara Ha OyTajoTo, 3a 1a MOXKe Tpa3HaTa IpeIBapUTEIIHO
HaIrbJIHEHA CIIPUHIIOBKA JIa CE MPEMECTH HArope M UIJiaTa Jia ce MOKPHUe OT MPOTEKTOPa, KAKTO €
MoKa3aHo Ha ¢urypa 9:

4. CJell MHKeKTHUPAHETO

HN3non3BaiiTe maMyk Wi MapJisi

o Ha msicTOTO Ha MHXKEKTHPaHE MOXKE J1a Ce TOSBH JIEKO KbPBEHE HITH MAIIKO KOJIMIECTBO
Te4yHOCT. TOBa € HOpMaJHO.

o [IpuTHCHETE MICTOTO HAa MHXEKTUPAHE C MTAMYK VI MapJis U 33bPKTE B IPOABIDKEHUE Ha
10 cexyHn.

. AKO € HEO0X0IMMO, MOYKETE JIa IIOKPUETE MACTOTO HA MHIKEKTUPAHE C MaJIKa JICTICHKA.

He pasrpusaiite koxara.

H3xBBpJIeTe NpeIBaAPUTEIHO HAbJIHEHATA CHPUHIIOBKA (BH:KTe purypa 10)

o HezabaBHO n3XBBpIIETE MIPEIBAPUTETHO HAITBTHEHATA CIIPUHIIOBKA B CIIEIIHATHO KOHTEHHEp 32
OCTpH OTHaABLM. YBEpETE Ce, Y€ U3XBBHPIATE KOHTEIHEPA TOYHO Taka, KakTo Bu e
MHCTPYKTUpaI BammusT nexap Uiy MEAULIMHCKA CECTpa.

He ce onuTBaiite na BhpHETE KamavyeTo Ha Urjara Ha MICTOTO MY.

3a Bamrara Ge30macHOCT U 3a Jja peANa3uTe Jpyry Xopa HUKOTa He M3II0JI3BalTe MOBTOPHO

NpeIBapUTETHO HATBJIHEHATA CIPUHIIOBKA.

AKo cMmsTaTe, 4e Ipyu WHKEKTHPAHETO HEelIo ce € 00BPKaJIo WM HE CT€ CUTYPHHU, CBBPIKETE CE C
Bamus siekap wnu gpapMarieBT.
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 100 mg nHkeKIMOHeH Pa3TBOP B MPeIBAPUTEHO HAITbJITHEHA MHCATKA
roauMymad (golimumab)

IIpoyerere BHUMATEIHO LsJIaTa JJUCTOBKA, IPEIM A2 3aM04YHeTe Ja NMpUjarare ToBa JIeKapcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MEJULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKU Bb3MOXKHU HEXKEIAHU PEaKIVK, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

Bamust nexap uie Bu najie u HarnmoMHsIIa KapTa Ha MalydeHTa, KOsATO ChAbpiKa BakHa HH(pOpMAIIHs 3a
0e30rmacHoCT, KOSTO TpsiOBa 1a By € u3BecTHa, Mpean /1a 3aroYHeTe JICYeHHE U TI0 BpeMe Ha
JIEYEHUETO ChC Simponi.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmisBa Simponi 1 3a KaKBO CE U3IIOJI3Ba
Kakpo TpsiOBa fa 3HaeTe mpeau Ja U3Moi3BaTe Simponi

Kak na nznonzsare Simponi

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak nma cexpansBare Simponi

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npeacrasiasasa Simponi u 3a KakBo ce U3M0JI3Ba
Simponi cbIbpka aKTUBHOTO BELIECTBO, HAPEUEHO rOIMMyMad.

Simponi mpuHAATIEKHN KbM TpyIa JIeKapcTBa, HapedeHu ,,maxuouropu Ha TNF”. To ce u3noxnssa mpu
BB3PACTHH 32 JICUCHNE Ha CIICAHUTE BH3MAIUTEIHH 3a00IIIBaHU:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

o AKcHalleH CIIOHIIIOAPTPHT, BKIFOYUTEIHO aHKUIIO3UPAILl CIIOHTUIIUT U HEPEHTIeHOTpadCKU
aKCHaJIEH CIIOHIWIOAPTPUT

o Vmepo3eH KOIUT

Simponi O6510KHpa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMop-HekpoTu3upai] pakrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3MAINTETHUTE IIPOLECH U OJIOKUPAHETO My MOKE Jla OTPaHU4H
BB3IAJIEHUETO B Opranu3ma Bu.

PeBmaTonsen apTpur

PeBMaTOMAHUAT apTPUT € Bh3NATUTEIHO 3a00JIsIBaHE Ha CTaBUTE. AKO UMaTe aKTHMBEH PEBMATOHICH
apTpuT, IBPBO 1Ie Bu ekyBaT ¢ Apyry gekapcTBa. AKO HE ce TIOBIHUSAETe JOCTaThYHO A0OpE OT THIX,
Moxe 1a Bu npeanumat Simponi, koiTo me Bu ce npuinara B koMOMHALUS ¢ APYTO JIEKAPCTBO,
HapeuyeHo METOTpEKcar, 3a:

L IMMOTUCKAHC HA NPU3HALIUTC U CUMIITOMUTC Ha 3a0omgaBaneTo Bu.
L 3a0aBsHE HA YBPCKAAHECTO HA KOCTUTC U CTABUTC Bu.
L HO,Z[O6p$IBaHG Ha (1)I/I3I/ILIGCK0TO Bu cecTosHumeE.

IlcopuaTnyen apTpur
ITcopraTUYHUAT apTPUT € BH3MATUTEIHO 3a00JIIBaHE Ha CTABUTE, OOMKHOBEHO CHITHTCTBAHO OT
TICOPUA3UC — BB3MAINTEIHO 32a00/IIBaHe HA KOXKaTa. AKO MMaTe aKTHBEH IICOPUATHYEH apTPUT, ITBPBO
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nie Bu nekyBar ¢ apyru gekapcTBa. AKO HE ce MOBIHUIETE TOCTaThYHO JJOOpE OT TAX, MOXKe J1a Bu
MpeAnuIaT Simponi, 3a:

o MOTUCKAaHEe Ha TIPU3HAIMTE U CUMIITOMUTE Ha 3a00siBaHeTO Bu.
o 3a0aBsiHE Ha YBpEXKIaHeTo Ha Bammre KOCTH U CTaBU.
. nmogoOpsiBaHe Ha Gpu3nUecKoTO Bu cheTosHUE.

AHKWIO3UpAN] CHOHIWIAT U HEPEHTTeHOTrPa()CKN AKCHAJIEH CIIOHAWIOAPTPUT
AHKWJIO3UPAIIUAT CIIOHWIUT U HEPEHTTeHOrpaCKH aKCUAIICH CIIOHIMIOAPTPUT Ca BB3MATUTEITHU
3200J1BaHNS HA TPHOHAYHAS CTHI0. AKO HMaTe aHKUIO3UPAIIl CIIOHIWIUT WIIH HEPEHTTeHOTpadCKu
aKCHAJICH CIIOHIUJIOAPTPHUT, ITBPBO Il By nekyBar ¢ Apyru JiekapcTBa. AKO HE CE MOBJIHSCTS
JIOCTaThYHO TOOpe OT TAX, MOXe aa Bu npenmumar Simponi, 3a:

o MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.

o nooOpsiBaHe Ha (hu3nueckoTo Bu cheTosiHuE.

Yiuepo3eHn KoauT

VIIEpO3HUST KOJIUT € BB3MATUTENHO 3200 sIBaHe Ha YepBaTa. AKO MMaTe yIlepo3eH KOJUT,
IbPBOHAYAJHO 1ie By ObaT naneHu Apyru gekapceTBa. AKO T3 JIeKapeTBa HSIMAT JOCTaTh4HO J0OBP
edexT npu Bac, 3a neyenue Ha Bamero 3a0omnsaBane me Bu npeanumar Simponi.

2. KaxBo TpsidBa 1a 3HaeTe mpeau aa u3noJ3Bare Simponi

He u3noa3Baiite Simponi

. AKO cTe aJepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOUMYyMa0 MM KbM HSIKOSI OT OCTaHAJINTE
CBHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

o Axo umare Tyoepkynosa (Th) umm nmpyra texxka nHbEKIus.

o AX0 UMaTe yMEpeHO TeKKa WM TeXKa ChpJAeYHA HEJOCTAaTHUYHOCT.

AKO He cTe CUTypHU JIajli HAKOE OT M30poeHnTE ce oTHacs 3a Bac, ropopere ¢ Bamus nexap,
(apmaneBT UM MEAULMHCKA CECTpa MPEeAr Aa 3all0YHeTe Ja U3Io3BaTe Simponi.

IlpenynpesxaeHust U NpeanasHu MepKH
I'oBopere ¢ Bamus siexap, papmaneBT Wil MEAULIMHCKA CeCTpa, MPelu a U3MoJ3BaTe Simponi.

Undexnnun

YBenomere He3abaBHO Bamus nekap, ako Beue uMarte Uik pa3BUETe CHMITOMH Ha HHEKIHS 1O

BpEMe Ha JIeYeHUeTo cbC Simponi. CHMNTOMHUTE Ha MH(EKIMS BKIIOYBAT IOBUILEHA TEMIIEPaTypa,

KallUIHIIA, 3a/1yX, TPUIIONOI00HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJEMH ChC 3bONTE WU MTapeHe

IIpU ypUHUPAHE.

o [To BpeMe Ha Jle4eHUETO ChCc Simponi MOXKe JIa CTe MO-MOJIATIUBH KbM pa3BUTHE HA HH(EKIINH.

o WNHadexnunTe MOXKe J1a ce pa3BUsT M0-0bP30 U Jia ca Mo-TexXku. OCBEH TOBa HAKOHM CTapu
MH(EKIUN MOXKeE J1a CE MOSABSAT OTHOBO.

Tybepkynosa (Th)

HezabaBHo yBenomeTe Bamus nekap, ako 1o Bpeme Ha JISYSHUETO WIIH CJIe]] HETO Pa3BUETE

cumnTomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopura Kanuinia, 3aryba Ha Terio, ymopa,

MTOBHUITICHA TEMIIEpaTypa WM HOITHYU H3MOTSIBAHUSI.

. Psinko ca nokiaasanu ciaydaun Ha T npu manueHTH, JeKyBaHU Cbe Simponi,
BKJIFOUUTENTHO MPU MAIMEHTH, KOUTO ca MpueMaiu Jiekapcrsa 3a Th. BamusaT nekap e
Bu na3znaum uscnenBanus, 3a na nposepu ganu umare Th, karo 1ie 3anuiie pe3ynTaTuTe
OT TSX BHB Bamrara HarmomMHsIIIa KapTa Ha TAI[UEHTA.

o MHoro e BaxxHO Ja yBenoMuTe Bamms nekap, ako Hsxora cte 6onenyBanu ot Th nunu cre
O6mnn B OTM3BK KOHTAKT ¢ OosieH mim 6onexysan ot Th.

. Axo Bammsr nexap npereHu, 4e cTe U3I0KeHH Ha MIOBUIIEH PHUCK OT pa3Butue Ha Th,
npeay Aa 3alovYHeTe Jja U3Mo3BaTe Simponi, MoXKe Ja ObJeTe JIEKyBaHHU C JIEKapcTBa 3a
Thb.
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Bupyc na xenamum B

° YBenomere Bamus nekap, ako CTe HOCUTEIU HAa BUpyca Ha XenaTuT B win ako nMare,
WM CTE MMAaJIM XeNaTuT B, mpeau 1a 3amovYHeTe JIeYeHUe ChCe Simponi.

° VYBenomere Bamus nekap, ako cMsATaTe, 4e CTE 3aCTPALICHU OT 3apa3siBaHe C BUpyca Ha
xenatut B.

° Bammsat nexap me Bu u3cnensa 3a xematut B.

° [Ipu marueHTH, KOUTO Ca HOCUTENIM HA BUPYCa Ha XCMATUT B, JICUeHNETO ¢ MHXHOUTOPH

Ha TNF, xaro Simponi, Moke 1a AOBeZe 10 peaKTHBALKS Ha BHPYCa, KOSTO B HIKOH
ClIydad MOKe J1a ObJie )KHBOTO3aCTpaIlIaBalla.

Hnesasusnu evouunu ungexyuu

AKO cTe KUBEIU WM IbTYBaJIH B 00JIACTH, KbICTO MH(PEKIUH KaTO XUCTOILIA3MO03a,
KOKIIMIMOUAOMHKO3a MK OJIaCTOMHUKO3a ca YeCTOo CpellaHy, He3abaBHO yBeaoMmeTe Bamms
nexap. Te3u nH(pEKIUH ce MPUIMHABAT OT ONpeIeNeH! BUAOBE I'bOMYKH U MOTaT Jja 3aCeTHaT
OenuTe MPOOOBE WK APYyTra YacT HA TSUIOTO. AKO HE 3HAeTe Al Te3U HH(DEKINH ca YeCTH B
o0acTTa, B KOSITO CTE JKMBEJIM WU ITTYBAIH, MToNUTalTe Bammst gekap.

Pak u aumdom

[Ipenu ma 3amouHeTe /a M3MOI3BaTe Simponi, yBegomere Bammms nekap, ako cTe ©Malld IWar{osa Ha
nuMdom (BUA pak Ha KPBBTA) WK APYT BH] paK.

o Axko m3non3pare Simponi winu apyr naxuouTop Ha TNF, pucksT aa passuere nuMmdom mim
JpyT BUI PAaK MOXE Ja C€ MOBULIH.

o [MaumeHTHTE € TEXBK PEBMATOUJICH apTPUT WM APYTO BH3MAIUTEIHO 3200 sIBAHE C TOIIMA
JaBHOCT MOXeE J]a €Ca C O-BHCOK OT CPEIHUs PUCK 32 Pa3BUTHE Ha JTUM(OM.

. [Tpu HAKOM nema u roHOMIH, JiekyBaHu ¢ TNF-01okepu ca ce pa3BHiIN pakoBH 3a00JIIBaHUSA,
BKJIIOUUTCIIHO HETUIIMYHU BUAOBE PAK, KOUTO B HAKOU ClIydan Ca OOBCIU 1O CMBPT.

o B penxu cnyyan npu manmedTn, npuemarin Apyru TNF-6iokepwu, e HaOmromaBaH 0ocoOeH U

TEXBK TUIT TUM(POM, HAPEUCH xernaronueHaneH T-kierbueH sumdpom. [ToBeueTo ot Te3u
MAIMEeHTH ca OWJIM FOHOIIM I MIIaJ Mbxke. To3u TN pak 0OMKHOBEHO BOJIU IO CMBPT.
[TouTn BcHYKH OT T€3W MAITUEHTH ca MPUEMAITH CHIIO JIEKAPCTBA, N3BECTHU KATO a3aTHOPHUH
uiu 6-mMepkanTonypu. MHbopMupaiite Barms jekap, ako mprueMaTe a3aTHONPUH WU
6-MepKanToOnypuH €THOBPEMEHHO ChC Simponi.

. [NaruenTHTe C TEXKKA MEPCUCTHUPAIAa ACTMa, XPOHUYHA OOCTPYKTHBHA OenoapoOHa OoiecT
(XOBB) nnmu TexXKHUTE MyIIavyu MOXe J1a ca ¢ TI0-BUCOK PUCK OT Pa3BUTHE Ha paK MpH JICUSHHE
cbe Simponi. AKo umare Texka nepcuctupamnia actMa, XOBb wim mymuTe MHOTO, TpIOBa 1a
obcwaute ¢ Bamms nekap nanu nedenuero ¢ naxuoOutop Ha TNF e moxxopsmio 3a Bac.

. Hsxou manuenTy, JeKyBaHH ¢ TOIMMyMa0, ca pa3BIIIN ONPEICIICHA BUIOBE PaK Ha KOXKAaTa.
Kaxxere Ha Bammmst nexap, ako 1o BpeMe WU CIIe/] TepaInsiTa ce MOSIBAT HAKaKBU IPOMEHH BB
BHJIa Ha KOXKaTa MJIM 00pa3yBaHUs 10 KOXKaTa.

Cepreyna HeAOCTaTEYHOCT

HezabaBHo yBenomeTe Bamus nekap, ako mMaTe HOBH WIIHM MTPOTPECUPAIIA CHUMITOMH Ha ChpJeYHA

HeAocTaThYHOCT. CHMIITOMHTE Ha ChP/IeYHA HEAOCTATHYHOCT BKIIIOUBAT 33yX WJIM MTOJyBaHE HA

Kpakxara.

o JoxmagBanu ca cbo0IIEHNS 32 pa3BUTHE Ha HOBA WJIM BJIOLIaBaHe Ha CHIECTBYBAIlla 3aCTOIHA
ChpACYHA HEJOCTATHYHOCT MpH JeueHne ¢ naxuoutopu Ha TNF, BkimounTenHo Simponi.
Hsxow ot marnpieHTHTE Ca MOYMHAIH.

o AKo MMaTe JieKa ChpJ/IeYHa HeJJOCTAThYHOCT M CTE Ha JIeYeHHe che Simponi, Bamsr siexap
TpsiOBa 1a Bu mpocnensiBa BHUMATEIHO.

3alongBaHNs HAa HEPBHATA CUCTEMA

HezabaBHo yBenomeTe Bamus nekap, ako Hskora Bu e moctaBsiHa quarHo3a Ha AE€MUEITHHU3UPAIIO
3a00JsIBaHE KaTO MHOKECTBEHA CKIIEpO3a WM pa3BUeTe CUMIITOMHU Ha TakoBa. CUMITOMHUTE MOTAT Ja
BKITFOYBAT IIPOMEHH B 3pPEHUETO, CITA00CT B PBIETE M KpaKkara, H3TPHIIBAHE WIIK MPaBYYKaHE B KOATO U
Jla € 9acT OT TUTOTO. BammusT Jiekap e peru aainu Tpsaosa 1a Bu ce mpuara Simponi.
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Onepalyy Wik CTOMaTOJIOTHYHH MPOLETYPH
. Yeenomere Bamus nekap, ako Bu npeacrou onepanys Wik CTOMaTOJIOTMYHA IPOLENYPA.

o YBenomMere Xupypra win CTOMATOI0Ta, U3BBPIIBAII IIPOIIEAYypaTa, Y€ CTe Ha JIEYeHHE ChC
Simponi, kaTo UM nokaxere Bamara HanoMHsIIa KapTa HA TAI[UCHTA.

ABTOVMMYHHHM 3200JsIBaHUS

YBenomere Bammst nexap, ako pazBueTe CUMITOMH Ha 3a00Js1BaHe, HApEUeHO Jyiyc. CUMIITOMUTE
BKJIIOYBAT YIOPHUT OOpUB, OOJIKHU B CTABUTE H yMOpa.

o Wma penku ciydan Ha pa3BHTHE Ha JYIycC MPHU XOpa, JIeKyBaHu ¢ nHxuoutopu Ha TNF.

3a0o0sgBaHKs HAa KPbBTA

[Tpu HAKOM MAIIMEHTH OPTaHU3MBT HE € B ChCTOSHUE JIa MPOU3BEK/IA TOCTATHYHO KPBBHU KIICTKH,
KOUTO Jla My IoMarar Jia ce 00pu ¢ MH(QEKIUUTE U Ja CUpaT KbpBeHeTo. CBBpKeTe ce He3a0aBHO C
Bamus nekap, ako pa3BreTe BHCOKa TEMIIeparypa, KOsTO He OTMHHABA, JieCHO By ce mosBsBaT
KPBhBOHACSAIAHMS WM KbPBUTE, WIK U3MIICKAATe MHOTO OJjienu. Barms jgekap Moe J1a pelu Jia crpe
JICYECHHUETO.

AKO He CTe CUTYPHH JaJli HIKOe OT M30POCHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammist nexap unu gapmanesT, npeau Ja 3aloyHeTe a U3moi3BaTe Simponi.

Bakcunanuu

Yeenomere Bamus nekap, ako Hackopo Bu e npaBena wiu nipeactou aa Bu 6b/1¢ HanmpaBeHa BakCHHA.

o Hoxato cte Ha nedeHre cbe Simponi, He TpsiOBa aa Bu ce mpassT onpenenenn ()KUBM) BAaKCHUHH.

o Hskou BakcHHAIMK MOTAT Jia MPEeIU3BUKAT HHPEKIIMU. AKO CTe MOJyYaBaiy Simponi, JOKAaTo
cTe Ouna OpemenHa, Bamero 6e6e Moke Jla € ¢ MOBHIIIEH PUCK OT pa3BUTHE Ha TaKaBa
WHQEKIHS B IPOIBIDKEHIE Ha IPUOTU3UTEIHO 6 Mecela Clie/I MOCeIHATa J103a, KOSTO CTe
MOJTYYHIIH 10 BpeMe Ha OpeMeHHOCTTa. BaxkHo ¢ na uadopmupare jaekaps Ha Bamrero 6ede u
JIPYTH MEAMIIMHCKH CICIIMATUCTH 32 CBOETO JICYCHUE ChC Simponi, 3a 1a MoraT T€ Jia peuaT
kora BameTo 6e06e Mmoxxe 1a Ob/ie BAKCHHUPAHO.

TepaneBTuuHU HHGMEKIINO3HN areHTH

YBenomere Bamus nekap, ako Hackopo ca Bu npunoxunu nuiu Bu npeacroun na Bu npuitoxar
JieYeHHe C TepaneBTUYeH NH(eKkuno3eH areHT (karo nactuiauus Ha BCG, u3non3sana npu jedeHne
Ha pax).

AJIepruyHy peakuu

Kaxxere Ha Bamus gexap BegHara, ako pa3BUETe CUMIITOMH Ha aJICPTHYHA PEAKITUS CIIE] JICUCHUETO
Bu ¢bc Simponi. CUMIITOMHTE Ha ajiepriuyHa peakiys MOXKe Jla BKJIIOYBAT MOyBaHE Ha JIUIIETO,
YCTHHTE, YCTaTa WIH I'bPJIOTO, KOETO MOXKE Jla TOBEJIE JI0 3aTpyAHEHHUE MIPH MPETTbIaHe WK TUIIIaHe,
KOXXEH 00pUB, YPTHUKapHs, MTOIyBaHe Ha JNITAHUTE, XOAUJIaTa WK TIIE3CHHUTE.

° Hsixon oT Te3u peakuuu Moe Jja ca CEpUO3HU WIH PSAKO KUBOTO3aCTPAILIABALIH.

° Hsxou ot Te3u peaknuu ca ce MOSBUIH CIe IbPBOTO MPUIIOKEHHE Ha Simponi.

Jlena u roHOIIHN
He ce npenopbusa yrorpedara Ha Simponi 100 mg npu nena u roHomu (mox 18 roauam).

Jpyru nexkapctBa u Simponi

. WNudopmupaiite Bamms nexap nin hapmareBT, ako U3MOJI3BATe, HACKOPO CTE M3MOI3BAIH WITH
€ Bb3MOXKHO J1a U3II0/I3BaTe APYIH JIEKAPCTBA, BKIFOUUTEIIHO BCUUKH JPYTH JIEKAPCTBA 32
JIe4YeHUE Ha PEBMATOUACH apTPUT, ICOPUATUYEH APTPUT, AaHKWIIO3HUpALL] CIIOHIWIINT,
HEPEHTIeHOrpa)CKU aKkCHaeH CIIOHIMIOAPTPUT WIN YIILEPO3€H KOJIUT.

o He tpsi6Ba ja u3non3eare Simponi ¢ JeKapcTBa, ChAbPIKAIIY AKTUBHUTE ChCTABKH aHAKHHPA
win abatauent. Te3u nekapcTBa ce U3MOI3BAT 32 JICYEHHE Ha PEBMAaTHYHH 3200 IsIBaHUSI.
o VYBenomere Bammis nexap nnm gapmarneBT, ako IpreMare IpyTH JIeKapCTBa, KOUTO BIIUSAT

BBbpXY UMYHHATa CUCTCMaA.
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o He tps6Ba na momyuaBaTe onpeneneHu (3KMBH) BAKCHHH, TOKATO U3I0N3BaTe Simponi.

AKO He CTe CUT'YpHH JaJIM HAKOE OT U30pOeHUTE MO-TOpe ChCTOSHUS ce OTHAcs 3a Bac, rosopere ¢
Bamus nekap niu ¢apManeBT, Ipeay Ja 3aovHeTe 1a H3IMoI3Bare Simponi.

bpemeHHoOCT U KbpMeHe

[Ipenn na n3momsBate Simponi, yBemomere Bamms nexap, ako:

. cTe OpeMeHHa WM TUTaHupaTte 1a 3ad0peMeHeeTe, JoKaTo n3noia3Bare Simponi. Madopmarusata
3a e(heKTUTE HA TOBA JICKAPCTBO MPH OPEMEHHU JKECHU € OTpaHrueHa. AKO CTE Ha JICUYCHUE ChC
Simponi, TpssOBa na M30sATBaTE 3a0peMEHsIBaHE, KaTO U3IIOJI3BATE aJcKBaTHA KOHTPAIICTIITHS,
JTIOKATO ce JIEeKyBaTe U MoHe 6 Mecela ciie/] IMocieIHaTa MHKEKIHs Ha Simponi. Simponi TpssOBa
Jia ce M3I0JI3Ba [0 BpeMe Ha OPEMEHHOCT caMO aKo JICYEHUETO € aDCOTIOTHO He00X0IMMO 32

Bac.

. TpsiOBa na ca U3MUHAIM TIOHE 6 Mecela OT MOCISAHOTO PUIIOKEHHE Ha Simponi npeau aa
3amovyHeTe Aa KbpMuTe. AKO Bu mipencTon jieuenune cbe Simponi, TpsOBa 11a cripere aa
KbPMUTE.

o AKo cTe mmoirydaBaiy Simponi 1o BpeMe Ha OpeMeHHocTTa, BameTo 6e6e Moxke 1a € ¢ TIOBUIIeH

pHCK OT pa3BuThe Ha nHpekuus. Baxno e na undopmupate nekapst Ha Bamero 6ede u npyrute
MEINIIMHCKH CIEIMAIUCTH 332 CBOETO JIeYeHNE Che Simponi, peau Bamero 6ebde ma 6bae
BaKCHHHUPAHO (32 ImoBeve WHPOPMAIIHS BIDKTE pas/iesia 32 BAKCHHAIIH).
AKo cTe OpeMeHHa WM KbPMHUTE, CMSTATe, Y€ MOXKE Jla CTe OpeMEeHHa WM TUIaHUupaTe OpEeMEHHOCT,
NOCHBETBalTE ce ¢ Bamms ekap wmn (hapmManeBT npeau yrnorpedara Ha TOBa JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHU

Simponi moenusBa B Malika CTENeH crocoOHocTTa By 1a modupate u 1a U3mon3BaTte HHCTPYMEHTH
WM MallliHA. BBhIpekn ToBa cie/ mpuiokKeHne Ha Simponi MOXe Jja ce TIOSIBH 3aMaliBaHe. AKO TOBa
ce ciy4H, He IodupaiTe 1 He N3MOI3BATe MHCTPYMEHTH WIIM MAIllHH.

Simponi cbaABpAXKa JIATEKC H COPOUTOJ

CBpPBXYYBCTBUTEIHOCT KbM JIATEKC

Kamagero Ha urnata, 4act oT IpeBapUTEITHO HAITbIHEHATa MUCAIKa, ChAbpIKa JaTekc. Thil KaTo
JaTEKCHT MOXKeE Jia MPEAU3BUKA TEKKH allEpIrHYHH PeakLuy, yBeaomere Bamus nekap, ako Bue nnn
YOBEKBT, KOMTO ce rprkH 3a Bac, cte anepruynm KbM JaTexc.

HenoHocuMocT KbM cOpOUTOI
Tosa nexapctBo chabpika 41 mg copouton (E420) BBB BCsika peABaApUTEITHO HAIThIIHEHA ITHCANIKA.

3. Kak na nznossBare Simponi

BuHaru u3nosn3BaiiTe ToBa JeKapcTBO TOUHO KakTo Bu e ka3zan Bamust siekap uinu papmanent. Ako
HE CTE CUTYPHHU B Helllo, nonutaiite Bamus jiekap wiu papmarnesT.

Koako Simponi ce npunara
PeBMaTOI/IHeH apTpUT, ICOPHUATHYCH aPpTPUT U AKCHUAJICH CIIOHANJIOAPTPUT, BKIIFOUHUTCIIHO
AHKUJIO3UPAIL CIIOHTWIIUT U HEPEHTIeHOrpa)CKH aKCHalleH CIOHAMIIOAPTPHUT:

o [penopbuntennara no3a ¢ 50 mg, npuiokeHa BeJHEX MECEUHO Ha €/IHA U ChIIa JaTa.

. IIpenn wetBppTaTa Bu no3a ce o6ppHETE KbM Bamms nekap. Bammusar nekap mie onpenenu ganu
JIEYSHUETO ChbC Simponi TpsOBa Aa MPOIBIKH.
o Axo Texxute nmosede oT 100 kg, no3ara Moxe na Obje nopuiieHa Ha 100 mg

(C’LZL’Lp)KaHI/ICTO Ha 1 NpEABAPUTCIIHO HAITBJIHCHA HI/ICEUIKa), MPUITOKCHU BEAHBIK
MCECCYHO Ha €1Ha U ChbIIa JarTa.

VYiiepo3eH KOIUT
. Tabnumara mo-g01y moKa3Ba Kak 0OMYaiHO Ie MpHUeMaTe TOBA JEKapCTBO.

202



Hauano na neuenuero Havamna no3a ot 200 mg (ChABpKaHUETO HA 2 TIPEABAPUTEITHO
HaITBITHEHU THCAJKH), TTocheaBana ot 100 mg (ChappikaHUeTo Ha
1 mpeIBapUTEITHO HATBJTHEHA MUCAJIKA) 2 CEJIMHIIU TO-KhCHO.

[Monmbpixkalio aeueHne o IIpu nauuentu c terno nox 80 kg, 50 mg (3a xa ce mpuIoxu
Ta3M J103a Ce€ U3MO0JI3Ba MPEIBAPUTEIIHO HAITBIHEHA MUCAIKA WK
MIpeIBapUTEITHO HATbJIHeHa CIpHUHIIOBKA OT 50 mg) 4 ceamumn
clie/l oceTHOTO By nedenue, cie ToBa Ha BCEKU 4 CEIMUIIH.
Bammsr nexap moxe fa pemu Aa npeanuire 100 mg
(cpappkaHueTo Ha | mMpeaBapUTETHO HATBIHEHA MMHCANKa), B
3aBHCHUMOCT OT TOBa, KaK C€ TIOBIIUABATE OT Simponi.

o [Tpu marmentu ¢ terno 80 kg nim moseue, 100 mg
(cpabppkaHueTo Ha | mpeaBapUTETHO HATBJIHEHA MHCATKA)

4 ceaMuIy cieq mociaeTHOTo Bu nedenue, cien ToBa Ha BCEKH

4 ceamur.
Kak ce mpuiara Simponi
o Simponi ce mpuara uype3 WHXEKIH 1Mo/ KoKaTta (TIOAKOXKHO).
. B nauanoto Bammsr nekap wim MeIuIIMHCKA cecTpa Moke 1a Bu nmxkexTrpa Simponi. Bue n

Bammst nexap obaue Moxe J1a peluTe, 4e MoXKeTe caMu Jia CH HHKeKTupate Simponi. B To3u
CiTydJaii e Ob/1eTe 00y4eH! KaK caMu J1a CH HEXKEeKTHpaTe Simponi.
I'oBopere ¢ Bamms siekap, ako ©Mate BHIIPOCH OTHOCHO TIOCTaBSIHETO Ha MHXKEKIMATA. B Kpas Ha Ta3n
JIUCTOBKA 11 HaMEpUTe NOAPOOHH ,, IHCTpyKIMHK 32 yrnoTpeda”.

AKO cTe U3M0JI3BAJIM MOBe4Ye 0T Heo0XoaumMaTa 103a Simponi

AKO cTe H3MoJI3Baj Wi Bu e puitoskeHa TBbp/e BUCOKA J103a Simponi (WK upe3 HHKEKTUpaHe Ha
€IHOKpaTHA BHCOKa 1034, WM Ype3 TBbPJIEC YeCTO NPUIOKeHUe), He3abaBHO roBopere ¢ Bamms nexap
win dapmaneBT. Bunaru Hocere cbe cebe CH KapTOHEHaTa OIIaKOBKa, JOPH TS J1a € Ipa3Ha, U Ta3u
JIMCTOBKA.

AKO cTe MPOIyCHAJIM a U3IoJi3BaTe Simponi
AKo cre 3a0paBrIM a2 HHXKEKTHpaTe Simponi Ha IUIaHUpaHaTa JaTa, IPUIOKEeTe IPOoITyCcHaTa 032
BE€JHAara oM CH CIIOMHMUTE.

He u3nonspaiite IlBOﬁHa 1034, 3a 1a KOMIICHCHUPATEC IIPpOITyCHaTaTa 103a.

Kora Ja CY MHXXCKTUPpATE Cli€ABaliaTa 103a:

. AKO cTe 3aKBbCHEINH € TIO-MaJIKO OT 2 CEIMUIINA, HHKEKTUPANTE MPOIyCcHATaTa 1032 BeIHara
CJIe]T KaTO CU CIIOMHUTE U TPOIBIDKETE 10 ITbPBOHAYANIHATA CXEMa Ha MPUIIOKEHHE.
o AKO CTe 3aKbCHEJH C TIOBEYE OT 2 CeIMUIU, HHKEKTHpANTe MPoITyCHATaTa 1032 BeHara cie

KaTO CH CIIOMHHUTE M Ce CBBpKeTe ¢ Baius jiekap wiu papMalieBT, 3a Jia MomuTaTe Kora Jia
WHXEKTHUpaTe cleJBamiaTa 103a.

Axo He cTe CUT'YPHH B HECIIIO, nonutante Bammms JICKap Ujin (bapMaL[CBT.

AKo cTe cripesiu ynorpebéara Ha Simponi
AKo0 0OMHCIISATE 2 CIIpeTe MPUIOKEHUETO Ha Simponi, IEPBO 00chaeTe ToBa ¢ Bamus nekap uiu
(dapmarieBT.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JISKApCTBO, MOJIS
nonuTaite Bamms nekap, papMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHN HeKeTaH! peakuu

Kakro Bcuuku JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKH ' TIOJTy4aBa. HpI/I HAKOU MAITUCHTHU MOXKE J1a CC PA3BUAT CCPUO3HU HCIKCIIaHU pCaKIUuU, KOUTO
HaJiarat je4deHue. PUCKBT OT mosiBa Ha OIIPEACICHN HEXKEIIaHU PEAKIIUU € ITO-T'0JIAM IIPH 103a OT
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100 mg B cpaBHeHHe ¢ 1032 oT 50 mg. Hexkenmanu peakmuu MOTaT J1a Ce pa3BUAT U 10 HAKOJIKO Mecera
CJIe] TocTIeTHATA WHKCKITHS.

He3zabasno YBEOAOMCTE Bammus JICKap, ako 3a0€JIEKUTE HIKOS OT CJICOHUTEC CEPUO3HU HCKEIIAaHU
JICKaApCTBCHU PCAKIINH, BKIIFOYBAIIH:

aJIePrUYHH PEaKINN, KOUTO MOTAT 1A 0BJAaT CEPHO3HU, UJIH PIIKO

sKMBOTO3acTpamaBamm (peaku). CHMIOTOMHI Ha alepruyHa peaKiis MOTaT JAa BKIIFOYBAT

MOJTyBaHe Ha JIUIETO, YCTHUTE, YCTaTa WU I'bPJIOTO, KOSTO MOXKE JIa IPUYHHU 3aTPYAHCHO

MIpeTThIaHe WK AUIaHe, KOXKeH 00pHB, KOMIPUBHA TPECKa, IO JyBaHe Ha PHIIETEe, XOIMUIaTa

WU TJIe3eHnTe. HAKOM OT peaknuuTe ce MOSBABAT Cle M-PBOTO IIPIIIOKEHUE Ha Simponi.

cepuo3uu uH¢exuuu (BriaounTeaHo Th, 6akrepuannu nHpeKIUN BKIIOYUTETHO

cepuo3H NH(PEKINA HA KPHBTA H THEBMOHUS, TeKKH I'bOMYHN HH(PEKIHN U IPYTA
onopTIHUCTHYHHN HHPpeknun) (dectn). CUMIITOMUTE HA WHPEKIIUS MOTAT J]a BKIFOYBAT

MOBHIIIEHA TEMITEpaTypa, yMopa, Kanumima (yrnopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3aryba

Ha TETJIO, HOIIHO M3MOTSABAHE, TUapUs, paHH, TPOOJIEMHU ChC 3LOUTE U MapeHE MPH YPUHUPAHE.

MOBTOPHO AKTHBHPAaHE HA BUPYyca HAa XenaTuT B, aKko cTe HOCUTEJ HJIM B MUHAJIOTO CTE

O0osenyBaau ot xenatuT B (psiako). CUMITOMUTE MOTAT JIa BKJIIOYBAT MOXKBJITIABAHE HA

KOXKaTa ¥ O4YnTe, ThMHOKa(sIBO OIBETSIBaHE HA YpUHATA, OOJIKA B JsICHATA CTpaHa Ha KOpeMa,

TeMIIepaTypa, rajieHe, IOBPhIaHe U CHITHA YMOpa.

3a00J/15IBaHe HA HEPBHATA CHCTEMa KATO MHOKeCTBeHA CKiepo3a (paaKo). CHMITOMHUTE Ha

3a0oJIsiBaHe HAa HEPBHATA CHCTEMa MOTaT J1a BKJIIOYBAT IPOMEHH B 3pEHHUETO, cJ1a00CT B PhLETE

Y KOJIEHETe, U3TPhIIBaHe WM MpaBydKaHe Ha pa3IMIHU YacTH Ha Barmero Tsio.

pak Ha quMdHUTEe BB3IU (tumdom) (psiako). CuMITOMUTE HA TMM(OMa MOraT Ja BKIIFOYBAT

moyBaHe Ha JIMM(HUTE BB3IH, 3aryda Ha TETJIO Wi MMOBHUIIIEHA TEMITepaTypa.

ChbpAeYHa HENOCTATHYHOCT (PsiAKo). CHMIITOMHTE Ha ChPJEYHA HEIOCTATHYHOCT MOTaT Jia

BKJIIOYBAT 3a/1yX WM MOyBaHe Ha Xoauiara Bu.

MPHU3HAIM HA HAPYIIEHHUS HA HMYHHATA CHCTEMA, HApeYeHH:

- aymyc (psigko). CHMITOMUTE MOTAT Jia BKJIFOUBAT CTaBHA OOJIKa WJIM OOpUB 110 Oy3HTe
WJIH PBIIETEe, KOWTO € YyBCTBUTEJICH KbM CITHHIIETO.

- capkou03a (psaako). CiMIToMuTe MOTAT Ja BKIIIOYBAT YIIOPUTA KAIUIHAIIA, 33aTyX,
0oJIKa B I'bpIUTE, MOBUILIEHA TEMIIEpATypa, MOyBaHe Ha TUM(HUTE BB3IIH, 3ary0a Ha
TErNI0, OOPHUBH 110 KOXKaTa U 3aMBbIIICHO 3pEHHE.

Bbh3NajleHHe HA MAJIKHTE KPHBOHOCHHU ChA0Be (BacKyJauT) (paako). CHMITOMUTE MOTAT Jia

BKITIOYBAT TOBHUIIIEHA TEMIIEpaTypa, T1aBo0oIue, 3aryda Ha Terio, HOITHYU U3IOTIBaHs, 0OpUB

Y HEBPOJIOTMYHHU ITPOOJIEMHU KAaTO U3TPBIIBAHE HIIM MPaByYKaHE.

pak Ha KoxkaTa (HedecTo). CUMIITOMHTE Ha pak Ha KO)KaTa MOTaT J1a BKJIIOYBAT IPOMEHH BbHB

BBHHIIIHUS BUJ] Ha KOXKaTa WM 00pa3yBaHUs 10 KokaTta Bu.

3a00JIsiBaHe HA KPbBTa (YecTo). CHMITOMUTE Ha 3a00JIsIBaHE Ha KPHBTA MOTAT J1a BKIIOYBAT

YHOpHUTa TeMIepaTypa, MHOTO JIECHO HACHHSIBaHE WM KbPBEHE, HIIU CHITHA 0JIeIOCT.

pPak Ha KpbBTa (JieBKeMus) (PsAaK0). CUMIOTOMUTE Ha JIEKEMUSI MOTaT Ja BKIIOYBAT

MOBHIIIEHA TEMIIEPATypa, YyBCTBO Ha yMOpa, YeCTH HH(EKIINH, JICCHO TIOCUHIBAHE U HOLIHU

W3IIOTSBAHMS.

Kaxete HezabaBHO Ha Bamms JICKAp, ako 3a0eNeKUTE HIAKOH OT I/I36pO€HI/IT€ CHUMIITOMU.

Hp]/l MPUJI0KCHHUE HA Slmpom ca HaﬁJ’llOZ[aBaH](l CJICAHUTEC JOMBJHUTEC/IHA HEKETAHU PEAKIIUN:
MHoro 4yecTy HeXKEIaHU PCaAKIIN (MO)KG Ja 3aCCruaTt 1noBcyc OoT 1Ha 10 ,I[VIIII/I)Z

Mudexnnn Ha TOPHUTE TUXATEITHN THTHUINA, BB3MAJIEHUE Ha THPIIOTO, APE3TaB riac, Xpema

YecT HeXeIaHU peakimu (Moke 1ma 3acersar a0 1 Ha 10 gynm):

IIpomenu B uepHOAPOOHUTE MMOKa3aTeNy (TIOBUIIABAHE HA YEPHOAPOOHUTE EH3UMH ),
YCTaHOBEHU IIPH U3CJICABAHUATA Ha KPBBTA, HANPABEHH OT Baus nexap.
3amastHOCT

I'maBobomnme

W3tpbnBane wim MpaBydKaHe

IToBBpXHOCTHU TEONIHN HHPEKITUN

Abcrec
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Baxrepuannu nadexuun (KaTo HeTyuT)

Hucbk Opoii Ha yepBeHUTE KPBBHU KIETKH

Hucsk Opoii Ha Oenute KpbBHU KIETKH

[To3uTuBEH KPBBEH TECT 3a JIYIYyC

AJIepTUYHU paKIUH

Jlomro xpaHocMuiiaHe

bonka B cromaxa

I'anene

['pun

Bbponxur

Wndexums Ha cUHyCcHTE

Xeprmec

[ToBuIIEHO KPBHBHO HANATAHE

[ToBuiiena Temmneparypa

ActMa, 3a1yX, XpUNTEHE

Hapymenus Ha cToMaxa 1 uepBara, KOUTO BKJIIOYBAT Bb3MaJCHUE HA JINTaBHUIIATa HA CTOMaxXa U
ne0enoTo YepBo, KOETO MOXKE [la IPUYMHU BHCOKA TeMIIeparypa
Bosnika u s13Bu B ycTaTa

Peakium Ha MSICTOTO HAa MHXKEKTHpaHe (BKIIOYHTEIHO 3a4epBsIBaHe, YIUTbTHABaHE, OOJKa,
KpBbBOHACSIaHE, ChPOEK, M3TPHIIBAHE U APA3HEHE)

Kocomag

OO0puB u cppOex Ha KOXKaTa

be3cpHuE

UyBCTBO Ha MOTUCHATOCT

UyBcTBO Ha cimabocT

CuynBaHe Ha KOCTH

HuckomdopT B 001acTTa Ha TPBAHAS KOII

Heuectu Hexxenanu peakuuu (Moxe aa 3acersat 1o 1 ga 100 gymm):

brOpeuna nHdpekms

PakoBu 3a00siBaHus, BKITFOYMTEITHO paK Ha KOXKaTa U HEPaKOBU 00pa3yBaHUs M OYUKH,
BKJIIOUHUTEITHO OCHKU

Koxuu mexypu

Texxka nH(EKLIUs pa3npocTpaHeHa U3 eI OPraHU3bM (CEIICHC), B HAKOU ClIydau
BKJIFOUUTENTHO HUCKO KPBBHO HaJsraHe (CenTHYEH IIOK)

Ilcopuasuc (BKIOUYHUTENHO O AJaHUTE W/WIIK XOOuaTa, H/uin 1noj opmaTa Ha KOXKHU
MeXypH)

Hucbk Opoii Ha TPOMOOIIUTHTE

001110 HUCHK OpOii HAa TPOMOOIIMTUTE, YSPBEHUTE M OCITUTE KPBBHU KIICTKH
HapyieHns Ha IIMTOBHIHATA JKJIE3a

[loBuiieHne Ha HUBATa HA KPbBHATA 3aXap

[oBuiieHre Ha HUBATa HA KPBBHHS XOJIECTEPOIT

Hapy1uenus B paBHOBECHETO

3pUTENHN CMYIICHHS

Br3nanenne Ha OKOTO (KOHIOHKTHUBUT)

Ouna aneprus

VYcemane 3a HEpaBHOMEPEH ChPIECYEH PUTHM

CrecHsiBaHE Ha KPHbBOHOCHHUTE CHJIOBE HA CHPIIETO

Ccupenu B KpbBTa

3adepBsBaHE HA JUIETO

3amex

XpOHUYHO BB3MAIUTENHO 3200 sIBaHE Ha Oenute IpodoBe

Kucenunu

KambHu B xirpukaTa
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o Hapymenus Ha yepHus apo6
o Hapymenus Ha repaute
. MeHcTpyanTHu HapyLIeHHS

Penku Hexkenanu peakiu (Moxke j1a 3acerHat 1o 1 ga 1 000 gymm):

HeBb3MOKHOCT Ha KOCTHHS MO3BK J1a IPOM3BEXK/1a KPHBHH KIETKU

CwtHO HamaJieH Opoit Ha 6eTuTe KPhbBHU KICTKH

Wudexnns Ha cTaBUTE WK HA THKAHUTE OKOJIO TAX

3abaBeHO 3apacTBaHE HA PaHU

Br3nanenne Ha KPbBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTaHU

JleBkemust

MenanoMm (BHI paK Ha KOXKaTa)

Mepken-KiIeThUeH KapIIMHOM (B pakK Ha KoxKaTa)

JluxeHOUTHT peakIuu (ChpOsIT YepBEHUKABO-IMIIAB KOXKEH OOPHB M/WJIM HAIITKOBHUIHN CHBO-
Oeny TMHUW BBPXY JIUTaBULIUTE)

JIrocmecra, mromenia ce Koxka

Hapymenns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE J]a 3aceTHAaT OennTe IpoOoBe, KoxKara U
JUMQPHUTE BB3JTU (HAH-4eCTO TPOSBEHHU KaToO CaApKOM103a)

bonka u IMpoMsAHA B LIBE€TA HA IPBCTUTE HA PBLUCTC WM KpaKaTa

IIpomsHa Ha BKyca

HapyieHns Ha MUKOYHUS MEXYP

Hapymenuns na 660penure

Bb3naneHue Ha KPbBOHOCHUTE ChJIOBE Ha KOXaTa, KOSTO BOJH JI0 OOPUB

Hexxenanu peakiiuy ¢ HeM3BECTHA YSCTOTa:

o Psagpk TN pak Ha KpbBTa, 3acsrall IpeAMMHO MIaau Xopa (XenaTtonveHaneH T-kineTpueH
nmbom)

. Capkom Ha Kanomm-psiiko cpeliad pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepreceH BUpYyC 8.
Capxkom Ha Kanommu Haii-uecTo ce cpema nox ¢popmara Ha IIypIlypHH H3MEHEHUS BBPXY
KO>KaTa.

o Brnomasane Ha 3a00isiBaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO Ce MPOsIBsIBA KATO KOXKEH

00puB, IPUIIPYKEH OT MyCKYJIHA cabocT)

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOITyunTe HIKAKBU HEXEJIaHU JICKApPCTBEHU peakiny, yBegomere Bamms nekap, GapmaneBt wim
MeIUIMHCKA cecTpa. ToBa BKIIFOYBA BCUUKU BH3MOXKHU HEONMCAHH B Ta3H JINCTOBKA HEXKeJIaHH
peaknuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 32
ChOOIIIaBaHe B:

W3mbiHATENHA areHIus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cpobiaBare HexxenaHu peakiy, MOXKETe Ja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBeYe
WHQOpPMAITUS OTHOCHO 0€3011aCHOCTTA Ha TOBA JIEKApCTBO.

5. Kak na coxpansiBame Simponi
o CbxpaHsBaiiTe TOBa JIEKAPCTBO Ha MSCTO, HEAOCTHIIHO 3a Jela.
. He n3non3BaiiTe TOBa JI€KapCTBO CIIE CPOKA HA TOTHOCT, OTOETSI3aH BEPXY €THKETA CIIeN

»EXP* 1 BbpXy KapTOHEeHaTa onakoBKa ciej ,,l'onen 10:“. CpoKbsT Ha TOAHOCT OTrOBaps HA
MOCJIEHUA JISH OT TTOCOYCHHUSI MECeIl.
. [a ce cpxpansipa B xnammmHuK (2°C — 8°C). [la He ce 3ampa3sba.
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o CoxpaHsBaiiTe MPeIBAPUTEITHO HAITBJIHEHATA MTUCANTKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Cce
Npea3y OT CBETIINHA.

o ToBa jekapcTBO MOXKE Jla C€ ChXPaHSBA ChIIO U3BBH XJIAIMIHUKA, IPU MaKCHUMalTHa
temneparypa a0 25°C, enHokpatHo 3a riepuox 10 30 gHH, HO He U CJIe] 1aTaTa Ha M3THYaHe Ha
I'bPBOHAYATHHS CPOK HA TOJIHOCT, HalleuaTaH BLPXY KapTOHEHaTa onakoBka. Hamuiiere HoBUs
CPOK Ha TOJIHOCT BhPXY KapTOHEHATa OMIAaKOBKA, BKIIFOUUTEITHO JIeH/Mecell/ToiuHa (He oBeYe
o1 30 mHH, cien KaTo JICKApCTBOTO € M3BAACHO OT XJIamuiaHuKa). He BphIaiiTe TOBa JIeKapCcTBO
00paTHO B XJIQJIMITHHKA, CIIe]l KaTo € JOCTHTHAJIO cTaliHa Temmeparypa. M3xpepiere ToBa
JICKapCTBO, aKO He ObJIe U3IMOJI3BAHO B PAMKUTE HAa HOBHSI CPOK Ha TOAHOCT HJIM CPOKa Ha
TOJIHOCT Hare4yaTaH BbPXY OIAKOBKATa, B 3aBHCUMOCT OT TOBa KOW € IMO-paHeH.

° He usnon3paiite TOBa JIEKapCTBO, aKO 3a0€JICIKUTE, Ye PA3TBOPHT HE € OUCTHP 10 CBETIOXKBIIT,
4Ye € MBTeH WIH ChABPKA Ty KT TaCTHIIH.
° He m3xBbpiasiiTe mekapcTBara B KaHATW3AMMATA I B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.

Ilonuraiite Bammus JICKap Wi (I)apMaIIeBT KaK J1a U3XBBPJIUTE JICKAPCTBATa, KOUTO BEYC HC
u3noa3pare. Te3u MCPKHU 1€ CIIOMOIrHaT 3a OI1a3BaHC HAa OKOJIHATa Cpcaa.

6. Cb)n)pmalme Ha OnMaKOBKaTa M J0II'bJHUTEC/IHA m{(l)opMaum[

Kakso cpabp:xa Simponi
AKTHUBHOTO BEIIECTBO € TonnMyMab. EnHa mpeaBapuTenHO HaTbIHEeHa mucanka oT 1 ml chabpka
100 mg romumyma0.

Hpyrute cberaBku ca: copouron (E420), XUCTUINH, XUCTHIMHOB XUAPOXIOPH] MOHOXUPAT,
nosiucop6ar 80 ¥ Boja 32 MHKEKITMH. 32 JOITBJIHUTEIIHA HHPOpMalus OTHOCHO copouroi (E420),
BIJKTE TOUKa 2.

Kak u3riie:kna Simponi 1 KakKBO ChABPKA ONAKOBKATA

Simponi ce 1ocTaBs KaTo HHKEKIMOHEH Pa3TBOP B MIPEBAPUTEITHO HAIThIHEHA TIHCAJIKa 32
eIHOKpaTHA ynoTpeda. Simponi ce T0CTaBs B OMIAKOBKH, ChAbPKAIIN | MpeIBapuUTEITHO HAITBITHEHA
MUCaJIKa U TPYTIOBHU OMAKOBKH, ChABpKalH 3 (3 OmakoBKH OT 1) mpeaBapUTEIHO HAIIBJIHEHU
nucanku. He BCHUKH BUIOBE OMMaKOBKH MOTAT J1a ObJaT MyCKaH! B IPOAAKOa.

Pa3TBOpBT € OUCTBP 110 JICKO ONaJIeCIICHTEH (C mepiicH OJsIChK), O3IBETEH 10 CBETIIOKBJIT U MOXKE Ja
ChABPIKA MAJIKK MTPO3PAvHU MM O€IU MpOTeMHOBH YacTulld. He usnosnspaiite Simponi, ako
Pa3TBOPHT € C MPOMEHEH IIBIT, MTCH WIIH ChAbPIKAIL BUIUMH TyKTH YACTHUIIH.

IpuTexaTes HA pa3pelIeHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a fonmbAHUTENTHA HHPOPMAITUS OTHOCHO TO3H JICKAPCTBEH MPOYKT, MOJIS, CBBPKETE CE C TOKATHUS
NpPEICTaBUTEN HAa PUTEKATENS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 6494 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com
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bbarapus

»KOHCBHH & JIkoHCHH brarapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\MGdo.

Janssen-Cilag ®oppokevntiky Movorpoécmmn
A.EB.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00

jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400



Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvnpog Sverige

Bapvéapoc Xatinmavaynig Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com
Latvija
UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

JlaTta Ha mocJIeqHO Mpepasrjiexaane Ha gucToBkara 10/2025

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JieKkapcTBara https://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeslaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKH
CIEeNUAINCT KAK 1A MOATr0TBSATEe HHIKEKIUATA U 1a A MoCcTaBsATe. AKO He CTe MPeMUHAJIHN TAKOBa
o0yuyeHue, M0JIs1, CBbp:KeTe ce ¢ Bammus Jiekap, MeAMIUHCKA cecTpa Wi ¢apManeBT, 3a 1a CH

HACPOYHUTE cpella 3a 00y4ueHue.

B Te3u unCcTpyKUMH:
[TonroroBka 3a U3M0JI3BaHE HA IIPEABAPUTEIIHO HAITBIHEHATA IUCAIIKA

1.

2.
3.
4

I/I36HpaHe U NMOATrOTBAHC HAa MSACTOTO 3a MHXCKTUPAHE

I/IH)KGKTI/IpaHe Ha JICKapCTBOTO

Crre MH)KEKTUPAHETO

Ha auarpamara mo-noiy (BuxTte hurypa 1) e mokazaHO Kak U3IIICKIA MIPESIBAPUTEIHO HAITbITHCHATA
nMcaika ,,.SmartJect®.

3alMUTHA
Kanadka nenexHka

3eneH
obezonacurenexd
UMNUHABLP

npospa4yHo
NOKpUTHE

KOHTPOJHO
nposopye

®urypa 1

noBAWrHaTa Yacrt
Ha OyToHa

aataua
U3THYaHe
Ha CpoKa
Ha rofHoCT

IToaroroBka 3a U3MoJI3BaHe HA NMpEeABAPUTEIHO HAITbJHCHATA MHUCAJIKA

Hukora He pa3KnamaI71Te MpEeABAPUTCIIHO HAIIBJIHCHATA ITMCAJIKA.
CaajisiiTe Kanaykara Ha NpEABAPUTECIIHO HAITBJIHCHATA M CAJIKa CaMO HEMMOCPEACTBCHO IPEan

HHXXCKIUATA.

He mocrassiite 06paTHO Kalla4yKkaTa Ha IpeABApUTCIIHO HAIIbJIHCHATA IMUCaJiKa, CJICA KaTO

BCOHBX € CBAJICHA, 3a Aa n30eTHETE OrbBaHE HA UIJIATA.

IIpoBepere Oposi Ha NpeABAPUTETHO HATbJIHEHUTE MU CATIKHA
IIpoBepeTte mpenBapuTETHO HAITBITHEHUTE THCAJIKH, 32 JIa CE YBEPUTE, Ue
Bpost npeaBapuTeaHo HaITbIHEHU MUCATKKU U KOJIUYECTBOTO AKTUBHO BEIIECTBO HA J03a ca

MIPaBHITHU
o Ako no3ara Bu e 100 mg, mme B3emeTe mpeBapUTEIHO HallbJIHEHA MHcaika oT 100 mg
o Axo nmo3ara Bu e 200 mg, me B3eMeTe 1B MPEABAPUTEITHO HAMBTHEHHU MUCATKH OT

100 mg u 1re TpsOBa Aa CH HATIpaBHUTE JIBE MHXKEKIMH. M30epeTe pa3inuHu MecTa 3a Te3u
WHXKEKLUH KaTo MOCTaBUTE MHXEKIUUTE €/IHA CIIe]l IpyTa.
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IIpoBepere cpoxa Ha ToOAHOCT

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIH HAIIMCAH BbPXY KApTOHEHATa OMaKOBKa

. [TpoBepeTte cpoka Ha rogHoCT (cnen Hagnuca ,,EXP*) Ha npenBapuTeTHO HAITBIHEHATA
nHcajkKa.

o He u3nosnsBaiite npeaBapuTeIHO HAIbIHEHATA [TUCAJIKA, aKO CPOKBT HA TOJHOCT € U3TEKBII.

HamewatanusT cpok Ha TOAHOCT OTrOBaps Ha MOCIEIHUS J€H OT ocoyeHus Mecel. Mo,
o0BbpHEeTE ce 3a MoMoLI KbM Bamus iekap win ¢papMaieBT.

IIpoBepeTe 3anIUTHATA JeNMeHKA

° IIpoBepeTe 3ammTHATA JETICHKA OKOJIO KallaykaTa Ha IMpeIBapUTEITHO HaITbJIHCHATA TTHCAIKA.

° He uznon3paiiTe nmpeaBapyuTenHO HallbIHEHATA MUCAJIKA, aKO JeNeHKaTa € ckbcana. MoJis,
CBBpIKETE ce ¢ Bamms nekap wim dapmarniesT.

H3uakaiite 30 MUHYTH, 32 1a MO:Ke MPeABAPUTE]IHO HANBJIHEHATA MUCAJIKA /12 IOCTUTHE CTaiiHa

TeMmepaTypa

o 3a ;1a cTe CUrypHH, 4e JIEKapCTBOTO € MHKEKTUPAHO MPABUITHO, U3BAJIETE TIPEABAPUTEITHO
HaITbIHEHATA MMUCATKa OT KYTHUATA U 51 OCTaBeTe Jla IIOCEIU Ha CTaifHa TeMIepaTypa B
npoabinkeHre Ha 30 MUHYTH, Ha MSICTO, HEIOCTHITHO 32 JIeTia.

o He 3aroruistiite npeaBapuTeIHO HAITBJIHEHATA TIHCATIKA IO HUKAKBB JPYT HAYMH (HaIpuMep B
MHUKpPOBBIHOBA (ypHA HIIH B TOpEIIa BOJA).
o He cBansiite kamaueTo Ha mpeIBapUTETHO HAaITbJIHEHATA IMUCAJIKA, IOKATO M3YaKBaTe 1a

JIOCTUTHE CTaliHa TeMIepaTypa.

Ioaroreere ocTaHanuTe HEOOXOAMMH CPeICTBA
° Joxato dakare, MOXe J]a IIOATOTBUTE OCTaHAINTE HeoOXoaumu Bu cpencTBa, BKITFOUUTEITHO
TaMIIOH, HAaIIOCH CbC CHI/IpT, HaMyK Nniin MapII}I nu KOHTeﬁHep 3a OCTpI/I oTHnaablin.

IIpoBepere TeYHOCTTA B MPEIBAPUTETHO HATBJIHEHATA MUCAJIKA

o [MorneaHeTe B KOHTPOJIHOTO MPO30PUE, 3a Jia CE YBEPUTE, Ue TEUYHOCTTA B MPEIBAPUTEITHO
HaIbJIHEHATA MUCAJIKa ¢ OUCTPa WK JIEKO OMajieClieHTHA (C TepJieH OJISChK) U O3IBETHA 10
CBETIIOKBITA. Pa3TBOPBT MOXKE J]a ce M3I0JI3BA, aKO ChAbPKa MAIKH MTPO3pPaYHU MITH OelTn
MPOTEHHOBU YACTHIIH.

o I1e 3a0enexuTe U BH3AYIIHO MEXypUe, KOETO € HOPMAITHO.

o He u3non3Baiite mpeBapuTeIHO HAMTBIHEHATA MTUCAJIKA, aKO TEYHOCTTA € C PA3JIMUCH IBAT,
MbTHA WM ChABPIKA MO-TOJIEMHU YaCTHUIM. AKO 3a0€JIeKUTE MOA00HO Helllo, 00bPHETE C& KbM
Bamus nexap uinu papmarienr.

2. WN30upaHe U MOArOTBsSIHE HA MSACTOTO 32 HHKeKTUPaHe (BUAxkTe durypa 2)

o JlexapcTBOTO MOXKE J1a C€ MHIKEKTHUpA 110 IIpeJHaTa IIOBbPXHOCT B CpeiHaTa 4yacT Ha Oezpara.

o Moske 1a ce HHKEeKTHpa B KOpeMa IO ITbI1a, ¢ U3KJII0UEHHE Ha 30HaTa MPUOIM3UTEITHO 5 cm
MOJI IIbI1A.

o He cu nrxekTupaiiTe 1€KapcTBOTO B 30HH, B KOUTO KO)KaTa € 0oJjie3HeHa, C KPbBOHACSIaHuS,
3ayepBeHa, JIIoLlella ce, yITbTHeHa I ¢ OeJe3H U CTPUH.

o AKO ca HeOOXOAMMH HAKOJIKO HHXEKIIMH, HH)KEKLIMUTE TPsOBa Ja ce mpujiarat Ha pa3JiniHu

MECTa 3a MHXXCKTHUPAHEC.
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MecrTa 3a UHXeKTUpaHe

Ourypa 2

A HE umxektupaiite B paMoToO, 3a Jia ce u30erHe moppeza Ha IpeBapUTEITHO HAIThbIHCHATA
MIMCAJIKa W/WJIM HEBOIHO HAapaHSBAHE.

H3mniite PBUETE U MOYUCTETE MSACTOTO 3a HHXKCKTUPAHE

. W3zmuiite noOpe phlieTe CH ChC CalyH U TOILIa BOJA.

° [Touucrere MICTOTO 3a UHAKEKTUPAHE C TAMIIOH, HAIIOEH ChC CIUPT.

° N3uakaiiTe KoxkaTa Ja U3ChbXHE, IIPEAU Ja HaNlpaBUTe HHXKeKuusTa. He nyxalite u He BeilTe Haj
MOYHMCTEHHUSI YUACThK.

° He nokocpaiiTe MOBTOPHO MOYMCTEHATA 30HA, IPEAU J1a TIOCTABUTE MHKEKIUATA.

3. NuxexkTHpaHe HA JEeKAPCTBOTO

° Kamaukara He Tps0OBa J1a ce OTCTpaHsIBa, IOKaTO HE CTE TOTOBH JIa CH MHXKEKTUPATE
JIEKApCTBOTO.

° JlexapcTBOTO TpOBa /1a C€ MHXKEKTUPA 10 5 MUHYTH CIIe]] MaXaHeTO Ha Kalayvkara.

OTtcTrpaHeTe kanaveto (purypa 3)

L Koraro cte roroBu Jla CU MHXXCKTHUPATE JICKAPCTBOTO, JICKO 3aBbPTCTEC Kallaukara, 3a 1a CKbCaTe
3alIyMTHaTa JCIICHKA.

L4 H3rernere kanaukara u s HU3XBBPJICTE CIICA MHIKCKTUPAHEC.

L4 He nocrassiiTe kamadkara OTHOBO, 3allIOTO MOXK€ [1a ITIOBPCAUTEC UTJIaTa B IIPEABAPUTCIIHO
HaIlbJIHCHATAa ITMcalika.

L He mu3non3Baiite MMpEaABApUTCIIHO HAITbJIHCHATA MMCAJIKa, aKO CTC A U3ITyCHAJIN, CJIC KaTO

KalTlaykaTa € MaxHaTa. AKO TOBa ce CJIy4uH, MOJIs, CBBPIKETE CC C Bamms JICKap Wi (bapMaueBT.
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®urypa 3

Omnpere npeaBapUTESTHO HATBJIHEHATA MUCAJIKA B KOXKATa U sl MPUTHCHeTe (BUKTE Uurypu 4 n
5) 6e3 1a 3axBamiaTe K0KHA I'bHKA.

®urypa 4
o XBaHeTe yJ00HO MpeIBapUTEITHO HAITbIHEHATA [TUCAJIKa C €IHA phKa Ha/l CHHHS OYTOH.
o VYBepere ce, 4e 3eJICHUAT 00€30IaCUTENIEH IIHHABD € CTA0MIICH U € IUTbTHO IPHIIETTHAT KbM

KoxkaTa Bu. Ako npenBapuTeHO HaITbJIHEHATA MUCANIKA HE € CTaOWIIHA 110 BpeMe Ha WHXKEKLUS,
pPHUCKYBaTe Jja Or'bHETE UIJIATa.

. HE 3axBamaiite Ko>kHa I'bHKA, 3a Jja H30€THETE HEBOJHO HApaHsABaHE C UIJIaTa.

. HE nokocBaiite iy HaTHCKaiTe CHHUA OyTOH, JOKATO ONpPEAEIATE MO3UIHITA Ha
IIPEABAPUTEIIHO HAITbJIHEHATA MMCAJIKA BbPXY KoXaTa Bu.
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Qurypa 5

IIputncHeTe oTBOpEeHMsI Kpail Ha MpeIBapUTEIHO HAITbIHEHATa MHUCaJIKa 10 KOXKaTa CU O
mpaB sI'ba1 (90 Tpaxyca). [lpuoxeTe 70CTaTHYHO HATHCK, 32 J]a C€ TUTh3HE 3EJICHHUST
o0e30macuTeNeH IUIMHIbP HAarope 1 Ja ce 3aIbpKU B IPO3pavyHOTO nokpurue. Camo mo-
HIMPOKAaTa YacT OT 3eJIeHHs1 00e30MacuTelleH IMINHABD 0CTaBa U3BBH MPO3PAYHOTO MIOKPHUTHE.
HE nartuckaiite cians OYTOH JOKATO 3€JIEHUAT 00€30MacuTelleH IIFITHHABP HE Ce ILTh3HE
H3IAJIO B ITPO3PAaYHOTO IMOKPUTHE. Haruckaneto Ha cHHUS 6YTOH npeau 3CJICHUAT
o0e30macuTeNneH IUIMHIBP a € IPUTHCHAT KbM KO)KaTa MOJKe J1a I0BeJe O oBpea Ha
nycakara.

Wmxextupaiite 0e3 Aa 3axBamiare KOKHa T'bHKA.

Hartucnere 0yToHa, 32 1a HH:KEKTHPATe JIEKAPCTBOTO (BI:KTe purypa 6 u 7)

HaTUCHeTe
i GyToHa
TYK
nbpBeo ,,LLIPAKBAHE*
@urypa 6 Qurypa 7

HpOJI’bJDKeTe aa HpI/ITI/ICKaTe HpC}IBapI/ITeHHO HaITbJIHCHATA IMUCAJIKa KbM KOXKaTa.
WN3non3BaiiTe Apyrara cu pbKa 3a HATUCKaHE HA U3aJleHaTa 4acT HA CMHUA OYTOH, 3a 112
3amovHeTe MHXEeKTUpaneTo. He Hatuckaiite OyToHa, ako ITpeIBapUTETHO HAITBITHEHATA MTHCATKa
He € MPUTHUCHATA J00pe KbM KOKATa 1 00€30IaCUTEIHUAT ITUINHIBP HE CE ILTH3HE B
MPO3PAYHOTO MOKPUTHE.

[llom e HaTUCHAT, OyTOHBT II€ OCTaHE OTHHAJI, TAKa Y€ HE € He0OXO0JMMO Ja MPOABIDKABATe J1a
ro HaTHCKaTe.

Axko Bu ce cTpyBa, 4e OyTOHBT c€ HATHCKa TPYIHO, HE TO HAaTHCKalTe MO-CHiIHO. OTIyCcHETe
OyToHa, TOBAUTHETE TPEBAPUTEITHO HAITBJIHEHATA TTUCAJIKA M 3aII0YHETE OTHAYAIO0. YBEPETE
ce, 4e HsIMa HATUCK BbpXY OyTOHA, IOKATO 3€JICHUAT 00€30TaCUTENCH IMIMHIABD HE € TUIBTHO
MIPUTHCHAT B KOXAaTa, ClIe]] TOBA HATUCHETE M3/1a/ICHaTa YacT Ha OyTOHa.

Ille uyyeTe CUJIHO ,,lLIPAKBAHE* — He ce TPeBoKeTe. ToBa MBPBO ,,IlIpaKBaHe  0O3HAYaBa, Ye
WrJIaTa € BKapaHa i MHKCKTUPAHETO Ha JIKApCTBOTO € 3arovHaio. Moxe Ja IMOIyBCTBATE WTH
Jla He MOYyBCTBaTe yOOXKJAHETO HA UTJIaTa B TO3U MOMEHT.
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He otnensiiTe npeiBapuTe/; HO HATbIHEHATA MHUCAJIKA OT KOXKATa. AKO OTAPbITHETe
NpeIBAPHTETHO HANTBJIHEHATA MHCATKA OT KOKATA, MOsKe 12 He MOCTABUTE IIBJHATA 1032 OT
JIEKAPCTBOTO.

3aapbiKTe MUCATKATA, TI0KATO He YyeTe BTOPO ,,lpaKkBaHe* (BuxkTe purypa 8). Tosa
00MKHOBEHO 0THEMA 0K0JI0 3 /10 6 ceKyH/IM, HO MO2Ke 1a oTHeMe 10 15 cexkyHam, 3a Aa yyere
3ByKa Ha BTOPOTO ,,lipaKBaHe®.

®durypa 8

o IIpoabiakeTe 1a IPUTHCKATe MPeIBAPUTETHO HATBJIHEHATA MUCATKA B KOXKATA, TI0KATO
He YyeTe BTOPO ,,lIPaKBaHe* (K0eTo MOKa3Ba, Ye MHKEKTHPAHETO e NPUKJIIYNJIO0 U
UIJIATa ce € BbPHAJIA B MPEABAPUTEIHO HAIIbJIHEHATA MU CAJIKA).

o OTxopbIiHETE NpeIBaPUTENTHO HAITBJIHEHATA MHCANIKA OT MACTOTO Ha MH)KEKTUPAHE.

. 3abenexka: AKO HE dyeTe BTOPOTO ,,IpaKkBaHe m3dakanTe 15 ceKyHIu ciell IbPBOTO
HaTHCKaHe Ha OyTOHA U cJief] TOBa OTAPBITHETE MUCAIKaTa OT MSICTOTO HA MHKEKTUPaHe

4. CJiie MHKEKTHPAHETO

N3non3BaiiTe naMyk UM MapJisi

o Ha ms1cTOTO Ha MHXKEKTUPAaHETO MOJKE J1a Ce MOSBH JIEKO KbPBEHE WIIM MAJIKO KOJTUYECTBO
Te4HocT. ToBa € HOpMAaITHO.

o [IputrcHeTe MACTOTO HA MH)KEKTHpaHe ¢ MaMyK WM Mapiis U 33IpHKTE B MPOIBIDKEHHIE Ha
10 cekyHau.

o AKO € He0OX0JMMO, MOKETE J1a TIOKPUETE MACTOTO Ha MHXKEKTHPAHE C MaJIKa JICTICHKA.

. He pasrpusaiite koxara.

IIpoBepeTe MPO30pYETO — KBJIT HHANKATOP MOKA3BA, Ye MPHUI0KEHHETO € MPABUIHO (BUKTE

(urypa 9)

o JXKBATUAT MHAUKATOD € CBBbP3aH ¢ OYTaJ0TO Ha MPEABAPUTEIHO HAIThJIHEHATA MHCAIKa. AKO
KBITHSAT MHAUKATOP HE CE € IO0Ka3all Ha PO30pUeTo, OyTaNIoTO HE Ce € MPUJIBIDKIIO IPABUITHO
U WH)KEKTHPAHETO HE CE € ChCTOSIO.

o JKBATHAT MHANKATOP 1€ 3aITBIIHN OKOJIO TIOJIOBMHATA OT KOHTPOIHOTO mpo3opue. Tosa e
HOPMAJIHO.
o AKO XBATHUIT UHJIMKATOP HE C€ BIXKIA B IIPO30PUETO WU MOJI03UPATE Y€ HE CTE MOTYUUIH

1sIaTa 7103a, CBbpKeTe ce ¢ Bamus nexap win papmarest. He nmocrapsiite Bropa no3a, 0e3 1a
ce KoHcyJitupate ¢ Bamms nekap.
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Kent =

WHOWKaTOp

®urypa 9

H3xBbpIIsiHe HA MPeIBAPUTEIHO HATbJIHEHATA Mucanka (Bmkre gurypa 10)

. HezabaBHO u3xBBpIieTe NMHUCANKATa B CIICIIMAITHO KOHTEHHEp 3a ocTpH oTnaabiu. Korato
KOHTEHHepa ce HaI'bJIHH, TO U3XBbpJIETE, KATO CE€ YBEPUTE, Y€ CIa3BaTe TOYHO HHCTPYKLIUUTE
Ha Bamus nekap nim MeIuIMHCKA CecTpa.

Axo cmATaTe, 4e IpH NHKEKTUPAHETO HEIIOo ce € 00BPKAIO WIIH HE CTE€ CUT'YPHH, CBBPXKETE Ce C
Bamus nekap wnu gpapMarieBT.

£

BIOHAZARD

—

®urypa 10
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 100 mg nHKeKINOHEH Pa3TBOP B MPeIBAPUTEHO HAITbJIHEHA CIIPUHI0OBKA
roauMymad (golimumab)

IIpoyerere BHUMATEIHO LsJIaTa JJUCTOBKA, IPEIM A2 3aM04YHeTe Ja NMpUjarare ToBa JIeKapcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MEJULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKU Bb3MOXKHU HEXKEIAHU PEaKIVK, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

Bamust nexap uie Bu najie u HarnmoMHsIIa KapTa Ha MalydeHTa, KOsATO ChAbpiKa BakHa HH(pOpMAIIHs 3a
0e30rmacHoCT, KOSTO TpsiOBa 1a By € u3BecTHa, Mpean /1a 3aroYHeTe JICYeHHE U TI0 BpeMe Ha
JIEYEHUETO ChC Simponi.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmisBa Simponi 1 3a KaKBO CE U3IIOJI3Ba
Kakpo TpsiOBa fa 3HaeTe mpeau Ja U3Moi3BaTe Simponi

Kak na nznonzsare Simponi

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak nma cexpansBare Simponi

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

A e

1. Kaxkso npeacrasiasasa Simponi u 3a KakBo ce U3M0JI3Ba
Simponi cbIbpka aKTUBHOTO BELIECTBO, HAPEUEHO rOIMMyMad.

Simponi mpuHAATIEKHN KbM TpyIa JIeKapcTBa, HapedeHu ,,maxuouropu Ha TNF”. To ce u3noxnssa mpu
BB3PACTHH 32 JICUCHNE Ha CIICAHUTE BH3MAIUTEIHH 3a00IIIBaHU:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

o AKcHalleH CIIOH/IIIOAPTPHT, BKIFOYUTEIHO AHKHIIO3UPAILl CIIOHTUIIUT U HEPEHTIeHOTpadCKU
aKCHaJIEH CIIOHIWIOAPTPUT

o Vmepo3eH KOIUT

Simponi O6510KHpa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMop-HekpoTu3upai] pakrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3MAINTETHUTE IIPOLECH U OJIOKUPAHETO My MOKE Jla OTPaHU4H
BB3IAJIEHUETO B Opranu3ma Bu.

PeBmaTonsen apTpur

PeBMaTOMAHUAT apTPUT € Bh3NATUTEIHO 3a00JIsIBaHE Ha CTaBUTE. AKO UMaTe aKTHMBEH PEBMATOHICH
apTpuT, IBPBO 1Ie Bu ekyBaT ¢ Apyry gekapcTBa. AKO HE ce TIOBIHUSAETe JOCTaThYHO A0OpE OT THIX,
Moxe 1a Bu npeanumat Simponi, koiTo me Bu ce npuinara B koMOMHALUS ¢ APYTO JIEKAPCTBO,
HapeuyeHo METOTpEKcar, 3a:

L IMMOTUCKAHC HA NPU3HALIUTC U CUMIITOMUTC Ha 3a0omgaBaneTo Bu.
L 3a0aBsHE HA YBPCKAAHECTO HA KOCTUTC U CTABUTC Bu.
L HO,Z[O6p$IBaHG Ha (1)I/I3I/ILIGCK0TO Bu cecTosHumeE.

IlcopuaTnyen apTpur
ITcopraTUYHUAT apTPUT € BH3MATUTEIHO 3a00JIIBaHE Ha CTABUTE, OOMKHOBEHO CHITHTCTBAHO OT
TICOPUA3UC — BB3MAINTEIHO 32a00/IIBaHe HA KOXKaTa. AKO MMaTe aKTHBEH IICOPUATHYEH apTPUT, ITBPBO
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nie Bu nekyBar ¢ apyru gekapcTBa. AKO HE ce MOBIHUIETE TOCTaThYHO JJOOpE OT TAX, MOXKe J1a Bu
MpeAnuIaT Simponi, 3a:

o MOTUCKAaHEe Ha TIPU3HAIMTE U CUMIITOMUTE Ha 3a00siBaHeTO Bu.
o 3a0aBsiHE Ha YBpEXKIaHeTo Ha Bammre KOCTH U CTaBU.
. nmogoOpsiBaHe Ha Gpu3nUecKoTO Bu cheTosHUE.

AHKWIO3UpAN] CHOHIWIAT U HEPEHTTeHOTrPa()CKN AKCHAJIEH CIIOHAWIOAPTPUT
AHKWJIO3UPAIIUAT CIIOHWIUT U HEPEHTTeHOrpaCKH aKCUAIICH CIIOHIMIOAPTPUT Ca BB3MATUTEITHU
3200J1BaHNS HA TPHOHAYHAS CTHI0. AKO HMaTe aHKUIO3UPAIIl CIIOHIWIUT WIIH HEPEHTTeHOTpadCKu
aKCHAJICH CIIOHIUJIOAPTPHUT, ITBPBO Il By nekyBar ¢ Apyru JiekapcTBa. AKO HE CE MOBJIHSCTS
JIOCTaThYHO TOOpe OT TAX, MOXe aa Bu npenmumar Simponi, 3a:

o MOTHUCKAHE Ha MPU3HAINTE U CUMIITOMHTE Ha 3a00JisiBaHeTo Bu.

o nooOpsiBaHe Ha (hu3nueckoTo Bu cheTosiHuE.

Yiuepo3eHn KoauT

VIIEpO3HUST KOJIUT € BB3MATUTENHO 3200 sIBaHe Ha YepBaTa. AKO MMaTe yIlepo3eH KOJUT,
IbPBOHAYAJHO 1ie By ObaT naneHu Apyru gekapceTBa. AKO T3 JIeKapeTBa HSIMAT JOCTaTh4HO J0OBP
edexT npu Bac, 3a neyenue Ha Bamero 3a0omnsaBane me Bu npeanumar Simponi.

2. KaxBo TpsidBa 1a 3HaeTe mpeau aa u3noJ3Bare Simponi

He u3noa3Baiite Simponi

. AKO cTe aJepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOUMYyMa0 MM KbM HSIKOSI OT OCTaHAJINTE
CBHCTAaBKH Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).

o Axo umare Tyoepkynosa (Th) umm nmpyra texxka nHbEKIus.

o AX0 UMaTe yMEpeHO TeKKa WM TeXKa ChpJAeYHA HEJOCTAaTHUYHOCT.

AKO He cTe CUTypHU JIajli HAKOE OT M30poeHnTE ce oTHacs 3a Bac, ropopere ¢ Bamus nexap,
(apmaneBT UM MEAULMHCKA CECTpa MPEeAr Aa 3all0YHeTe Ja U3Io3BaTe Simponi.

IlpenynpesxaeHust U NpeanasHu MepKH
I'oBopere ¢ Bamus siexap, papmaneBT Wil MEAULIMHCKA CeCTpa, MPelu a U3MoJ3BaTe Simponi.

Undexnnun

YBenomere He3abaBHO Bamus nekap, ako Beue uMarte Uik pa3BUETe CHMITOMH Ha HHEKIHS 1O

BpEMe Ha JIeYeHUEeTo cbC Simponi. CHMNTOMHUTE Ha MH(EKINS BKIIOYBAT IOBUILEHA TEMIIEPaTypa,

KallUIHIIA, 3a/1yX, TPUIIONOI00HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJEMH ChC 3bONTE WU MTapeHe

IIpU ypUHUPAHE.

o [To BpeMe Ha Jle4eHUETO ChCc Simponi MOXKe JIa CTe MO-MOJIATIUBH KbM pa3BUTHE HA HH(EKIINH.

o WNHadexnunTe MOXKe J1a ce pa3BUsT M0-0bP30 U Jia ca Mo-TexXku. OCBEH TOBa HAKOHM CTapu
MH(EKIUN MOXKeE J1a CE MOSABSAT OTHOBO.

Tybepkynosa (Th)

HezabaBHo yBenomeTe Bamus nekap, ako 1o Bpeme Ha JISYSHUETO WIIH CJIe]] HETO Pa3BUETE

cumnTomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopura Kanuinia, 3aryba Ha Terio, ymopa,

MTOBHUITICHA TEMIIEpaTypa WM HOITHYU H3MOTSIBAHUS.

. Psinko ca nokiaasanu ciaydaun Ha T npu manueHTH, JeKyBaHU Cbe Simponi,
BKJIFOUUTENTHO MPU MAIMEHTH, KOUTO ca MpueMaiu Jiekapcrsa 3a Th. BamusaT nekap e
Bu na3znaum uscnenBanus, 3a na nposepu ganu umare Th, karo 1ie 3anuiie pe3ynTaTuTe
OT TSX BHB Bamrara HarmomMHsIIIa KapTa Ha TAI[UEHTA.

o MHoro e BaxxHO Ja yBenoMuTe Bamms nekap, ako Hsxora cte 6onenyBanu ot Th nunu cre
O6mnn B OTM3BK KOHTAKT ¢ OosieH mim 6onexysan ot Th.

. Axo Bammsr nexap npereHu, 4e cTe U3I0KeHH Ha MIOBUIIEH PHUCK OT pa3Butue Ha Th,
npeau Aa 3alovYHeTe a U3Mo3BaTe Simponi Moxke 1a ObeTe JeKyBaHH C JICKapCcTBa 3a
Thb.
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Bupyc na xenamum B

° YBenomere Bamus nekap, ako CTe HOCUTEIU HAa BUpyca Ha XenaTuT B win ako nMare,
WM CTE MMAaJIM XeNaTuT B, mpeau 1a 3amovYHeTe JIeYeHUe ChCe Simponi.

° VYBenomere Bamus nekap, ako cMsATaTe, 4e CTE 3aCTPALICHU OT 3apa3siBaHe C BUpyca Ha
xenatut B.

° Bammsat nexap me Bu u3cnensa 3a xematut B.

° [Ipu marueHTH, KOUTO Ca HOCUTENIM HA BUPYCa Ha XCMATUT B, JICUeHNETO ¢ MHXHOUTOPH

Ha TNF, xaro Simponi, Moke 1a AOBeZe 10 peaKTHBALKS Ha BHPYCa, KOSTO B HIKOH
ClIydad MOKe J1a ObJie )KHBOTO3aCTpaIlIaBalla.

Hnesasusnu evouunu ungexyuu

AKO cTe KUBEIU WM IbTYBaJIH B 00JIACTH, KbICTO MH(PEKIUH KaTO XUCTOILIA3MO03a,
KOKIIMIMOUAOMHKO3a MK OJIaCTOMHUKO3a ca YeCTOo CpellaHy, He3abaBHO yBeaoMmeTe Bamms
nexap. Te3u nH(pEKIUH ce MPUIMHABAT OT ONpeIeNeH! BUAOBE I'bOMYKH U MOTaT Jja 3aCeTHaT
OenuTe MPOOOBE WK APYyTra YacT HA TSUIOTO. AKO HE 3HAeTe Al Te3U HH(DEKINH ca YeCTH B
o0acTTa, B KOSITO CTE JKMBEJIM WU ITTYBAIH, MToNUTalTe Bammst gekap.

Pak u aumdom

[Ipenu ma 3amouHeTe /a M3MOI3BaTe Simponi, yBegomere Bammms nekap, ako cTe ©Malld IWar{osa Ha
nuMdom (BUA pak Ha KPBBTA) WK APYT BH] paK.

o Axko m3non3pare Simponi winu apyr naxuouTop Ha TNF, pucksT aa passuere nuMmdom mim
JpyT BUI PAaK MOXE Ja C€ MOBULIH.

o [MaumeHTHTE € TEXBK PEBMATOUJICH apTPUT WM APYTO BH3MAIUTEIHO 3200 sIBAHE C TOIIMA
JaBHOCT MOXeE J]a €Ca C O-BHCOK OT CPEIHUs PUCK 32 Pa3BUTHE Ha JTUM(OM.

. [Tpu HAKOM nema u roHOMIH, JiekyBaHu ¢ TNF-01okepu ca ce pa3BHiIN pakoBH 3a00JIIBaHUSA,
BKJIIOUUTCIIHO HETUIIMYHU BUAOBE PAK, KOUTO B HAKOU ClIydan Ca OOBCIU 1O CMBPT.

o B penxu cnyyan npu manmedTn, npuemarin Apyru TNF-6iokepwu, e HaOmromaBaH 0ocoOeH U

TEXBK TUIT TUM(POM, HAPEUCH xernaronueHaneH T-kierbueH sumdpom. [ToBeueTo ot Te3u
MAIMEeHTH ca OWJIM FOHOIIM I MIIaJ Mbxke. To3u TN pak 0OMKHOBEHO BOJIU IO CMBPT.
[TouTn BcHYKH OT T€3W MAITUEHTH ca MPUEMAITH CHIIO JIEKAPCTBA, N3BECTHU KATO a3aTHOPHUH
uiu 6-mMepkanTonypu. MHbopMupaiite Barms jekap, ako mprueMaTe a3aTHONPUH WU
6-MepKanToOnypuH €THOBPEMEHHO ChC Simponi.

. [NaruenTHTe C TEXKKA MEPCUCTHUPAIAa ACTMa, XPOHUYHA OOCTPYKTHBHA OenoapoOHa OoiecT
(XOBB) nnmu TexXKHUTE MyIIavyu MOXe J1a ca ¢ TI0-BUCOK PUCK OT Pa3BUTHE Ha paK MpH JICUSHHE
cbe Simponi. AKo umare Texka nepcuctupamnia actMa, XOBb wim mymuTe MHOTO, TpIOBa 1a
obcwaute ¢ Bamms nekap nanu nedenuero ¢ naxuoOutop Ha TNF e moxxopsmio 3a Bac.

. Hsxou manuenTy, JeKyBaHH ¢ TOIMMyMa0, ca pa3BIIIN ONPEICIICHA BUIOBE PaK Ha KOXKAaTa.
Kaxxere Ha Bammmst nexap, ako 1o BpeMe WU CIIe/] TepaInsiTa ce MOSIBAT HAKaKBU IPOMEHH BB
BHJIa Ha KOXKaTa MJIM 00pa3yBaHUs 10 KOXKaTa.

Cepreyna HeAOCTaTEYHOCT

HezabaBHo yBenomeTe Bamus nekap, ako mMaTe HOBH WIIHM MTPOTPECUPAIIA CHUMITOMH Ha ChpJeYHA

HeAocTaThYHOCT. CHMIITOMHTE Ha ChP/IeYHA HEAOCTATHYHOCT BKIIIOUBAT 33yX WJIM MTOJyBaHE HA

Kpakxara.

o JoxmagBanu ca cbo0IIEHNS 32 pa3BUTHE Ha HOBA WJIM BJIOLIaBaHe Ha CHIECTBYBAIlla 3aCTOIHA
ChpACYHA HEJOCTATHYHOCT MpH JeueHne ¢ naxuoutopu Ha TNF, BkimounTenHo Simponi.
Hsxow ot marnpieHTHTE Ca MOYMHAIH.

o AKo MMaTe JieKa ChpJ/IeYHa HeJJOCTAThYHOCT M CTE Ha JIeYeHHe che Simponi, Bamsr siexap
TpsiOBa 1a Bu mpocnensiBa BHUMATEIHO.

3alongBaHNs HAa HEPBHATA CUCTEMA

HezabaBHo yBenomeTe Bamus nekap, ako Hskora Bu e moctaBsiHa quarHo3a Ha AE€MUEITHHU3UPAIIO
3a00JsIBaHE KaTO MHOKECTBEHA CKIIEpO3a WM pa3BUeTe CUMIITOMHU Ha TakoBa. CUMITOMHUTE MOTAT Ja
BKITFOYBAT IIPOMEHH B 3pPEHUETO, CITA00CT B PBIETE M KpaKkara, H3TPHIIBAHE WIIK MPaBYYKaHE B KOATO U
Jla € 9acT OT TUTOTO. BammusT Jiekap e peru aainu Tpsaosa 1a Bu ce mpuara Simponi.

219



Onepalyy Wik CTOMaTOJIOTHYHH MPOLETYPH
. Yeenomere Bamus nekap, ako Bu npeacrou onepanys Wik CTOMaTOJIOTMYHA IPOLENYPA.

o YBenomMere Xupypra win CTOMATOI0Ta, U3BBPIIBAII IIPOIIEAYypaTa, Y€ CTe Ha JIEYeHHE ChC
Simponi, kaTo UM nokaxere Bamara HanoMHsIIa KapTa HA TAI[UCHTA.

ABTOVMMYHHHM 3200JsIBaHUS

YBenomere Bammst nexap, ako pazBueTe CUMITOMH Ha 3a00Js1BaHe, HApEUeHO Jyiyc. CUMIITOMUTE
BKJIIOYBAT YIOPHUT OOpUB, OOJIKHU B CTABUTE H yMOpa.

o Wma penku ciydan Ha pa3BHTHE Ha JYIycC MPHU XOpa, JIeKyBaHu ¢ nHxuoutopu Ha TNF.

3a0o0sgBaHKs HAa KPbBTA

[Tpu HAKOM MAIIMEHTH OPTaHU3MBT HE € B ChCTOSHUE JIa MPOU3BEK/IA TOCTATHYHO KPBBHU KIICTKH,
KOUTO Jla My IoMarar Jia ce 00pu ¢ MH(QEKIUUTE U Ja CUpaT KbpBeHeTo. CBBpKeTe ce He3a0aBHO C
Bamus nekap, ako pa3BreTe BHCOKa TEMIIeparypa, KOsTO He OTMHHABA, JieCHO By ce mosBsBaT
KPBhBOHACSAIAHMS WM KbPBUTE, WIK U3MIICKAATe MHOTO OJjienu. Barms jgekap Moe J1a pelu Jia crpe
JICYECHHUETO.

AKO He CTe CUTYPHH JaJli HIKOe OT M30POCHUTE MO-TOpe ChCTOSIHUS ce OTHAcs 3a Bac, roBopere ¢
Bammist nexap unu gapmanesT, npeau Ja 3aloyHeTe a U3moi3BaTe Simponi.

Bakcunanuu

Yeenomere Bamus nekap, ako Hackopo Bu e npaBena wiu nipeactou aa Bu 6b/1¢ HanmpaBeHa BakCHHA.

o Hoxato cte Ha nedeHre cbe Simponi, He TpsiOBa aa Bu ce mpassT onpenenenn ()KUBM) BAaKCHUHH.

o Hskou BakcHHAIMK MOTAT Jia MPEeIU3BUKAT HHPEKIIMU. AKO CTe MOJyYaBaiy Simponi, JOKAaTo
cTe Ouna OpemenHa, Bamero 6e6e Moke Jla € ¢ MOBHIIIEH PUCK OT pa3BUTHE Ha TaKaBa
WHQEKIHS B IPOIBIDKEHIE Ha IPUOTU3UTEIHO 6 Mecela Clie/I MOCeIHATa J103a, KOSTO CTe
MOJTYYHIIH 10 BpeMe Ha OpeMeHHOCTTa. BaxkHo ¢ na uadopmupare jaekaps Ha Bamrero 6ede u
JIPYTH MEAMIIMHCKH CICIIMATUCTH 32 CBOETO JICYCHUE ChC Simponi, 3a 1a MoraT T€ Jia peuaT
kora BameTo 6e06e Mmoxxe 1a Ob/ie BAKCHHUPAHO.

TepaneBTuuHU HHGMEKIINO3HN areHTH

YBenomere Bamus nekap, ako Hackopo ca Bu npunoxunu nuiu Bu npeacroun na Bu npuitoxar
JieYeHHe C TepaneBTUYeH NH(eKkuno3eH areHT (karo nactuiauus Ha BCG, u3non3sana npu jedeHne
Ha pax).

AJIepruyHy peakuu

Kaxxere Ha Bamus gexap BegHara, ako pa3BUETe CUMIITOMH Ha aJICPTHYHA PEAKITUS CIIE] JICUCHUETO
Bu ¢bc Simponi. CUMIITOMHTE Ha ajiepriuyHa peakiys MOXKe Jla BKJIIOYBAT MOyBaHE Ha JIUIIETO,
YCTHHTE, YCTaTa WIH I'bPJIOTO, KOETO MOXKE Jla TOBEJIE JI0 3aTpyAHEHHUE MIPH MPETTbIaHe WK TUIIIaHe,
KOXXEH 00pUB, YPTHUKapHs, MTOIyBaHe Ha JNITAHUTE, XOAUJIaTa WK TIIE3CHHUTE.

° Hsixon oT Te3u peakuuu Moe Jja ca CEpUO3HU WIH PSAKO KUBOTO3aCTPAILIABALIH.

° Hsxou ot Te3u peaknuu ca ce MOSBUIH CIe IbPBOTO MPUIIOKEHHE Ha Simponi.

Jlena u roHOIIHN
He ce npenopbusa yrorpedara Ha Simponi 100 mg npu nena u roHomu (mox 18 roauam).

Jpyru nexkapctBa u Simponi

. WNudopmupaiite Bamms nexap nin hapmareBT, ako U3MOJI3BATe, HACKOPO CTE M3MOI3BAIH WITH
€ Bb3MOXKHO J1a U3II0/I3BaTe APYIH JIEKAPCTBA, BKIFOUUTEIIHO BCUUKH JPYTH JIEKAPCTBA 32
JIe4YeHUE Ha PEBMATOUACH apTPUT, ICOPUATUYEH APTPUT, AaHKWIIO3HUpALL] CIIOHIWIINT,
HEPEHTIeHOrpa)CKU aKkCHaeH CIIOHIMIOAPTPUT WIN YIILEPO3€H KOJIUT.

o He tpsi6Ba ja u3non3eare Simponi ¢ JeKapcTBa, ChAbPIKAIIY AKTUBHUTE ChCTABKH aHAKHHPA
win abatauent. Te3u nekapcTBa ce U3MOI3BAT 32 JICYEHHE Ha PEBMAaTHYHH 3200 IsIBaHUSI.
o VYBenomere Bammis nexap nnm gapmarneBT, ako IpreMare IpyTH JIeKapCTBa, KOUTO BIIUSAT

BBbpXY UMYHHATa CUCTCMaA.
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o He tps6Ba na momyuaBaTe onpeneneHu (3KMBH) BAKCHHH, TOKATO U3I0N3BaTe Simponi.

AKO He CTe CUT'YpHH JaJIM HAKOE OT U30pOeHUTE MO-TOpe ChCTOSHUS ce OTHAcs 3a Bac, rosopere ¢
Bamus nekap niu ¢apManeBT, Ipeay Ja 3aovHeTe 1a H3IMoI3Bare Simponi.

bpemeHHoOCT U KbpMeHe

[Ipenn na n3momsBate Simponi, yBemomere Bamms nexap, ako:

. cTe OpeMeHHa WM TUTaHupaTte 1a 3ad0peMeHeeTe, JoKaTo n3noia3Bare Simponi. Madopmarusata
3a e(heKTUTE HA TOBA JICKAPCTBO MPH OPEMEHHU JKECHU € OTpaHrueHa. AKO CTE Ha JICUYCHUE ChC
Simponi, TpssOBa na M30sATBaTE 3a0peMEHsIBaHE, KaTO U3IIOJI3BATE aJcKBaTHA KOHTPAIICTIITHS,
JTIOKATO ce JIEeKyBaTe U MoHe 6 Mecela ciie/] IMocieIHaTa MHKEKIHs Ha Simponi. Simponi TpssOBa
Jia ce M3I0JI3Ba [0 BpeMe Ha OPEMEHHOCT caMO aKo JICYEHUETO € aDCOTIOTHO He00X0IMMO 32

Bac.

. TpsiOBa na ca U3MUHAIM TIOHE 6 Mecela OT MOCISAHOTO PUIIOKEHHE Ha Simponi npeau aa
3amovyHeTe Aa KbpMuTe. AKO Bu mipencTon jieuenune cbe Simponi, TpsOBa 11a cripere aa
KbPMUTE.

o AKo cTe mmoirydaBaiy Simponi 1o BpeMe Ha OpeMeHHocTTa, BameTo 6e6e Moxke 1a € ¢ TIOBUIIeH

pHCK OT pa3BuThe Ha nHpekuus. Baxno e na undopmupate nekapst Ha Bamero 6ede u npyrute
MEINIIMHCKH CIEIMAIUCTH 332 CBOETO JIeYeHNE Che Simponi, peau Bamero 6ebde ma 6bae
BaKCHHHUPAHO (32 ImoBeve WHPOPMAIIHS BIDKTE pas/iesia 32 BAKCHHAIIH).
AKo cTe OpeMeHHa WM KbPMHUTE, CMSTATe, Y€ MOXKE Jla CTe OpeMEeHHa WM TUIaHUupaTe OpEeMEHHOCT,
NOCHBETBalTE ce ¢ Bamms ekap wmn (hapmManeBT npeau yrnorpedara Ha TOBa JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHU

Simponi moenusBa B Malika CTENeH crocoOHocTTa By 1a modupate u 1a U3mon3BaTte HHCTPYMEHTH
WM MallliHA. BBhIpekn ToBa cie/ mpuiokKeHne Ha Simponi MOXe Jja ce TIOSIBH 3aMaliBaHe. AKO TOBa
ce ciy4H, He IodupaiTe 1 He N3MOI3BATe MHCTPYMEHTH WIIM MAIllHH.

Simponi cbaABpAXKa JIATEKC H COPOUTOJ

CBpPBXYYBCTBUTEIHOCT KbM JIATEKC

KamaueTo Ha uriara, 4aCT OT MPE€ABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA, CHAbpiKa JIATCKC. Toit kaTo
JaTEKCHT MOXKeE Jia MPEAU3BUKA TEKKH allEpIrHYHH PeakLuy, yBeaomere Bamus nekap, ako Bue nnn
YOBEKBT, KOMTO ce rprkH 3a Bac, cte anepruynm KbM JaTexc.

HenoHocuMocT KbM cOpOUTOI
Tosa nexapctBo chabpika 41 mg copouton (E420) BHB BCsika peABApUTEITHO HAIThIIHEHA
CIIPUHIIOBKA.

3. Kak na nznosssare Simponi

BuHaru u3nosn3BaiiTe ToBa JeKapcTBO TOUHO KakTo Bu e ka3zan Bamust siekap uinu papmanent. Ako
HE CTe CUTYPHH B Helllo, onutaiite Bamus ekap wiu gpapmaresT.

Koako Simponi ce npunara
PeBMaToueH apTpuT, ICOPUATUYEH apTPUT U aKCHAJIEH CIIOHIMIOAPTPUT, BKIIOUUTEIHO
AHKUJIO3UPAIL CIIOHTUIIUT U HEPEHTIeHOrpa)CKH aKCcHalleH CIOHAMIIOAPTPHUT:

° IIpenoppuutennara no3a e 50 mg, npuoxkeHa BEAHBK MECEYHO Ha €JHa U ChlIa J1aTa.

° IIpenu yetBbpTaTa Bu n03a ce 00bpHETE KbM Bamms nekap. Bammusr jiekap e onpenenu ganu
JICUSHHETO ChC Simponi TPsSOBA 12 MPOIBIKH.
o Axko Texxute mosede ot 100 kg, nozara moxe na Obae nmopumeHa Ha 100 mg

(C’BZL’Bp)KaHI/ICTO Ha 1 NpEABAPUTCIIHO HAITBJIHCHA CHpI/IHL[OBKa), IMPUIJIOKCHU BEIHDBIK
MECCYHO Ha €1Ha U ChIIa JaTa.

VYmepo3eH KoauT
o Tabmurara mo-A01y oka3Ba Kak 00MYaiHO IIe MpUeMaTe TOBa JEKapCTBO.
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Hauano na neuenuero Havamna no3a ot 200 mg (ChABpKaHUETO HA 2 TIPEABAPUTEITHO
HaITBTHEHU CIPUHIIOBKH ) TTociieiBano ot 100 mg (ChabpikaHUETo Ha
1 mpeBapUTEITHO HATBJIHEHA CITPUHIIOBKA) 2 CEIMUIM ITO-KBCHO.

[Monmbpixkalio aeueHne o IIpu nauuentu c terno nmox 80 kg, 50 mg (3a xa ce nmpunoxu
Ta3M J103a Ce€ U3MO0JI3Ba MPEIBAPUTEIIHO HAITBIHEHA MUCAIKA WIIH
MIpeIBapUTEITHO HATbJIHeHa CIpHUHIIOBKA OT 50 mg) 4 ceamumn
clie/l oceTHOTO By nedenue, cie ToBa Ha BCEKU 4 CEIMUIIH.
Bammsr nexap moxe fa pemu Aa npeanuire 100 mg
(cpabpkanueTo Ha | MpeaBapUTEIHO HATBJIHEHA CIIPUHIIOBKA),
B 3aBUCHMOCT OT TOBa, KaK Ce€ MOBJIMIBATE OT Simponi.

o [Tpu marmentu ¢ terno 80 kg nim moseue, 100 mg
(cpappkaHueTo Ha | mpeaBapUTETHO HATBIHEHA CIIPUHIIOBKA)
4 ceaMuIy cieq mociaeTHOTo Bu nedenue, cien ToBa Ha BCEKH

4 ceamur.
Kak ce mpuiara Simponi
o Simponi ce mpuara uype3 WHXEKIH 1Mo/ KoKaTta (TIOAKOXKHO).
. B nauanoto Bammsr nekap wim MeIuIIMHCKA cecTpa Moke 1a Bu nmxkexTrpa Simponi. Bue n

Bammst nexap obaue Moxe J1a peluTe, 4e MoXKeTe caMu Jia CH HHKeKTupate Simponi. B To3u
CiTydJaii e Ob/1eTe 00y4eH! KaK caMu J1a CH HEXKEeKTHpaTe Simponi.
I'oBopere ¢ Bamms siekap, ako ©Mate BHIIPOCH OTHOCHO TIOCTaBSIHETO Ha MHXKEKIMATA. B Kpas Ha Ta3n
JIUCTOBKA 11 HaMEpUTe NOAPOOHH ,, IHCTpyKIMHK 32 yrnoTpeda”.

AKO cTe U3M0JI3BAJIM MOBe4Ye 0T Heo0XoaumMaTa 103a Simponi

AKO cTe H3MoJI3Baj Wi Bu e puitoskeHa TBbp/e BUCOKA J103a Simponi (WK upe3 HHKEKTUpaHe Ha
€IHOKpaTHA BHCOKa 1034, WM Ype3 TBbPJIEC YeCTO NPUIOKeHUe), He3abaBHO roBopere ¢ Bamms nexap
win dapmaneBT. Bunaru Hocere cbe cebe CH KapTOHEHaTa OIIaKOBKa, JOPH TS J1a € Ipa3Ha, U Ta3u
JIMCTOBKA.

AKO cTe MPOIyCHAJIM a U3IoJi3BaTe Simponi
AKo cre 3a0paBrIM a2 HHXKEKTHpaTe Simponi Ha IUIaHUpaHaTa JaTa, IPUIOKEeTe IPOoITyCcHaTa 032
BE€JHAara oM CH CIIOMHMUTE.

He u3nonspaiite IlBOﬁHa 1034, 3a 1a KOMIICHCHUPATEC IIPpOITyCHaTaTa 103a.

Kora Ja CY MHXXCKTUPpATE Cli€ABaliaTa 103a:

. AKO cTe 3aKBbCHEINH € TIO-MaJIKO OT 2 CEIMUIINA, HHKEKTUPANTE MPOIyCcHATaTa 1032 BeIHara
CJIe]T KaTO CU CIIOMHUTE U TPOIBIDKETE 10 ITbPBOHAYANIHATA CXEMa Ha MPUIIOKEHHE.
o AKO CTe 3aKbCHEJH C TIOBEYE OT 2 CeIMUIU, HHKEKTHpANTe MPoITyCHATaTa 1032 BeHara cie

KaTO CH CIIOMHHUTE M Ce CBBpKeTe ¢ Baius jiekap wiu papMalieBT, 3a Jia MomuTaTe Kora Jia
WHXEKTHUpaTe cleJBamiaTa 103a.

Axo He cTe CUT'YPHH B HECIIIO, nonutante Bammms JICKap Ujin (bapMaL[CBT.

AKo cTe cripesiu ynorpebéara Ha Simponi
AKo0 0OMHCIISATE 2 CIIpeTe MPUIOKEHUETO Ha Simponi, IEPBO 00chaeTe ToBa ¢ Bamus nekap uiu
(dapmarieBT.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JISKApCTBO, MOJIS
nonuTaite Bamms nekap, papMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHN HeKeTaH! peakuu

Kakro Bcuuku JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKH ' TIOJTy4aBa. HpI/I HAKOU MAITUCHTHU MOXKE J1a CC PA3BUAT CCPUO3HU HCIKCIIaHU pCaKIUuU, KOUTO
HaJiarat je4deHue. PUCKBT OT mosiBa Ha OIIPEACICHN HEXKEIIaHU PEAKIIUU € ITO-T'0JIAM IIPH 103a OT
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100 mg B cpaBHeHHe ¢ 1032 oT 50 mg. Hexkenmanu peakmuu MOTaT J1a Ce pa3BUAT U 10 HAKOJIKO Mecera
CJIe] TocTIeTHATA WHKCKITHS.

He3zabasno YBEOAOMCTE Bammus JICKap, ako 3a0€JIEKUTE HIKOS OT CJICOHUTEC CEPUO3HU HCKEIIAaHU
JICKaApCTBCHU PCAKIINH, BKIIFOYBAIIH:

aJIePrUYHH PEaKINN, KOUTO MOTAT 1A 0BJAaT CEPHO3HU, UJIH PIIKO

sKMBOTO3acTpamaBamm (peaku). CHMIOTOMHI Ha alepruyHa peaKiis MOTaT JAa BKIIFOYBAT

MOJTyBaHe Ha JIUIETO, YCTHUTE, YCTaTa WU I'bPJIOTO, KOSTO MOXKE JIa IPUYHHU 3aTPYAHCHO

MIpeTThIaHe WK AUIaHe, KOXKeH 00pHB, KOMIPUBHA TPECKa, IO JyBaHe Ha PHIIETEe, XOIMUIaTa

WU TJIe3eHnTe. HAKOM OT peaknuuTe ce MOSBABAT Cle MEPBOTO IIPIIIOKEHUE Ha Simponi.

cepuo3uu uH¢exuuu (BriaounTeaHo Th, 6akrepuannu nHpeKIUN BKIIOYUTETHO

cepuo3H NH(PEKINA HA KPHBTA H THEBMOHUS, TeKKH I'bOMYHN HH(PEKIHN U IPYTA
onopTIHUCTHYHHN HHPpeknun) (dectn). CUMIITOMUTE HA WHPEKIIUS MOTAT J]a BKIFOYBAT

MOBHIIIEHA TEMITEpaTypa, yMopa, Kanumima (yrnopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3aryba

Ha TETJIO, HOIIHO M3MOTSABAHE, TUapUs, paHH, TPOOJIEMHU ChC 3LOUTE U MapeHE MPH YPUHUPAHE.

MOBTOPHO AKTHBHPAaHE HA BUPYyca HAa XenaTuT B, aKko cTe HOCUTEJ HJIM B MUHAJIOTO CTE

O0osenyBaau ot xenatuT B (psiako). CUMITOMUTE MOTAT JIa BKJIIOYBAT MOXKBJITIABAHE HA

KOXKaTa ¥ O4YnTe, ThMHOKa(sIBO OIBETSIBaHE HA YpUHATA, OOJIKA B JsICHATA CTpaHa Ha KOpeMa,

TeMIIepaTypa, rajieHe, IOBPhIaHe U CHITHA YMOpa.

3a00J/15IBaHe HA HEPBHATA CHCTEMa KATO MHOKeCTBeHA CKiepo3a (paaKo). CHMITOMHUTE Ha

3a0oJIsiBaHe HAa HEPBHATA CHCTEMa MOTaT J1a BKJIIOYBAT IPOMEHH B 3pEHHUETO, cJ1a00CT B PhLETE

Y KOJIEHETe, U3TPhIIBaHe WM MpaBydKaHe Ha pa3IMIHU YacTH Ha Barmero Tsio.

pak Ha quMdHUTEe BB3IU (tumdom) (psiako). CuMITOMUTE HA TMM(OMa MOraT Ja BKIIFOYBAT

moyBaHe Ha JIMM(HUTE BB3IH, 3aryda Ha TETJIO Wi MMOBHUIIIEHA TEMITepaTypa.

ChbpAeYHa HENOCTATHYHOCT (PsiAKo). CHMIITOMHTE Ha ChPJEYHA HEIOCTATHYHOCT MOTaT Jia

BKJIIOYBAT 3a/1yX WM MTOyBaHe Ha Xoauiara Bu.

MPHU3HAIM HA HAPYIIEHHUS HA HMYHHATA CHCTEMA, HApeYeHH:

- aymyc (psigko). CHMITOMUTE MOTAT Jia BKJIFOUBAT CTaBHA OOJIKa WJIM OOpUB 110 Oy3HTe
WJIH PBIIETEe, KOWTO € YyBCTBUTEJICH KbM CITHHIIETO.

- capkou03a (psaako). CiMIToMuTe MOTAT Ja BKIIIOYBAT YIIOPUTA KAIUIHAIIA, 33aTyX,
0oJIKa B I'bpIUTE, MOBUILIEHA TEMIIEpATypa, MOyBaHe Ha TUM(HUTE BB3IIH, 3ary0a Ha
TErNI0, OOPHUBH 110 KOXKaTa U 3aMBbIIICHO 3pEHHE.

Bbh3NajleHHe HA MAJIKHTE KPHBOHOCHHU ChA0Be (BacKyJauT) (paako). CHMITOMUTE MOTAT Jia

BKITIOYBAT TOBHUIIIEHA TEMIIEpaTypa, T1aBo0oIue, 3aryda Ha Terio, HOITHYU U3IOTIBaHs, 0OpUB

Y HEBPOJIOTMYHHU ITPOOJIEMHU KAaTO U3TPBIIBAHE HIIM MPaByYKaHE.

pak Ha KoxkaTa (HedecTo). CUMIITOMHTE Ha pak Ha KO)KaTa MOTaT J1a BKJIIOYBAT IPOMEHH BbHB

BBHHIIIHUS BUJ] Ha KOXKaTa WM 00pa3yBaHUs 10 KokaTta Bu.

3a00JIsiBaHe HA KPbBTa (YecTo). CHMITOMUTE Ha 3a00JIsIBaHE Ha KPHBTA MOTAT J1a BKIIOYBAT

YHOpHUTa TeMIepaTypa, MHOTO JIECHO HACHHSIBaHE WM KbPBEHE, HIIU CHITHA 0JIeIOCT.

pPak Ha KpbBTa (JieBKeMus) (PsAaK0). CUMIOTOMUTE Ha JIEKEMUSI MOTaT Ja BKIIOYBAT

MOBHIIIEHA TEMIIEPATypa, YyBCTBO Ha yMOpa, YeCTH HH(EKIINH, JICCHO TIOCUHIBAHE U HOLIHU

W3IIOTSBAHMS.

Kaxete HezabaBHO Ha Bamms JICKAp, ako 3a0eNeKUTE HIAKOH OT I/I36pO€HI/IT€ CHUMIITOMU.

Hp]/l MPUJI0KCHHUE HA Slmpom ca HaﬁJ’llOZ[aBaH](l CJICAHUTEC JOMBJHUTEC/IHA HEKETAHU PEAKIIUN:
MHoro 4yecTy HeXKEIaHU PCaAKIIN (MO)KG Ja 3aCCruaTt 1noBcyc OoT 1Ha 10 ,I[VIIII/I)Z

Mudexnnn Ha TOPHUTE TUXATEITHN THTHUINA, BB3MAJIEHUE Ha THPIIOTO, APE3TaB riac, Xpema

Yect Hexenaun peakimu (Moratr aa 3acerHar 10 1 Ha 10 mammenTn):

IIpomenu B uepHOAPOOHUTE MMOKa3aTeNy (TIOBUIIABAHE HA YEPHOAPOOHUTE EH3UMH ),
YCTaHOBEHU IIPH U3CJICABAHUATA Ha KPBBTA, HANPABEHH OT Baus nexap.
3amastHOCT

I'maBobomnme

W3tpbnBane wim MpaBydKaHe

IToBBpXHOCTHU TEONIHN HHPEKITUN

Abcrec
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Baxrepuannu nadexuun (KaTo HeTyuT)

Hucbk Opoii Ha yepBeHUTE KPBBHU KIETKH

Hucbk Opoii Ha Oenute KpbBHU KIETKH

[To3uTuBEH KPBBEH TECT 3a JIYIYyC

AJIepTUYHU paKIUH

Jlomro xpaHocMuiiaHe

bonka B cromaxa

I'anene

['pun

Bbponxur

Wndexums Ha cUHyCcHTE

Xeprmec

[ToBuIIEHO KPBHBHO HANSATAHE

[ToBuiiena Temmneparypa

ActMa, 3a1yX, XpUNTEHE

Hapymenus Ha cToMaxa 1 uepBara, KOUTO BKJIIOYBAT Bb3MaJCHUE HA JINTaBHUIIATa HA CTOMaxXa U
ne0enoTo YepBo, KOETO MOXKE [la IPUYMHU BHCOKA TeMIIeparypa
Bosnika u s13Bu B ycTaTa

Peakium Ha MSICTOTO HAa MHXKEKTHpaHe (BKIIOYHTEIHO 3a4epBsIBaHe, YIUTbTHABaHE, OOJKa,
KpBbBOHACSIaHE, ChPOEK, M3TPHIIBAHE U APA3HEHE)

Kocomag

OO0puB u cppOex Ha KOXKaTa

be3cpHuE

UyBCTBO Ha MOTUCHATOCT

UyBcTBO Ha cimabocT

CuynBaHe Ha KOCTH

HuckomdopT B 001acTTa Ha TPBAHAS KOII

Heuectu Hexxenanu peakuuu (Moxe aa 3acersat 1o 1 ga 100 gymm):

brOpeuna nHdpekms

PakoBu 3a00siBaHus, BKITFOYMTEITHO paK Ha KOXKaTa U HEPaKOBU 00pa3yBaHUs M OYUKH,
BKJIIOUHUTEITHO OCHKU

Koxuu mexypu

Texxka nH(EKLIUs pa3npocTpaHeHa U3 eI OPraHU3bM (CEIICHC), B HAKOU ClIydau
BKJIFOUUTENTHO HUCKO KPBBHO HaJsraHe (CenTHYEH IIOK)

Ilcopuasuc (BKIOUYHUTENHO O AJaHUTE W/WIIK XOOuaTa, H/uin 1noj opmaTa Ha KOXKHU
MeXypH)

Hucbk Opoii Ha TPOMOOIIUTHTE

001110 HUCHK OpOii HAa TPOMOOIIMTUTE, YSPBEHUTE M OCITUTE KPBBHU KIICTKH
HapyieHns Ha IIMTOBHIHATA JKJIE3a

[loBuiieHne Ha HUBATa HA KPbBHATA 3aXap

[oBuiieHre Ha HUBATa HA KPBBHHS XOJIECTEPOIT

Hapy1uenus B paBHOBECHETO

3pUTENHN CMYIICHHS

Br3nanenne Ha OKOTO (KOHIOHKTHUBUT)

Ouna aneprus

VYcemane 3a HEpaBHOMEPEH ChPIECYEH PUTHM

CrecHsiBaHE Ha KPHbBOHOCHHUTE CHJIOBE HA CHPIIETO

Cscupeny B KpbBTa

3adepBsBaHE HA JUIETO

3amex

XpOHUYHO BB3MAIUTENHO 3200 sIBaHE Ha Oenute IpodoBe

Kucenunu

KambHu B xirpukaTa
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o Hapymenus Ha yepHus apo6
o Hapymenus Ha repaute
. MeHcTpyanTHu HapyLIeHHS

Penku Hexkenanu peakiu (Moxke j1a 3acerHat 1o 1 ga 1 000 gymm):

HeBb3MOKHOCT Ha KOCTHHS MO3BK J1a IPOM3BEXK/1a KPHBHH KIETKU

CutHO HamaJieH Opoit Ha 6eTuTe KPHbBHU KICTKH

Wudexnns Ha cTaBUTE WK HA THKAHUTE OKOJIO TAX

3abaBeHO 3apacTBaHE HA PaHU

Br3nanenne Ha KPbBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTaHU

JleBkemust

MenanoMm (BHI paK Ha KOXKaTa)

Mepken-KiIeThUeH KapIIMHOM (B pakK Ha KoxKaTa)

JluxeHOUTHT peakIuu (ChpOsIT YepBEHUKABO-IMIIAB KOXKEH OOPHB M/WJIM HAIITKOBHUIHN CHBO-
Oeny TMHUW BBPXY JIUTaBULIUTE)

JIrocmecra, mromenia ce Koxka

Hapymenns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE J]a 3aceTHAaT OennTe IpoOoBe, KoxKara U
JUMQPHUTE BB3JTU (HAH-4eCTO TPOSBEHHU KaToO CaApKOM103a)

bonka u IMpoMsAHA B LIBE€TA HA IPBCTUTE HA PBLUCTC WM KpaKaTa

IIpomsHa Ha BKyca

HapyieHns Ha MUKOYHUS MEXYP

Hapymenuns na 660penure

Bb3naneHue Ha KPbBOHOCHUTE ChJIOBE Ha KOXaTa, KOSTO BOJH JI0 OOPUB

Hexxenanu peakiiuy ¢ HeM3BECTHA YSCTOTa:

o Psagpk TN pak Ha KpbBTa, 3acsrall IpeAMMHO MIaau Xopa (XenaTtonveHaneH T-kineTpueH
nmbom)

. Capkom Ha Kanomm-psiiko cpeliad pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepreceH BUpYyC 8.
Capxkom Ha Kanommu Haii-uecTo ce cpema nox ¢popmara Ha IIypIlypHH H3MEHEHUS BBPXY
KO>KaTa.

o Brnomasane Ha 3a00isiBaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO Ce MPOsIBsIBA KATO KOXKEH

00puB, IPUIIPYKEH OT MyCKYJIHA cabocT)

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOITyunTe HIKAKBU HEXEJIaHU JICKApPCTBEHU peakiny, yBegomere Bamms nekap, GapmaneBt wim
MeIUIMHCKA cecTpa. ToBa BKIIFOYBA BCUUKU BH3MOXKHU HEONMCAHH B Ta3H JINCTOBKA HEXKeJIaHH
peaknuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 32
ChOOIIIaBaHe B:

W3mbiHATENHA areHIus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cpobiaBare HexxenaHu peakiy, MOXKETe Ja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBeYe
WHQOpPMAITUS OTHOCHO 0€3011aCHOCTTA Ha TOBA JIEKApCTBO.

5. Kak na coxpansiBame Simponi
o CbxpaHsBaiiTe TOBa JIEKAPCTBO Ha MSCTO, HEAOCTHIIHO 3a Jela.
. He n3non3BaiiTe TOBa JI€KapCTBO CIIE CPOKA HA TOTHOCT, OTOETSI3aH BEPXY €THKETA CIIeN

»EXP* 1 BbpXy KapTOHEeHaTa onakoBKa ciej ,,l'onen 10:“. CpoKbsT Ha TOAHOCT OTrOBaps HA
MOCJIEHUA JISH OT TTOCOYCHHUSI MECeIl.
. [a ce cpxpansipa B xnammmHuK (2°C — 8°C). [la He ce 3ampa3sba.
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6.

ChxpaHsBaiiTe MPeIBAPUTEITHO HAITBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATA ONIAKOBKA, 3a J]a Ce
Npea3y OT CBETIINHA.

ToBa jekapcTBO MOXKE Jla C€ ChXPaHSBA ChIIO U3BBH XJIAIMIHUKA, IPU MaKCHUMalTHa
temneparypa a0 25°C, enHokpatHo 3a riepuox 10 30 gHH, HO He U CJIe] 1aTaTa Ha M3THYaHe Ha
I'bPBOHAYATHHS CPOK HA TOJIHOCT, HalleuaTaH BLPXY KapTOHEHaTa onakoBka. Hamuiiere HoBUs
CPOK Ha TOJIHOCT BhPXY KapTOHEHATa OMIaKOBKA, BKIIFOUUTEITHO JIeH/Mecell/ToiuHa (He oBeYe
o1 30 mHH, cien KaTo JICKApCTBOTO € M3BAACHO OT XJIamuiaHuKa). He BphIaiiTe TOBa JIeKapCcTBO
00paTHO B XJIQJIMITHHKA, CIIe]l KaTo € JOCTHTHAJIO cTaliHa Temmeparypa. M3xpepiere ToBa
JICKapCTBO, aKO He ObJIe U3IMOJI3BAHO B PAMKUTE HAa HOBHSI CPOK Ha TOAHOCT HJIM CPOKa Ha
TOJIHOCT Hare4yaTaH BbPXY OIAKOBKATa, B 3aBHCUMOCT OT TOBa KOW € IMO-paHeH.

He usnon3paiite TOBa JIEKapCTBO, aKO 3a0€JICIKUTE, Ye PA3TBOPHT HE € OUCTHP 10 CBETIOXKBIIT,
4e € MBTCH WIIH ChIbPKa Yy YACTHIIH.

He u3xBbpIistiiTe ekapcTBaTa B KAHAIU3AUATA WK B KOHTEHHEpa 3a JOMAIITHU OTIAIbIH.
[Nonwuratite Bammus sekap wiu GpapManeBT Kak 1a U3XBbPIUTE JICKapCTBATa, KOUTO BEYE HE
n3non3sare. Te3n MepKH Ie CIOMOTHAT 3 ONa3BaHe Ha OKOJHATa cpefa.

Cb)n)pmalme Ha OnMaKOBKaTa M J0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cpabp:xa Simponi

AKTHBHOTO BEILECTBO € rosinMyMad. EnHa npeaBapuTenHo HabiIHEHa CIIpUHIOBKa oT 1 ml
chabspka 100 mg ronmumyman.

Hpyrute cberaBku ca: copouron (E420), XUCTUINH, XUCTHIMHOB XUAPOXIOPH MOHOXUPAT,
nonucop6at 80 1 BoAa 3a MHXKEKINH. 3a JOITBJIHATEIHA HHPOPMAIIHSI OTHOCHO COPOUTOI
(E420), BmkTe TOUKA 2.

Kak u3riie:kna Simponi 1 KaKBO ChABPKA ONAKOBKATA

Simponi ce 1ocTaBs KaTO HHXEKITMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIHEHA CIPHUHIIOBKA 32
eJHOKpaTHa ynoTpeda. Simponi ce 10CTaBsl B OMIAKOBKH, ChAbPIKAIIK | MPEIBAPUTEITHO HAIIBJIHEHA
CIIPUHIIOBKA M TPYNOBH OMAKOBKH, ChABPKAIIM 3 (3 OMaKoBKH OT 1) mpeABapUTENHO HATBJIHEHU
CIIPUHIIOBKU. He BcHiky BUIOBE OMAaKOBKM MoraT Jja ObAaT MyCKaH! B TIPOIaxoa.

Pa3TBOpBT € OUCTBP 110 JICKO ONaJIECIICHTEH (C mepiicH OJIsIChK), O3IBETEH 0 CBETIIOKBJIT U MOXKE Ja
CBHABPIKA MAIIKH MTPO3PAYHH MM 0NN MPOTenHOBH YacTull. He u3nmonssaiite Simponi, ako
Pa3TBOPHT € C MPOMEHEH IIBIT, MBTCH WIIH ChAbPIKAIL BUIUMH TyKTH YACTHUIIH.

IpuTexaTes Ha pa3pelleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a AonbAHUTENTHA HHPOPMAITUS OTHOCHO TO3H JICKAPCTBEH MPOYKT, MOJIS, CBBPKETE CE C TOKATHHUS
NPEICTaBUTEN HAa PUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 6494 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com
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bbarapus

»KOHCBHH & JIkoHCHH brarapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: 0800 086 9247 / +49 2137 955 6955

jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALGoo

Janssen-Cilag ®oppokevntiky Movorpoécmmn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

TéL: 0800 25 50 75/+33 1550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@yvistor.is

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SlI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400



Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvnpog Sverige

Bapvéapoc Xatinmavaynig Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com
Latvija
UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

JlaTta Ha mocJIeqHO Mpepasrjiexaane Ha gucToBkara 10/2025

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JieKkapcTBara https://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeslaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKH
CIEeNUAINCT KAK 1A MOATr0TBSATEe HHIKEKIUATA U 1a A MoCcTaBsATe. AKO He CTe MPeMUHAJIHN TAKOBa
o0yuyeHue, M0JIs1, CBbp:KeTe ce ¢ Bammus Jiekap, MeAMIUHCKA cecTpa Wi ¢apManeBT, 3a 1a CH
HACPOYHUTe cpellia 3a o0y4eHHe.

B Te3u unCcTpyKUMH:

1. [MoxroToBka 3a M3MOJI3BaHE HA MPEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA
2 W30upane 1 NOArOTBSIHE HA MACTOTO 32 MH)KCKTHPaHE

3. WHxexTupaHe Ha JEKapCTBOTO

4 Crre MH)KEKTUPAHETO

Ha nuarpamara mo-gony (Buxre durypa 1) e mokasaHo Kak U3rIexKIa NPEeABAPUTEIHO HATbIHEHATA
CIPUHIIOBKA.

6yTano  cyo6u Ha npegnasuTens kopnyc.

Ha urnata KOHTPOJTHO Npo3op4e Kana4ye Ha urnata

_LE(_Z |
- R |

S

~JE_L —

{4
= ]
rnasa Ha 6yTanorto CTpaHuuun Ha npegnasutena eTuKeT urna
Ha urnarta
®urypa 1
1. IloaroroBka 3a M3MOJI3BaHe HA MPeIBAPUTETHO HATbJIHEHATA CHIPUHIOBKA

XBaHeTe NMpeIBAPUTETHO HATbJIHEHATA CIPUHIIOBKA 32 KOpILyca

o He s xBamaiite 3a riiaBata Ha OyTaJloTO, 32 CAMOTO OYyTaJlo, CTPAHULIUTE Ha MPEATNA3UTeNs Ha
WrJjiaTa Wiy KaradeTo Ha WrJiata.

. Hukora He uzrernsiite OyranoTo.

o Huxkora He pa3knamaiite npeiBapuTeIHO HaITbJIHEHATA CIIPUHIIOBKA.

o He maxaiiTe kamadyero Ha IpeJBapUTEIHO HATBJIHEHATA CIPUHIIOBKA, JOKATO HE CTUTHETE 110
M3pUYHU MHCTPYKIIMHU Jia TO HalpaBUTE.

o He noxocBaiite ckoOHTE 3a aKTUBHpPaHE HAa IPOTEKTOPa Ha UriaTa (0TOeNsI3aHu Che 3Be3a *

BBB Qurypa 1), 3a 1a ce n3berHe npeaBapuTEIHO MOKPUBAHE HAa UIJIATA C MPEAIa3HTeNs.

IIpoBepeTe 6post Ha MpeIBAPUTETHO HATBJIHEHUTE CIIPUHIIOBKH
[IpoBepeTe mpeaBapUTEIHO HATBIIHEHUTE CIPUHIIOBKY, 32 Ja CE YBEpUTE, Ue
o BposiT npenBapuTeTHO HAITBJIHEHH CIIPUHIIOBKH W KOJIMUYECTBOTO aKTHBHO BEIIECTBO HA /1032 ca
NPaBUIHA
o Axo nmo3ara Bu e 100 mg, me B3emMeTe €1Ha MTpeIBapUTETHO HAIThIHEHA CIIPUHITOBKA OT
100 mg
o Axo no3ara Bu e 200 mg, 1m1e B3emMeTe J1Be MpeIBapUTeTHO HATBJIHEHN CIIPUHLIOBKH OT
100 mg u 11e TpsOBa Aa CH HANpaBHUTE JIBE MHXKEKIMU. M30epeTe pa3iuuHu MecTa 3a Te3H
WHXXEKIMHA KATO ITI0CTABUTE UHKEKLIMUTE €HA CIEel Apyra.

IIpoBepeTe cpoka Ha TOAHOCT (BH:KTe urypa 2)

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIK HAIIMCAaH BbPXY KAPTOHEHATa OMaKOBKa

. [IpoBepete cpoka Ha ronHocT (ciex Hannuca ,,EXP*) Ha eTukeTa, KaTo MorieaHeTe B
KOHTPOJIHOTO IIPO30pye, KOETO CE HaMMpa Ha KOPIlyca Ha IPeABAPUTEIHO HallbJIHEHATa
CIIPUHLIOBKA.
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o AKO He BIXKIaTe CPOKa Ha TOAHOCT B KOHTPOJIHOTO MPO30pUE, XBAHETE MPEABAPUTEITHO
HaIThJIHEHATa CIIPHHIIOBKA 3a KOPITyca U 3aBbpPTETE KalmayeTo Ha WIJaTa, 3a Jia Blie3e CPOKBT Ha
TOJTHOCT B OYEPTAHUATA HA KOHTPOIHOTO TPO30pYUE.

He u3non3paiite npeaBapUTeIHO HAMBIHEHATA CIPUHIIOBKA, aKO CPOKBT HA TOJHOCT € U3TEKBIL.
HameuaTanusT cpok Ha TOIHOCT OTIOBaps Ha TMOCISAHHS ICH OT MMOCOYCHUS Mecell. Moirsi, o0bpHeTe
ce 3a romoIn KeM Bammmst nekap wim papMareBT.

Qurypa 2

N3yakaiite 30 MUHYTH, 32 12 MO2Ke NIPEeABAPUTEIHO HATbJIHEHATA CIIPUHIOBKA 12 JOCTUTHE

cTaiiHa TeMImeparypa

o 3a J1a cTe CUTypHH, Y€ JIEKapCTBOTO € MHKEKTHPAHO MPABUIIHO, U3BaJIeTe MPEABAPUTEITHO
HaI'bJIHEHATa CIIPHUHIIOBKA OT KYyTHATA U g OCTaBETE HA CTailHA TeMIepaTypa B IPOABIDKEHHE Ha
30 MUHYTH, Ha MSICTO, HEIOCTBITHO 3a JeLa.

He 3aToruisiite mpeaBapuTenHO HAaITbIHEHATa CIIPHHIIOBKA MO HUKAKbB JAPYT HA4MH (HallpuMep B

MHUKpPOBBIHOBA (ypHA HIIH B TOpEIIa BOA).

He cBandiiTe kanma4eTo Ha UIiaTa Ha MPEABAPUTEIHO HATBJIHEHATA CIIPUHIIOBKA, TOKATO U34aKBaTe Ja

JIOCTUTHE CTaliHa TeMIIepaTypa.

IHoarorBere ocTaHanuTe HEOOXOAMMH CPEICTBA
Jokato dakare, MOXe Jla IOATOTBUTE OCTaHAIINTE HeoOXxoaumu By cpenicTBa, BKIIFOUUTEITHO TAMIIOH,

HaIlO€H CbC CIIUPT, IaMYK HUJIU MapJisd U KOHTefIHep 3a OCTpH OTIIAABbIIH.

IIpoBepere TeYHOCTTA B NPeIBAPUTETHO HANTBJIHEHATA CIIPMHLIOBKA

° XBaHeTe MpeABapUTEIHO HAIThIIHEHATA CIIPUHITOBKA 32 KOPITyCca, TaKa Ye KarmayeTo Ha hriiaTta
Jla COYX HAIOMY.
° [lornemHeTe B KOHTPOIHOTO MPO30PUeE, 32 JIa CE YBEPUTE, Y€ TEUHOCTTA B IMPEABAPUTEITHO

HaI'bJIHEHATA CIIPUHIIOBKA € OUCTpa WM JIEKO ONaJIeCIEHTHA (C mepiieH OJsIChK) U Oe31BEeTHA
JI0 CBETIIOXKBIITA. Pa3TBOPHT MOXKE Ja Ce U3IMOJI3BA, aKO ChABPIKA MANKH MPO3PAYHU HITH OEITH
MPOTEHHOBU YACTHIIH.

o AKO TIpe3 KOHTPOJIHOTO TPO30pYe HE MOXKETE Ja BUUTE TEYHOCTTA, XBAHETE MPEABAPUTEITHO
HaIllTbJIHEHATa CIIPHUHIOBKA 3a KOPIIyCa U BbPTCTEC Kallau€To Ha HUIjlaTa, 10KAaTO HE BUIUTC
TEYHOCTTA B KOHTPOJIHOTO Mpo3opue (BxkTe Gurypa 2).

He u3non3Baiite nmpeBapuTeIHO HAMTBIHEHATA CIIPUHIIOBKA, aKO TEYHOCTTA € C PA3JIUUCH [BAT, MbTHA

WU ChIIBPIKa MO-TOJIEMH YacTHIH. AKO 3abenexuTe mogo0Ho Helo, 00bpHETE ce KbM Barmms ekap

i (hapmarieBT.

2. HN30upaHe U MOATOTBsIHE HA MSACTOTO 32 HHKeKTUPaHe (BuxkTe durypa 3)

. JlekapcTBOTO OOMKHOBEHO CE& MHKEKTHPA TI0 IpeHaTa HOBbPXHOCT B CpeHATA YacT Ha
Oenpara.

. Mosxe 1a ce MH)XEKTUPA U B JOJIHATA 4acT Ha KOpeMa Mo/ I'blla, ¢ U3KIIYECHUE Ha 30HaTa
MPHUOIM3UTEITHO 5 ¢M IO/ IbIIA.

. He cu nrxekTupaiTe JIeKapcTBOTO B 30HH, B KOUTO KOXKaTa € 0oJie3HeHa, C KPbBOHACSIaHuS,

3auepBeHa, JIIOIIEIIa Ce, YIUTbTHeHA WIH ¢ OeJIe3U U CTPUU.
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L Axo ca HCO6XO,Z[I/IMI/I HAKOJIKO MHXKCKIIUH, HHXKXCKIIMUTC TpSI6Ba Ja CC nmpujarat Ha pas3jindHu

MECTa Ha TSAJI0TO.
ﬁ \’w
\ 7
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T \\ - «n \

®urypa 3
HN30upaHe Ha MACTOTO HA HHXKEKTHPaHe OT OosHOrIenay (BuxTe purypa 4)
o Axo nmxkeknusaTa Bu ce moctasst oT 6onHOTIIEAaY, TOW MOXKE A2 U3M0JI3Ba U BHHIIHATA
MOBHPXHOCT HA TOPHATA YACT HA MUIITHUIIATA.
o U B TO3M citydait IeKapCTBOTO MOXKeE Jia ObJIc MHIKEKTHPAHO Ha BCHUKU YKa3aHU MECTa,

He3aBUCHMO OT Bamarta KOHCTPYKIUA U TCJIOCIOKCHUC.

et b

(!

®urypa 4
IloaroresiHe Ha MSICTOTO 32 HHKEKTHPaHe
o W3muiite noOpe phleTe CH ChC CallyH U TOIIa BOAA.
o [TouncreTe MACTOTO 32 HHXXEKTUPAHE C TAMIIOH, HAIIOEH ChC CIUPT.
o W3vakaiiTe KOXKaTa J1a U3ChbXHE, IPEIH Aa HanpaBuTe HHxekuusata. He nyxaiite u He Beite Hag

MMOYUCTCHUA YUaCTbK.
He HOKOCBaﬁTC IMOBTOPHO MOYMUCTCHATA 30HA, IIPEAN Aa IIOCTAaBUTC MHIKCKIUATA.

3.  HHXKeKTHpaHe HA JIEKAPCTBOTO

Kamagero Ha nrnaTa He TpsOBa /1a ce OTCTpaHsIBa, JOKATO HE CTE TOTOBH JIa CH HHXEKTUPATE
nexapcTBoTO. JIekapcTBOTO TpsiOBa Ja ce MHXKEKTHpa 10 5 MUHYTH CJIe]l MaXaHEeTO Ha KaradyeTo.

He HOKOCBaﬁTC 6yTaJIOTO, JOKATO MaxaTeC Karady€To Ha vurjarta.

OTcTpaHeTe KanavyeTo HA urJjara (BUKTe purypa 5)

® Koraro cte roroBn Jla CU MHXXCKTHUPATE JICKAPCTBOTO, C €1HA PbKa XBAHECTC KOPITyCa Ha
MNpEeABAPUTCIHO HAITBJIHCHATA CIIPUHIIOBKA.

® W3Ternere xamadueTo Ha uUrjara Harpea U 1o U3XBBPJICTE CIICA UHKCKTUPAHE. He HOKOCBaﬁTe
6YTaJ'IOTO, JAO0KaTO IIpaBUTE TOBA.

L Moxke Ja 3a0enexuTe OaoHye B NPpEABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA WJIM KaIlka Ha
BbpXa Ha vrjarta. Hanmamero n Ha ABCTEC € HAITBJIHO HOPMAJIHO U HE Tpﬂ6Ba Ja C€ Maxar.

L I/IH)KCKTHpafITe JICKApCTBOTO BEAHAra oM MaxHCTC KalmauCeTo Ha Urjara.

He noxocBaiiTe urnata u He JOMyCKalTe T4 Ja JOKOCHE HUKAaKBa IOBBPXHOCT.
He uznon3Baiite mpeaBapuTEIHO HAITBIHEHATA CIIPHHIIOBKA, aKO CTE sl U3ITyCHAITH, CJIe] KaTo
KaIadeTo € MaXHaTo. AKO TOBa Ce CIIy4H, MOJIs, CBhpXkeTe ce ¢ Bamwist ekap vim dpapMarieBT.
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Qurypa 5

IToJi0:keHMe HA IPeABAPUTEIHO HAIlbJIHEHATA CIIPUHLIOBKA NIPH MHJKEKTHPaHe

o XBaHeTe KOpILyca Ha MpeIBapUTeIHO HAITbJIHEHATA CIPUHIIOBKA MEXAY MOKa3aaela U CpeIHMs
IPBCT HA €JHATa CU pPbKa U IIOCTaBeTe Majela Cu BbpXy OyTaloTo, a ¢ ipyrara cu pbka
BHUMATEIIHO 3aXBaHeTe KOXHa I'bHKA, KOSATO CTE MOYUCTHIIN IpeABapuTenHo. [{pbxTe 5 3apaBo.

B HHATO e1TH MOMEHT He M3TETJISIHTe OyTaloTo.

I/IH)KeKTI/IpaHe Ha JIEKaApCTBOTO

o Hacouere urnara noj srsjl OT NpUOIN3UTENHO 45 rpagyca CIpsMO 3aXBaHATaTa KOXKHA I'bHKA.
C 0Bp30 U pA3KO ABIKEHHUE MTPOOMITE KOKaTa C MIJiaTa, KaTo s BKapare JOKpai (BIKTe

turypa 6).

®durypa 6

o WmxexTupaiite 1s10TO KOJMYECTBO OT JISKAPCTBOTO, KATO HATHCKATe OyTaloTO JOTOTaBa,
JIOKATO IjlaBaTa My 3acTaHe MEXIy CTPaHULUTE Ha MPOTEKTOpa Ha uriata (Buwxre durypa 7).

. Koraro u30yrate OyTanoTo A0 Kpaii, U3TErJeTe Urilata OT KoxkKaTa, JOKaToO B ChIIOTO BpeMe
MpOJb/DKaBaTe J1a HaTHCKaTe OyTaloTo, ¥ MyCHEeTe KOXKHATA I'bHKA (BUXKTE durypa 8).
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Ourypa 8

° baBHO BaurHETE MaNel OT riaBaTa Ha OyTaloTo, 32 J1a MOXe Mpa3HaTa IpeIBapuTeIHO
HaI'bJIHEHA CITPUHIIOBKA J1a C€ MPEMECTH HArope U UIiarta Ja ce MOKPHE OT MPOTEKTOPa, KAKTO €
MoKa3aHo Ha ¢urypa 9:

4. CJell MHKeKTHUPAHETO

HN3non3BaiiTe mnaMyk Wi MapJisi

o Ha msicTOTO Ha MHXKEKTHPaHE MOKE J1a Ce TOSBH JIEKO KbPBEHE HIIH MAIIKO KOJIMIECTBO
Te4HOCT. TOBa € HOpMaJHO.

o [IputrcHeTe MACTOTO HA MH)KEKTHpaHe ¢ MaMyK WM Mapiis U 3aAbPKTE B MPOIBIDKEHHIE Ha
10 cekyHau.

o AKO € He0OX0JIMO, MOXKETE J1a TIOKPHETE MSCTOTO Ha MH)KEKTHUpPaHEe C MajKa JeTIeHKa.

He pasrpusaiite koxara.

H3xBBpJIeTe NpeIBaPUTEIHO HATbJIHEHATA CIPUHIOBKA (BIKTe purypa 10)

o HezabaBHO M3XBBpiIeTE MPEABAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA B CIIEIMATHO KOHTEWHEp 32
OCTpH OTHAIBIM. YBEpETE ce, e U3XBBPIIATE KOHTeHHepa TOUYHO Taka, KakTo Bu e
WHCTPYKTHpaT BamusT nexap nin MEJUIIMHCKA CECTpa.

He ce onuTBaiite na BhpHETE KamavyeTo Ha Urjara Ha MSICTOTO MY.

3a Bamrara Ge3omacHOCT U 3a Jja MpeANa3uTe Jpyry Xopa HUKOTa He M3II0JI3BalTe MOBTOPHO

MIpEIBAPUTEITHO HalbJIHEHATa CIPUHIIOBKA.

AKo cMmsTaTe, ue Mpu MHXKEKTUPAHETO HEIo ce € 00BPKaJlo WM HE CT€ CUTYPHH, CBBPKETE CE C
Bammus nekap nim ¢papmManesT.
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