NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Simponi 45 mg/0,45 ml umwkekunoHeH pa3TBOP B MPEABAPUTEIHO HAIThJIHCHA MTUCANIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EnHa npenBapuTeHO HaITbJIHEHA MHCATKa Chabpka 45 mg romumymab™* (golimumab) B 0,45 ml. 1 ml
pastBop chabpka 100 mg ronmumymad.

Besika mpeiBapUTEIHO HABJIHEHA nucanka Moxke aa goctasu 0,1 ml go 0,45 ml (croTBeTCTBaIM Ha
10 mg 10 45 mg ronumyma6) Ha cTeiku mo 0,05 ml.
* YoBeniko MOHOKIIOHATHO aHTUTsUI0 oT Kiac IgG 1k, momydueHo oT MuIia XuOpHI0MHA KIEThYHA
nuHASA Ype3 pekomOuHanTHa JJHK-TexHOMOTHS.

IToMOIIIHO BELIECTBO ¢ U3BECTHO JEHCTBHE
Bcsika mpeaBapuTeIHO HAITbJIHEHA MUcaKa chabpxa 18,45 mg copouron (E420) Ha mo3a ot 45 mg.

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHKEeKIMOHEeH pa3TBOP B MPEABAPUTEIIHO HAITBJIHCHA MUCAJKa (MIKeKIws), VarioJect

Pa3TBOPBT € OGUCTBP 10 JEKO ONATIECHEHTEH, OE3LBETEH 10 CBETIOXKBIIT.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

IOBeHwIeH uaMONaTU4EH apTPHUT

Tonruapmuxynapen 1oeenunen uouonamuyen apmpum (PJIA)

Simponi B kom6uHarms ¢ metorpekcat (MTX) e nmokasaH 3a JieueHHe Ha MOJIUAPTUKYJIAPSH FOBEHHIICH
WIMOTIATHYEH apTPUT TIPH Jiella Ha Bb3pacT 2 TOJIUHH U [T0-TOJIEMH, KOUTO Ca UM HEJIOCTAThYCH
OTTOBOP KbM IpenxoaHa tepanus ¢ MTX.

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Jleuenuero TpsOBa a ce 3all0YHE U JIa Ce CIIEAN OT JeKapy CIICIUAIUCTH 10 IUarHOCTUKA U JICUCHHE
Ha 3a00JIsIBaHus, 32 KOUTO SIMPONI e noka3an. Ha marmenture, nekyBanu cbe Simponi, TpsiOBa 1a
Ob/ie IpeJOCTaBeHa HAIIOMHSIIA KapTa Ha MaIeHTa, KOSTO € BKIIOUEHA B OITAKOBKATA.

Jo3upoBka
IpensapuTenHo HambIHeHATa mucanka 45 mg/0,45 ml e npenHasHaveHa 3a e IMATPUYHM TTAIIUEHTH.
Bcesika npeaBapuTeTHO HAIThIIHEHA MMHCANKA € 33 €HOKPAaTHA yIoTpeda MpH eUH MallUeHT U TpsOBa

Jla ce U3XBBPJIM BeHAra ciie/l ynorpeoa.

HezmanHqHa nonyJianuvsa

IOBenunen nanonaTu4eH apTpuUT

Toruapmuxynapen 108eHuIeH UOUOnAmMuYer apmpum npu deya ¢ menecho meaio no-waiko om 40 kg
[penopwuntennara 1o3a Simponi 3a gena ¢ TenecHo Terio mo-manko ot 40 kg ¢ monauapTukynapeH
I0OBEHWIEH uanonatuueH aptput ¢ 30 mg/m? TenecHa MOBBPXHOCT 10 MAKCHMAITHA €IMHAYHA J103a OT



40 mg, npuiIoKeHa BEIHBX MECECYHO, Ha €/IHA U ChIIa JaTa Bceku Mecell. [IpeanucBaHusT
HMHKEKITHOHEH 00eM TpsiOBa Ja ce OIpeIe/Ii CIIOPE BUCOUYNHATA U TEIJIOTO Ha MalleHTa, KaKTo €
rnokasaso B Tabimna 1.

Ta6auma 1: To3a Simponi B mumautpu (Ml) copex BUCOYHHATA U TEIJI0TO HA MAIHEHTH €
pJIA

O6mo TesecHo TerJio (Kg)
10-12 | 13-17 | 1822 | 2327 | 28-32 | 33-37 | 38-39
Jo3a (ml)
70 10 < 75 0,15 0,15 0,2
75 no < 85 0,15 0,15 0,2 0,2
85 10 < 95 0,15 0,2 0,2 0,25 0,25 0,3
|95 10 < 105 0,15 0,2 0,2 0,25 0,25 0,3 0,3
S 105m0<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
Z| 125 n0 < 135 0,2 0,25 0,3 0,3 0,35 0,35
S| 135 10 < 145 0,25 0,25 0,3 0,3 0,35 0,35
& | 145 no < 155 0,25 0,3 0,35 0,35 0,4
155 1o < 165 0,3 0,3 0,35 0,35 0,4
165 no < 175 0,35 0,35 0,4 0,4
175 no < 180 0,35 0,4 0,4

Tonuapmuxynapen 1o8eHueH UOUONAMUYEH apMpPUm npu oeya ¢ meiecHo meaio Hau-manxko 40 kg

3a zena ¢ TenecHo Terio Hait-manko 40 Kg e Hannuna 50 Mg npeaBapuTeTHO HAITBIHEHA MUCAIKA W
NpeBapUTETHO HATBJIHEHA CIIPUHIIOBKA. 3a 103upoBKarta npu 50 My cxeMa Ha IpUiiaraHe BHKTE
touka 4.2 Ha KXII #a Simponi 50 mg npeaBapuTeHO HAIIBIHEHA TACAIKA WK MIPEABAPUTEITHO
HaITbJIHEHA CIIPUHIIOBKA.

Hannunute nanam npeanosiarat, 4e KIIMHAYEH OTTOBOP OOMKHOBEHO Ce TIOCTUTa B paMKHTe Ha 12 10
14 ceqmunu Ha neyenne (cnexn 3-4 nosm). [lpu nema, mpyu KOUTO HAMA JaHHH 33 TEparleBTUYHA 10132 B
paMKHUTE Ha TO3M MIEPHOJ OT BpeMe, MPOIb/DKABAHETO Ha JICYCHUETO TPSOBa Ja ce mpepasriie/a.

Jlurcea NOAXOIAIIO MPUIIOKEHHE Ha SIMPONI MpH MalMeHTH Ha Bh3PAcT MO 2 TOAWHHM 3a
nokazanueto 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.

CrnenpamiaTa 103a TpsOBa 1a Ob/1e MPUIOKEHA CIOPEA JACHUTE MO-I0Ty MPETOPHKU:

o AKoO OT ompe/ienieHrsi MOMEHT 32 MH)KEKTHPaHEe Ha J103aTa Ca MUHAJH IT0-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 YCTaHOBEHU npH manueHTH ¢ PJIA Ha BB3pacT
noj 2 roquuH. JIumceat naHHy.



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 UHCTPYKIIUH 33 IPUIOKEHHE BUXKTE TOUKA 6.6.
4.3 TIpoTuBomoKa3aHusi

CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KBM HIKOE OT MIOMOIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1.

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

YMepeHo TexKa WM TexKKa ChpaeuHa HenoctatbanocT (kimac [II/IV mo NYHA) (Bxk. Touka 4.4).

44 CneuuanaHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH ynorpeda

[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 32 Pa3BUTHE HA MH(DEKIUH, 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
roymmMymab He TpssOBa Jia mpoab/okaBa (BK. 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-moJaTiMBU KbM Pa3BUTHE HA TEKKH MHPECKIUH.

[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
JIEYCHUETO C TOIMMyMad TpsOBa BHUMATEIHO Jla c€ OOCHIAT, IIPEH J1a C€ Ha3HAYHM JICUCHHE C
roauMymad. AKO MU PUCKOBH MAIMEHTH, JIEKYBaHH C TOIMMyMa0, ce pa3Bue cepro3HO CHCTEMHO
3abomsBane, TpsOBa 1a ce OA03Mpa 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 C OMUT B JICYEHUETO Ha MAlMEHTH ¢ MHBA3UBHU I'bOMYHH WH(DEKIINH.

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

0TOEJIekH, Y€ B IIOBEYETO OT TE€3M CHOOIIEHNUS CTaBa BHIIPOC 32 H3BHHOEIOAPOOHA TYyOepKyno3a,
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
(Bx. Touka 4.3).

I[pu chbMHEHHUE 3a ITATEHTHA TyOepKyIi03a, TpsiOBa Ja ce HalpaBU KOHCYJITAIHS C JIEKap C ONUT B
JIeYCHUETOo 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 MPEN 3aII04YBaHEe Ha JIEYSHUETO C TOIMMYyMal.
HasnauaBaHeTo Ha TyOepKyJIOCTaTHYHO JICUESHHUE, ITPEIH J1a CE 3all0YHe MTPUIIOKEHHE Ha TOJIMMYyMao0,
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 MallUueHTH, KOUTO ca OWIIM JIEKyBaHU 3a TyOepKyJI03Ha HH(EKITHS.

Bcenuku naryienTy TpssOBa 1a Ob1aT MOCHBETBAHU J1a TIOTHPCAT MEIUITMHCKA ITOMOII], aKO 110 BpeMe Ha
WM CJI]T JICYCHHE C TOJIMMYMa0 Ce MOSBAT MPU3HALM/CUMIITOMH, KOMTO HpPEAToiaraT Hajluuue Ha
TyOepKyI03a (Hamp. IPOABIDKUATENHA KalllTiIla, OTciabBane/3ary0ba Ha Terio, cyodeOpuinTeT).

PeaxktuBanus Ha BUpyca Ha xenaTuT B

[pu nanmenTu, nexypanu ¢ TNF-aHTaroHuCTH, BKIFOYUTEITHO TOIUMYyMa0, KOUTO ca XPOHUYHH
HOCHUTENH Ha BUpYyca Ha xenatut B (T.e. ca HBsAg-nonoxurennn), e HabMogaBaHO peakTUBUpaHE Ha
BUpyca. Hsixom ot ciryqante ca Omim ¢ neTaneH 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 MMa 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 NpOTUBOBUPYCEH Mpenapar C 1ell NpeIoTBpaTaBaHe Ha peakTuBaluiaTa Ha HBV.
[Tpu marueHTH, IPY KOUTO BUPYCHT HAa XENAaTUT B ce peakTUBHUPA, JICYSHUETO ¢ ToMMyMad TpsOBa a
ce cIpe U Ja ce 3armovHe e(uKacHO IPOTUBOBHUPYCHO JICUEHHE C MOIXOASIIO0 TOAIBPKAIIO JICUeHHE.

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-antaronucr. TpsOBa 1a ce moaxoxaa ¢ IOBUIICHO BHUMAHHE MIPH 3all0YBaHE Ha
nedenue ¢ TNF Onokep npy nanyeHTy ¢ aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00ISIBaHE WK TIPH
nmporbikaBaHe Ha jJedenne ¢ TNF Oirokep mpw mannueHTH, pa3BHIIM 3I0Ka9eCTBEHO 3a00JIIBaHE.

3noxavecmeenu 3a60126aHUA NPU NEOUAMPULUHU NAYUSHMU

B noctmapkeTHHIOBHU YCJIOBHS MMa ChOOLICHHUS 3a 3JI0KaUYeCTBEHH 3200 sIBaHNs, HAKOU ¢ (aTajeH
W3XOJI, TIPY JIelia, FOHOIINA U MIIaAu Xopa (10 22-TonuIHa Bh3pact), TekyBanu ¢ TNF-0nokepu
(Hauano Ha nedeHueTo < 18-roguinHa Bb3pact). [IprOIM3UTETHO OJIOBUHATA OT TE3H CIIydau ca
muMpomu. dpyrute cimydan oOXBamaT pa3iniyHy 3JI0KaueCTEHH 3200 sIBaHUS, BKIIFOYUTEIIHO PEIKU
3a00IsBaHMsI, OOMKHOBEHO CBBbP3BaHU ¢ mMyHocynpecus. [Ipu nemna u roromu, nexkyBanu ¢ TNF-
OJIOKepH, HE MOJKE JIa C€ M3KJIIOYHM PHCK OT Pa3BUTHE HA 3JI0KAUYECTBEHH 3a00JIsIBaHNSI.

Jlumghom u nesxemus

B KOHTPOJIMPAHUTE €Tall Ha KIIMHUYHUTC U3IIUTBAHUA Ha BCUYKHU TNF 6J'IOKepI/I, BKIIFOUHUTCIHO
roinuMyma, Ipu manueHTuTe Ha jgedenre ¢ TNF-antaronuct ca HaOMoJaBaHy TIOBEYE CIydan Ha
pa3BuTHE Ha TUM(OM B CpaBHEHHUE C MAIIMEHTUTE OT KOHTPOJIHHUTE IPYNH. B KIMHNYHUTE H3MTUTBAHHS
Ha Simponi ¢a3za IIb u Il npu nanmentu ¢ pesmarouaex aptput (RA), ncopuaruuen aptpur (PSA) u
aHkuo3upany cnouamut (AS) decToTata Ha pa3BUTHE HA TUM(OM MPH NALUCHTHUTE, JICKYBaHH C
roJuMymMa0, e Io-BUCOKa OT CpeiHaTa 3a obuiara nomyiaius. ChoOIIEeHH ca CIy4an Ha JISBKeMUs IpU
NalUeHTH, JISKYBaHH C TomMyMad. [Ipy manyenT ¢ peBMaTonaeH apTpuT ¢ rojisiMa JaBHOCT U
BHUCOKA aKTHBHOCT Ha BB3NIAJIUTCIIHOTO 3360HHB3H€ CBUICCTBYBA MMOBUILICH PUCK OT I104Ba Ha J'II/IM(i)OM
U JICBKEMHUsI, KOETO YCJIOKHSIBA OLICHKATA HA PUCKA.

IIpu nmanuenty, nexyBanu ¢ apyru TNF-0610kepu ca cpo01IaBaHN peAKM CiIydad Ha XEaTOJNEeHAICH
T-knerpuen mumpom (HSTCL) B moctmapkeTHHTOBHsE Tiepro (Bxk. Touka 4.8). To3u psabK THI
T-kneTpueH TuMQOM € ¢ MHOTO arpecuBeH X071 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBbPIIBA JIETATHO.
IToBedero OT ciryyanTe ca Bb3HUKHAIM MIPY IOHOIIN ¥ MBbKE B MJIaJa Bb3pacT, KATO MOYTH BCHUUYKH Ca
OwH Ha CHITHTCTBAIIIO JICUCHHUE C a3aTUONpuH (AZA) nnu 6-mepkanronyput (6-MP) 3a
BB3NATUTETHO 3a00sBaHe Ha YyepBaTa. [[OTeHIMATHUAT pUCK TPH KoMOnHMpaHe Ha AZA wim 6-MP ¢
roauMymad TpsiOBa BHUMATEIHO J1a ce OOMUCIN. PUCKBT 3a pa3BuTHe Ha XenaroiueHaneH T-KiIeTbueH
JuMQOM TpH MAIUEeHTH, JiekyBaHHu ¢ T NF-0s10kepu, He MOXe J1a Ce N3KIIIOYH.

3noxauecmeenu 3a60156aHUsL, PASTULHU OM TUMPOM

B koHTpOIMpanuTe eTany Ha KIMHUYHUTE U3MUTBaHUA Ha Simponi ¢a3za IIb u Il npu nanuenTtu ¢
RA, PsA, AS u yrnmeposen kosiut (UC) yectoraTa Ha 3710Ka4eCTBEHUTE 3a00IISIBaHUs, PA3JTHYHHA 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 marueHTH ¢ HOBOAMATHOCTHUITMPAHA JUCIUIA3H, IEKYBaHH ¢ TOTUMyMa0,
PHYCKOBETE U TIOJ3UTE 32 OTACTHUTE MAIlMCHTH TPOBa BHUMATEIIHO J1a CE MPEICHAT U J1a C€ OOMUCITH
Jlalii Jia c€ MPOIBIKU TEpaIusTa.



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). 3HaYMMOCTTa Ha Te3U PE3yNTaTH HE € H3BECTHA.

B ekcruiopaTopHO KJIMHUYHO U3MUTBAaHE 3a OllcHKa Ha Apyr 1 NF-anTaronuct — napiukcumal, npu
MAIMEeHTH C YMEPEHO TeXKa JI0 TeXKa XpoHHIHa 00cTpykTHBHA OenoapobHa 6omect (XObB), ca
JTIOKJIaIBAaHU TIOBEUE CHOOIICHIS 3a 37T0KAYCCTBEHH 3a00JIIBaHUS, TPEANMHO Ha O€IHs Jpo0 M
rJIaBaTa u MusTa, MPH MAUCHTUTE, JICKYBaHH ¢ MHPIMKCUMA0, B CPABHCHHUE C MAIUCHTHTE OT
KOHTPOJIHUTE rpynu. Bcuuky nanuenTy ca 6mmm Texku mymaun. CleoBaTesrHo TpsOBa ja ce
IIOIX0/1a C MOBUIIICHO BHUMAaHHUE IIPY IPUIOKEHHE Ha KOWTO 1 Aa ¢ TNF-aHTaroHucT npu narueHT
¢ XOBb, kakTo ¥ Mpu MaIUeHTH C MIOBUIIICH PUCK OT Pa3BUTHUE HA 3JI0KAYECTBEHO 3a00JIsIBaHE MTOPAIU
TIOTIOHOMYIIICHE.

Paxk na xoorcama

[Mpu nanumenty, nexyBanu ¢ TNF-Or1okupamm cpeacTsa, BKIIOYATETHO TOTUMyMa0, ce cho0I1aBa 3a
menanoM u Merkel-kierbuen kapimHom (Bx.Touka 4.8). [IpernopsuBaT ce MeprHOANIHH
JIepMaTOJIOTHYHH MIPErJIeand, 0COOCHO MPU MALMEHTU C PUCKOBH (DAaKTOPH 3a PaK Ha KOXKaTa.

3acroitHa chpaedHa HeocraTbuHocT (3CH)

CpoO1menn ca cirydau Ha BIOIIaBaHe Ha 3acTolHa chpaedHa HepoctarbyHOCT (3CH) 1 mossa Ha 3CH
npu TNF 610kepu, BKIIOYUTETHO U TonMyMab. Hakou oT cirydauTe ca ¢ Jietanen u3zxoa. B
KJIMHUYHO M3nuTBaHe Ha apyr TNF-aHTaroHUCT ca HaOJr0JaBaHK BJIOILIABaHE Ha CHIECTBYBAIa
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
BHUMATEITHO MPOCIIEISIBAHH U TIPH MOSBa WIIM MPOTPECHPaHE Ha CUMIITOMUTE Ha ChpcyHa
HEJIOCTAThYHOCT MPHUJIOKEHUETO HAa TOIMMYyMal TpsOBa J1a Objie mpekpareHo (BK. Touka 4.3).

Hesposaoruunu cs6uTHs

[Tpunoxenuero Ha TNF-aHTaroHUCT, BKIIOYUTEITHO U TOIMMYMa0, € CBbP3aHO ChC CIy4au Ha MOosBa
WK eK3ariepOalys Ha CHMIITOMHTE W/WITH PEHTTCHOJIOTMYHUTE TAaHHU 33 JIEMHEIMHU3UPAIIH ITPOIIECH
Ha [[CHTpaJIHaTa HEPBHA CHCTEMA, BKJIFOUMTEITHO MHOYKECTBEHA CKIIep0o3a U nepudepHu
JIeMUEITMHU3NpaIy HapyieHus. [Ipu nanueHTn ¢ mpeamecTBamo Wik HOBOIIOSIBUIIO CE
JIEMUEITMHU3NPAIIO0 HapylIeH!e TPsOBa BHUMATEITHO J]a CE MPEIeHH ChOTHOIICHUETO PHCK/TI03a OT
neuenuneto ¢ TNF-anTaronuct, npenu a ce 3anovne JieueHue ¢ romumymad. TpsiOBa fa ce o0chau
npeKpaTsBaHe Ha JICYEHHETO C TOJUMyMab, ako Bh3HUKHAT Te3W HapyieHus (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 NOITYKUBOT Ha JIEKAPCTBEHUS NMPOAYKT. [lanneHT, mpu KOoroto 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 T NF-aHTaroHucTrTe, BKIFOUUTEIHO U TOIMMYMa0, Jia 3acsArat 3al[iuTara Cperry
WHQEKIUY ¥ pa3BUTHE HA 3JI0KAYECTBEHU HOBOOOpa3yBaHMS.

ABTOMMYHHU IPOLIECU

Otrocurennust neduiut Ha TNFo, npranneH ot nedenneto ¢ TNF-aHTaronuct, Moxe Jia JIoBese 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 MO3UTHUBUPAT, JIEUCHUETO ¢ TOIMMyMal TpssOBa Ja ce mpeycTaHoBH (BK. Touka 4.8).




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

aruTacTUYHA aHEMHUSI ¥ TPOMOOIIMTOTICHHS ITPH MAIUeHTH, noydasamy 1 NF Giokepu, BKIIIOYUTEITHO
romumMymab. Beuukuy narpienT TpsiOBa 1a ObAaT NOCHBETBAHM J]a 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
TOITUMYyMa0.

CeirbreTBanio npunoxeHue 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 6noxep. KomOnHMpaneTo Ha romruMyMald i aHaKWHpPa HE CE MPETmophIBa.

CoopreTBanio npunoxkenne Ha TNF-antaronvuct u abaTtanent

B ximHWYHE TpOyYBaHUS CHITBTCTBANIOTO NMpuiiokeHne Ha TNF-anrtaronucTy u abaranent e 6uio
CBBP3aHO C MOBHIIEH PUCK OT pa3BUTHE Ha HH(EKIIMU B CPABHEHHE C JICUEHHETO CaMo C
TNF-anTaroHucT, BKIIOYATEIHO U CEPHO3HU WHEKINU, 0€3 ChBMECTHOTO UM MPHIIOKEHHE J1a HOCH
KIMHWYHA To3a. KoMOnHMpaHeTo Ha romuMyMal v abaTanenT He ce penophyBa.

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 yHIOTPeOa Ha TOMMMyMab ¢ Te3U OMOJIOTUYHHU TPOIYKTH 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) kbM 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,
BKITIOUHUTEITHO UH(EKIIUS.

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 JOBEJIE 10 KIIMHUYHU
MH(EKINH, BKIIOYUTEIHO AUCEMHUHUPAHN HHPEKIUH.

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
MHQEKIMO3HU areHTH ChIIBTCTBAIIO C FOJTUMYMa0.

AJlepruyHU peakuuu

IIpy mOCTMAapKETHHTOBHS OTHT Cca CHOOIIEHN CEPUO3HA CUCTEMHHU PEAKITUN Ha CBPBXIYBCTBHUTECIIHOCT
(BKIJIFOUMTETHO aHA(DMIIAKTUYHA PEAKITHS) CIIE]] IPUIIOKeHUE Ha ToauMyMad. Hsakon oT Te3m peakiim
Ca HACTBIIWIIU CIIe] TbPBOTO MPHUJIOKEHHNE HA TONMMYyMal. AKO ce pa3Bue aHA(PUIAKTUYHA WK JPyTa
CEpHO3Ha aJIepTUYHA PEaKIUs, IPUIOKEHHETO Ha TOMMyMal TpsIOBa J1a ce MPEyCTaHOBH U JIa Ce
3aI0YHe MOIXOSIIO JICYEHHE.




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,
CBPBXYYBCTBUTEIIHU KbM JIATEKC.

CrernyaisHu oIy IAIHA

Cmapuecka év3pacm (> 65 2o0unu)

B xnmmanyHN poyuBanus ¢asa Il 3a nedenne Ha RA, PsA, AS u UC karo msimo He ca 3a0emnsi3anu
Pa3JIvKU 10 OTHOIICHHUE HAa HEeXeJaHuTe JiekapcTBeHu peakiuu (HJIP), ceprosnute HexenaHu
nexapctBenu peaknuu (CHJIP) u ceproznnTe nHEKIMK MU MAIUSHTH Ha 65 WM MOBEYEe TOMHH,
JIEKyBaHU C TONIMMyMa0, H TI0-MJIa/Id TallMeHTH. Bee mak, py JieueHre Ha Xopa B cTapyecka Bh3pacT
TpsAOBa Jla ce OIX0XK /1A C MOBUIIICHO BHUMaHUE, 0COOCHO 10 OTHOIIICHUE Ha TosiBaTa Ha uHpekuu. B
MPOYYBAHETO 3a HEPEHTreHOrpaPCKu akcuaieH cnonaniaoaptput (Nr-Axial SpA) He ca BKITIOYSHH
MAIMEHTH Ha Bh3pacT 45 WK TOBeYEe TOIUHH.

bvopeurno u uepnoopobro yspescoane

He ca mpoBexanyu crienyaiHu IPOyYBaHUS Ha TOIUMYMad MPH MaUeHTH ¢ ObOPEeYHO W
4epHOAPOOHO yBpexaane. [Ipu manueHTH ¢ HapymeHa yepHoApoOHa PyHKIHS ronuMyMad TpsadBa ga
ce mpuiiara ¢ TOBHIICHO BHUMaHUE (BXK. TOUKa 4.2).

Tleouampuuna nonyrayus

Bakcunaiumn

[IpenopwyBa ce mpe/u 3aMo4YBaHe Ha JICYCHUE C TOJUMYMal 1a ObJaT HAIPaBeHU BCUYUKH
UMYHH3AIMU HA TEAUATPHYHUTE TTAIHEHTH ChITIACHO HACTOSIIIHMS HMYHHU3AIMOHECH KaeHaap (BK.
,,BakcuHanuy/TepaneBTUYHY NHPEKIMO3HY areHTH  [IOCOYEHU 10-TOPE).

IToMoniHu BemecTsa

Simponi ceabpixa copouton (E420). [Ipu nauueHTH ¢ peiky HaclIeACTBEHH IIpobIeMu Ha
HEMIOHOCUMOCT KbM (DPYKTO3a, TPSAOBA J1a CE B3eME MPEIBU TOIIBIHUTEIHUIT e(hEeKT OT
CBITBTCTBAIIOTO MPHJIOKEHUE HA TIPOYKTH, ChIAbPKAIIH cCOPOUTON (MK QPYKTO3a) ¥ XpAaHUTEITHUS
npueM Ha copouTo (nwim GpykTosa) (BK. ToUKa 2).

Puck 3a JlekapcTBEHU I'PEIKH

BaxkHo e 1a Obj1e MpHUiIoKeHa MpaBUiTHATA J103a, KAKTO € MOCOYEHO B ,,JI03upoBKa“ (BK.TOUKA 4.2).
Heobxomumo e moBuIlieHO BHUMAaHUE, 32 J1a Ce TapaHTHpa, 4 HiMa Cy003upaHe Uil CBPBHXI03UpaHe
NP TAITUCHTHUTE.

45 B3aumMmopeiicTBHE ¢ IPYTH JeKAPCTBEHH MPOAYKTH U APYru (JOPMH HA B3aUMO/eiicTBHE
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
abaTamentT He ce npenopbusa (BX. Touka 4.4).

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH

HO BpPEMC Ha JICUCHUCTO C I‘OJ'II/IMYMa6 HEC TpSI6Ba Ja CC Mnpujiarat >KuBU BaKCUHU (B)K. TOYKH 44 u
4.6).

TepaneBTnuHN MH(EKIIMO3HH areHTH He TPSOBa Jia ce MpUIaraT ChbIIbTCTBALIO C TOIMMYyMad
(Bk. Touka 4.4).



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

roJIMMyMal B CTAIMOHAPHO ChCTOSIHUE NpU NariueHTu ¢ RA, PSA unu AS, naHHUTE HE TOBOPAT 3a
HEOOXOIUMOCT OT KOPEKIIHs Ha J[03aTa HUTO Ha romuMymMad, Huto Ha MTX (Bxk. Touka 5.2).

4.6 DepTHIHTET, 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
roauMymao.

bpemeHnHocT
MMa npocreKkTHBHO ChOpaHu JaHHU 3a yMepeH Opoii (mpubnusurtento 400) OpeMeHHOCTH ¢

EKCIIO3HIIMS Ha TOJIMMyMa0, KOUTO ca TOBEJIU 10 )KUBH PAXKIAHUS C H3BECTHU PE3YJITaTH,
BKIIFOUUTENHO 220 OPEeMEHHOCTH C €KCIIO3UIINS TPe3 MbPBUS TPUMECTHpP. B momynanmonHO
npoyuBane ot CeBepHa EBpomna, Bximouaio 131 6pemenHoctu (1 134 kbpmadera) ca HaOJI01aBaHU
6/134 (4,5%) chOuTHS HA CEpUO3HH BPOJCHH AaHOMAJIUH CJIE/T eKCIIO3UIHs IN Utero ma Simponi
crpsimo 599/10 823 (5,5%) chbutns cien cucteMHa HEOHOJIOTHYHA Tepanus, B cpaBHeHue ¢ 4,6% B
ob1ara momyJaiys Ha npoy4yBaHeto. ChOTHOIICHHUSITA HA IIAHCOBETE, KOPUTHPAHH 3a CMYII[ABaII[H
daxTopu, ca ceorBetHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi crpsiMo crucTeMHa HEOHOIOTHYHA
teparus u OR 0,95 (95% CI 0,42-2,16) 3a Simponi cripsiMo o0IaTa mormyJamnusi.

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
Pa3BUTHE M PAXKIAHETO WIN MOCTHATATHOTO pa3BUTHE (BXK. Touka 5.3). Haln4HUAT KIMHUYEH OMUT €
orpanuueH. ['onumymab TpsiOBa aa ce U3MON3Ba 10 BpeMe Ha OPEMEHHOCT CaMo aKo JICUCHHETO €
HAaWCTHHA HAJIOXKHUTEITHO.

I'onmmymab npemuHaBa npe3 mianeHTara. Cnen sieuenue ¢ TNF-010kupaio MOHOKIOHATHO
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
KbpMaueTa ¢ eKCIO3MIHs Ha ronumyMab in utero, 6 Mecena ciie/; mocliiefHaTa HHKEKIHUS C TOTMMYyMal
Ha MaifKaTa 1o BpeMe Ha OpeMeHHOCTTa (BXK. 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 npoBexxganu mpoydBaHus ¢ ToTUMyMad BEpPXY (pepTuimTeTa mpu KUBOTHU. [IpoyuBane Ha

(epTunMTeTa IPH MUIIKH, C U3MIOJI3BAHE HA AHAJIOTUYHO aHTHUTSIIO, KOETO M30MPATEIHO HHXHOHpPa
¢GyHKIHOHANTHATa aKTUBHOCT Ha Mutkst TNFo, He moka3Ba 3HaUuMMU eeKTH BPXY (hepTUIINTETA
(Bk. Touka 5.3).

4.7 EdexTu BbpXy crioco0HOCTTA 32 mogupaHe U padoTa ¢ MAIIUHA

Simponi nmoenusBa B MaJika CTETIEH CIIOCOOHOCTTA 3a KOJI0e3/IeHe, odHpane 1 padoTa ¢ MaIInHH.
Brbrpeku ToBa ciies1 npriIoKeHHe Ha Simponi MOXe J1a ce MOsIBY 3aMaiiBaHe (BX. Touka 4.8).
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4.8 Hexenanu JeKapCTBEeHH peaKun

Pesrome Ha npoduia Ha Ge30macHOCT

I[pe3 koHTpONIMpaHuUs IEPHOJ Ha OCHOBHUTE M3NMUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
WH(DEKITHS Ha TOPHUTE TUXATEITHN IHTHINA € Omiia Haii-uectaTa HexkenaHna peakius (HP), kosTo ce
crobmaBa pu 12,6% oT manuenTuTe, JeKyBaHu ¢ TonuMymad B cpaBHeHue ¢ 11,0% mpu
KOHTpOJIHUTE nanueHT. Hali-ceproznute HP, cpobmienu 3a ronuMymal, BKIIOUBAT CEPUO3HH
nH(pEeKIrH (BKIIOYUTEIHO CETCUC, THEBMOHMSA, 1B, NHBa3WBHA I'bOMYHN M ONOPTIOHUCTHYHH
WH(pEKINN), JeMIeTHHI3UpaIIy Hapyiienns, peaktuBanus Ha HBV, 3CH, aBronmyHHE mTpotiecu
(Jtymyc-nogo0eH CHHAPOM), XeMaTOJIOTMYHN PEaKI1H, CEPHO3HA CUCTEMHA CBPbXUYBCTBUTEIHOCT
(BKIIFOUMTETHO aHA(UIIAKTUYHA PEAKLUsl), BACKYIIUT, TUM(OM U JeBKeMus (BK. Touka 4.4).

Tabnu4eH CIMCHK HA HEXKEIIAHUTE PEaKIIUU

HP, nabmonaBanu B KITMHUYHYU M3MUTBAHUS U CHOOIICHH MTPH MOCTMAaPKETUHIOBaTa yroTpeda Ha
romuMyMab B cBeTa, ca onmcanu B Tabmuma 1. B pamkute Ha cuctemo-opranaute kiacose HP ca
U30POCHH 10 YeCTOTa CIIOPE]] CIeAHATa KOHBEHITMs: MHOTO decT (> 1/10); uectu (> 1/100 mo < 1/10);
ueuectr (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 o < 1/1 000); muoro peaku (< 1/10 000); ¢
HEW3BECTHA YeCTOTa (OT HATMYHUTE JaHHHU HE MOXe J1a Ob/Ie HalpaBeHa olleHKa). BBB Beska rpyna mo
YECTOTa HEeXEIIAHUTE PEaKINH Ca TMPEJCTaBeHN B HU3XO/AII Pel 0 OTHOIIEHHE Ha TSIXHATA
CEpUO3HOCT.

Taoauna 2
TaoanueH cnucsbK Ha HP

WNndexnuu u nndecranuu
Mmoro yectn: HWHbekuns Ha TOpHUTE AUXaTeNHU ThTUIIA (Ha30(papuHTHUT,
(hapuHTHT, TAPUHTUT U PHHUT)

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

Heuectn: Cercuc, BKIIOYATEHO CENTHYEH IIOK, THETOHEQPHUT

Penxn: TyOepkyno3a, onmOpTIOHUCTUYHH MHDEKIMHN (KaTO HapUMeEp
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,
37I0KQYECTBEHH M HEOTIPEIeTICHU
Heuectn: Heorutasmu (Kato pak Ha KOXaTa, CKBAMO3HOKJIEThUCH
KapIIMHOM U MEJTAHOIUTEH HEBYC)
Penxu: Jlumdom, neBkemus, meaanom, Merkel-kieTbuen kapuuHOM
C nemsBecTHa yectora: XemnaronaueHnaneH T-kierbuen qumbom*, capkom Ha Kaposi

Hapymenus Ha kpbBTa 1 IMMQHaTa
cucTema
UYectn: JleBkoneHus (BKIIOYUTEIHO HEYTPOTICHUS), aHEMHUS
Heuectn: TpomOonuroneHus, HaHIUTOTICHUS
Penku: AmyacTudHa aHEMHs, arpaHyJIOIMTO3a

Hapymenus Ha iMyHHaTa cuctema
UYectn: Anepruusu peakuuu (OpoHXOCHa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKAPHs), TOSUTUBUPAHE HA
aBTOAHTHTEIA
Penxu: Cepro3HM CHCTEMHH PEAKLUH Ha CBPbXYyBCTBUTEITHOCT
(BKJIIOUMTENHO aHA(QHUIIAKTUYHA PEAKLUS), BACKYJIUT
(cucTemeH), capKomI03a
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Hapymenus Ha eHnoKpUHHATA
cucremMa
Heuectn: Tupounnu HapyumeHus (KaTo XUIIOTHPEOUANZHM,
XUOEPTUPEOUANU3BM U 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 3aMbBIIIEHO 3pEHUE H
HaMaJIeHa 3pUTeIHa OCTPOTa), KOHIOHKTHUBHUT, aJeprusl Ha
ounte (KaTto chbpOEK B OUUTE U JIPa3HEHE)

CoppaedHy HapyLIEHUs
Heuectn: AputMmusi, HCXeMHUYHH KOPOHAPHU HApYLICHUS
Penxu: 3acToliHa chpAeyHa HEAOCTATHYHOCT (HOBOIIOSBUIIA CE€ WU
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 XUTICPAKTHBHOCT)
Heuectu: HMaTepctunmanna 6emoapobHa 6oect

CroMaIHo-4peBHN HapyLICHUS
UYectn: Jlucnerncusi, racTpOMHTECTHHATHA U a0Z0MHUHAIHA 00JIKa,
rajieHe, CTOMalTHO-YPEBHHU BB3MAIUTETHN HapyIIeHHs (KaTo
TacTPUT U KOJIUT), CTOMAaTUT
Heuectn: KoucTtunanus, ractpoe3odareanta pediaykcHa 6oaect

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: JluxeHounaHM peakuuu, ekcoauanns Ha KoKaTa, BaCKyJIUT
(x0KeH)
C nHem3BecTHa yecToTa: BromaBaHe Ha CHMIITOMUTE HA JePMAaTOMUO3UT

Hapymenns na
MYCKYJIHO-CKEJIETHaTa CUCTEMA U
CheIMHUTENTHATAa ThKaH
Penku: Jlynmyc-mogo0eH CHHAPOM

12




Hapymenus na 660penure u
MUKOYHUTE ITHTHIIA
Penxu: Hapymienusi Ha HTUKOYHUSL MEXYp, ObOpEeUHH HApyIICHUS

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

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

Hapansianus, oTpaBstHus 1
YCIIO)KHEHUS, Bh3HUKHAIIN B
pe3yNTaT Ha HHTEPBEHIINH

Yectu: DpakTypu Ha KOCTUTE

* Ha6monaBanu npu apyru TNF 6mokepu.

B Ta3u Touka, MenuaHaTa Ha Iepruo/ia Ha mpociieasBaHe (MPUOIM3UTEIHO 4 TOAMHK) KaTo IS0 €
IpE/ICTaBeHa 3a BCAKO MPUIIOKEHUE Ha ToauMyMad. KoraTo npuiioskeHUeTo Ha rouMyMad € OIHuCcaHo
CHpsAMO 703aTa, MeTHaHaTa Ha IepPHo/ia Ha TPOCeIIBaHe ce MPOMEHs (MPUOIU3UTETHO 2 TOAUHH MTPH
no3a ot 50 mg, mpubnusuTenHo 3 roauHu mpu go3a ot 100 mg), KkaTo marMeHTUTe MOXe 1a ca
NPEMUHAH OT €J[Ha 1033 KbM JIpyTa.

Onucanue Ha U30paHu HEXKEJIaHU PEaKLIMU

Hngpexyuu

[Ipe3 KOHTpOJIMpaHUs IEPHUOJ] HA OCHOBHUTE W3IIUTBAHUS, c€ HaOr01aBa HH(PEKIINS Ha TOPHUTE
JIUXaTEeTHH ITBTHIIA KaTO Hali-4eCcTO ChoOIIaBaHaTa He)KelaHa JIeKapcTBeHa peakiws mpu 12,6% ot
JIEKyBaHUTE ¢ romuMymad manueHTH (dectota Ha 100 woBekoroaunu: 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
MPHOMU3UTENTHO 4 TOUHY, YeCTOTaTa Ha MH(EKIINY Ha TOPHUTE AVXATEeIHU TbTUINA Ha

100 uoBekoroaunu e Ouia 34,9 ciayyas; 95% CI: 33,8; 36,0 3a nexkyBaHHUTEe C TOTUMYMa0 MAIUECHTH.

[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
cpasrenue ¢ 20,2% npu KOHTpOJIHKUTE NaruenTy (dectota Ha 100 yoekoroaunu: 122,3; 95% CI:
109,5; 136,2). B xoHTpOIMpaHu ¥ HEKOHTPOJIMPAHU €TaNy Ha M3MUTBAHUATA, C MEIMaHa Ha
MpocIesBaHe MPUOTU3NUTEIHO 4 TONWHY, YecToTaTa Ha nHpekun Ha 100 YoBekoroanHu € Onna
81,1 cwourus; 95% CI: 79,5; 82,8 3a nekyBaHHUTE C TONUMYMal MaIMCHTH.

IIpe3 koHTpoMpaHus MepHoa Ha u3nuTBaHuATa 32 RA, PsA, AS u nr-Axial SpA ca nabnronaBanu
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 TIepHoJI Ha n3nuTBanusaTa 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 ronumymab ot 50 mg u
3,6; 95%CI: 1,5; 7,0 3a mname6o rpynara. [Ipe3 KOHTpoIMpaHus epro Ha U3TUTBAHUS 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
TyOepKyIo3a, OakTepHaiHi HHOEKIUH, BKIFOUYUTEITHO CETICHC U ITHEBMOHUS, UHBA3UBHU I'bOWYHN
MH(EKIUU U APYTH ONOPTIOHUCTUYHHU HHpeKIuH. Hsikon oT Te3n uHdekuun ca 01y ¢ jietajieH
n3X0A. B KOHTponupaHuTe 1 HEKOHTPOJIMPAHUTE €TAlll HA OCHOBHUTE M3IMUTBAHMA, C MEANAaHa Ha
npocieasBaHe 10 3 TOANHM, € Ha0Io1aBaHa I0-BUCOKA YeCTOTa Ha CEPHO3HN HH(EKINH,
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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 yoBekoroauuu ¢ 6una 4,1; 95% CI: 3,6; 4,5, npu naruenture, mony4asanu 100 mg
romumymab u 2,5; 95% ClI: 2,0; 3,1 npu manuenTure, nonydaBaiu 50 mg romumymac.

3noxkauecmeenu 3a60126anus

Jlumghom

ITo BpeMe Ha OCHOBHHUTE U3ITUTBAHMUS YECTOTATA HA PA3BUTHE HAa TMM(OM MpH JIEKYBAHUTE C
rojJuMymal ManreHTH € TI0-BHCOKa OT OYaKBaHaTa B 00Iiara nomynanus. B koHTponupanute u
HEKOHTPOJIMPAHUTE €TAK Ha TEe3U M3MHUTBAHMA, C MEAMaHa Ha MPOCIIEAsIBaHe 10 3 TOAMHH, €
HabJIroaBaHa Mo-BUCOKA YecToTa Ha TMM(OM NpH MaueHTure, nonydaBany 100 mg romumymao, B
CpaBHEHHE C MalMeHTHTe, mory4asanu 50 mg romumymab. Jimmdom e quarnoctumpan npu

11 yuactaunu (1 B TepaneBTHyHKTE rpynH Ha 50 mg ronumymad u 10 B TepaneBTHUHUTE TPYIH HA
100 mg ronumyma0), ¢ uectora (95% CI) Ha 100 woBEeKOroIMHY 3a MEPUO/Ia HA IPOCIICASBAHE IPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) ciryuast, choTBeTHO TpH ToarMyMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cyuas npu marne6o. [To-rosiMa 9acT OT CIy4anuTe Ha pa3BUTHE HA TUMQOM ca
BB3HUKHAIHU npu mpoyuBaHeTo GO-AFTER, koeTo BKIII0UBa MAlMEHTH C TPEIXO0IHA €KCIIO3UIINS Ha
TNF-aaTaroHuCTH, KOUTO Ca UMAJH MO-TOJISIMA MTPOBIDKUTEITHOCT U pepaKkTepHOCT Ha
3abosaBaneTo (BXK. Touka 4.4).

3noxauwecmeenu 3a001868aHUs, PAZAUYHU O IUMPOM

B koHTpOJMpaHUTE MEPUOIM HA OCHOBHUTE M3MUTBAHMS, KAKTO U IO BpeMe Ha PUOTH3UTEITHO
A-roIMIIHOTO MPOCIIEAsBAHE, YECTOTaTa Ha PA3IMYHUTE OT JTUM(OM 3JI0KaUECTBCHH 3a00JABaHus (C
HN3KJIKUYCHUC HA HEMCIIAHOMHUA KOXKCH paK) € CXOlHa B prnI/ITC Ha JICUCHUC C I‘OJ'[I/IMYMa6 nu
KOHTpONHUTE Ipynu. [1o BpeMe Ha MPUOTU3UTEIHO 4-TOJUITHOTO MPOCICsIBAHE YeCTOTaTa Ha
pasIugHUTE OT TUMQOM 3TI0KaUYECTBEHH 3200IIBaHNUS (C N3KIIIOUEHIE HA HEMEITaHOMHUS KOJKEH PaK)
€ CXOJIHa C Ta3H B 00II[aTa MOMmyJIaIusl.

[To Bpeme Ha KOHTPOJIMPAHUTE U HEKOHTPOJIMPAHHUTE MIEPHOIN Ha OCHOBHUTE M3IIUTBAHUS, C MEIHaHa
Ha MpocJieisiBaHe 10 3 TOANHU, HEMEJAHOMEH pak Ha KoXKaTa € IMarHOCTHIMPAH TP S5 OT
YYacCTHUIUTE, MpreMait 1miane6o, 10 ot npuemanute roaumymad 50 mg u 31 ot npuemanure
romumymad 100 mg npu yecrora (95% CI) Ha 100 goBekoroaunu 3a nepuoja Ha npocienssane 0,36
(0,26; 0,49) o610 pu roumymad u 0,87 (0,28; 2,04) npwu iare6o.

ITo BpeMe Ha KOHTPOJIMPAHUS U HEKOHTPOJIUPAHHUS TIEPHO HA OCHOBHHUTE M3MUTBAHUS, C MEIMaHa Ha
NpOoCIeIBaHe 10 3 TOAWHH, 3JI0KAYeCTBCHU 3a00JIIBaHUS C U3KITIOUCHHUE HA MEJIAHOM, HEMEJIAaHOMEH
KOXKEH pak v TUM(OM ca JJMarHOCTUIIUPAHH MIPU 5-Ma y4acTHUIIM, pHeManH 1amne6o, 21 or
npueMaiute roumymad 50 mg u 34 ot npuemanure ronumymad 100 mg npu yecrora (95% CI) Ha
100 yoBekoroauuu 3a nepuoa Ha npocienssane 0,48 (0,36; 0,62) o6mio 3a romumymab u 0,87 (0,28;
2,04) 3a murare60o (Bk. Touka 4.4).

Cvoduenusn om KIUHUYHY USHUMBAHUS 3d IeYeHue Had ACIMMA

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 moakoKHO Ha Bceku 4 ceamuiu 1o cenmuna 52. [Ipu nanueHTuTe Ha JIeueHUE C FOMUMYyMal
(n =230) ca cpoOIIIEHN OCEM 3JI0KAYECTBEHH 3a00JIIBAHUS U HUTO €JHO MPH MAI[MEHTUTE Ha TU1anedo
(n =79). Crobmuienue 3a muMpoM rMa rpu | ManueHT, 3a HeMeJIaHOMEH pak Ha KokaTa MpH 2-mMa
NAaIMEHTH U 3a APYTH 3JI0Ka4yecTBEHH 3a00JsIBaHUs IpH 5 nanuenTd. Hsama npesanupane Ha
OTIpeJIeJIeH BH/I 3JI0KAUYECTBEHO 3a00JIsIBaHe.

[To Bpeme Ha mIa1e00-KOHTPOJIMPAHATA YacT Ha MPOyYBaHeTo yecToTaTa Ha nosiea (95% CI) Ha
BCHYKH 3JI0Ka4ecTBeHU 3a00isBaHust Ha 100 YoBEKOTOIMHM NpOCIeIsiBaHe Ha MAEHTUTE, ICKyBaH!
¢ ronmumymab, e 6mra 3,19 (1,38; 6,28). B ToBa npoyusane uecrorata Ha mosiBa (95% CI) Ha

100 4oBeKOroMHM MPOCIE/sIBaHE MTPU MAIMEHTUTE, JIEKyBaHu ¢ roaumymad, e ouna 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
3abomnsBanus. [Ipu yyacTHUIIMTE Ha TU1ae6o yectoTara Ha mosBa (95% CI) Ha Te3n 3710KaYeCTBEHH
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3abomnsBanusg Ha 100 goBekoroauuu e 6mna 0,00 (0,00, 2,94). 3HaunMocTTa Ha TE3H PE3yJITATH HE €
W3BECTHA.

Heeponoeuunu cvoumus

B KOHTpoSMpaHuTe ¥ HEKOHTPOJIMPAHUTE MIEPHOIM Ha OCHOBHHTE M3ITUTBAHKS, C MEIHAHa Ha
npocieasBaHe 10 3 TOAWHH, € HabJIi01aBaHa M0-BUCOKa YECTOTa Ha JEMHUETHHU3AIIS TIPH
HalUeHTHTE, TOoTydaBain roauMmymMad 100 mg, B CpaBHEHHUE C TTAIMEHTHTE, TTOJYYaBAIN FOIUMyMal
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 ropnara rpanuna Ha Hopmarta (ULN), cbc CXOHM YECTOTH B IPYIHTE HA
roJuMyMald ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
NAlMCHTHUTE); KaTO B M3MUTBAaHUATA 3a JieueHne Ha AS u Nr-Axial SpA npu noseye naiueHTy,
JIEKyBaHU ¢ TOMMMyMa0, ce e osBrIIo Jieko nosumaBaHe Ha AJIAT (26,9%), OTKOIKOTO Ipu
koHTponHuTe nanueHTH (10,6%). Ilo Bpeme Ha KOHTPOIMPAHUTE U HEKOHTPOJIMPAHUTE MIEPUOTU HA
OCHOBHHUTE M3MMTBAHUs 3a JeueHrne Ha RA u PsA, ¢ MeinaHa Ha mpociiesiBaHe PUOIU3UTETHO

5 roaunn, yecrorara Ha jiekute nosumasadug Ha AJIAT B usnurBanusTa 3a geueHre Ha RA u PsA e
CXOJIHA MIPH JIEKYBAaHHUTE C TOJIMMYyMa0 NallMeHTH U KOHTPOJIHUTE MAMEeHTH. B KOHTponupaHus
MeprOJa Ha OCHOBHUTC U3NIUTBAHNA HA MHAYKIIMOHHA TCPAIIu C FOJII/IMYM36 npu UC ca Bb3HUKHAIIN
nexu nosuieHust Ha AJIAT (> 1 u <3 X ULN) B cX0HU CHOTHOIICHUS MPH JEKYBAaHHUTE C
roJuMyMad ¥ KOHTPOJIHUTE NauueHTu (cboTBeTHO §,0% 1o 6,9% ). B koHTponupanure u
HEKOHTPOJIMPAaHUTE TIEPHOIN Ha ocHOBHHU m3nuTBanms 3a UC ¢ Menuana Ha mpociesBaHe
MPHUOIM3UTEITHO 2 TOJUHY MPOLEHTHT Ha ManueHTuTe ¢ Jeku nosuiieaus Ha AJIAT e 24,7% npu
NalUeHTH, IPUEeMally ToiuMyMal 1o BpeMe Ha eTana Ha MOJAbprKalla TepaIus OT IPOYUBAHETO IPU
ucC.

B koHTponvpaHus neproa Ha OCHOBHM M3MUTBAHU 3a JieueHre Ha RA n AS nouinaBanusara Ha
AJIAT > 5 x ULN He ca 4yecTH, KaTo Te ca HaOJIF01aBaHU TI0-9€CTO MPH MAIUEHTHTE, JIEKyBaHH C
romumymab (0,4% 10 0,9%), otkonkoro npu kKouTponuute nanuerty (0,0%). TakaBa TeHAEHITUS 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 JJeKyBaHUTE 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 (mo 1 roguna). B KOHTpOIMpaHus EPUO/] HA OCHOBHU M3MTUTBAHUS HAa MHIYKIIMOHHA
tepanus ¢ ronumymad npu UC ca Be3HukHanu nosuiienust Ha AJIAT > 5 X ULN B cxongau
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 nanuenTH, NpueManiy roimMyMad 1o BpeMe Ha eTamna Ha [oJIbprKalia
Tepanus ot npoyusaneto mpu UC.

B ocHoBHHE u3nuTBaHMs 3a nedeHue Ha RA, PsA, AS u nr-Axial SpA, equn 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 TOJTUMYMa0 KaTo JOTPUHACSII WK yTEeXKHSBAI (HaKTOop.

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 mosiBata Ha peakiuy Ha MSICTOTO Ha
WH)KEKTHpaHe He Hajlara MpeKpaTsABaHe Ha MPUIOKEHUETO Ha JIEKapCTBEHUS MPOTYKT.
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B xonutposupannte uznurBanus dasa IIb w/unm 111 3a newenne Ha RA, PSA, AS, nr-Axial SpA, texka
nepcucTupania actMa u B m3nutBanus ¢asza [I/111 3a newenne na UC, HUTO €MH OT JIEKyBaHUTE C
roJuMyMal MaueHTH He € pa3BUI aHAQUIaKTHYHA PEeaKIHsl.

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 IbPBU BT ca ycTaHoBeHH ANA (B tuthp 1:160 mnm mo-Bucok). B kpas Ha
€IHOTOTUIITHOTO TPOCeABaHe HaTnuneTo Ha anTu-dsDNA antuTena npu nzxoano antu-dsDNA
otpuriarensu nanueHTu e 1,1%.

Ileouampuuna nonynayus

Tonruapmuxynapen 106eHuneH UOUONAMUYEH APMPUM

be3zonacHocTTa Ha ToNMMyMab e poydeHa B ipoyuBane ¢aza 1l mpu 173 nanmentu ¢ pJIA Ha
BB3pacT oT 2 1o 17 roguan. CpeaHOTO IpocieasiBaHe € MPUOIM3UTENHO IBE TOAMHA. BUABT U
YecToTaTa Ha HeXKEaHUTE PEeaKuy, ChOOIIEHU B TOBA POYYBaHe, KaTo ISUIO ca IMOoI00HH Ha Te3H,
HaOJII0aBaH! B IPOYYBaHUS [IPU BB3PACTHU C PEBMAaTOUAEH apTpPUT.

Crol1aBane Ha IOJ03UPAHU HEXKEJIaHU PEAKIIUH

CpoO11aBaHeTO Ha MO03UPAaHH HEXKEJIaHU PEeaKIUU CcJie]] pa3pelllaBaHe 3a yrnoTpeOa Ha JIeKapCTBEHUs
HPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIB/DKH HAOIIOCHUETO Ha ChOTHOIICHUETO OI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIMIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
NO/I03MpaHa HeXeJlaHa PeaKlys ype3 Hal[MOHAIHATa CUCTeMa 3a ChOOIIaBaHe B!

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Cocpus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9 TIlpemo3upane

B knuHM4HO npoyuBane exuHUYHY 034 10 10 mg/kg ca nHXeKTUpaHU HHTPaBEHO3HO 0€3 MpOosIBU Ha
TOKCUYHOCT, OrpaHHYaBallia jo3ata. B ciryuail Ha npefjo3upase ce IpenopbyBa NalUEHTHT Ja OCTaHe
1oJ] HaOJII0EHUE 3a MPU3HALM U CHMIITOMH Ha HEXXEJIaH! Peakiyy, KaTo He3a0aBHO ce 3a0uHe
MOJIXOJAIIO CHMITOMATUYHO JICYCHHE.

5. ®APMAKOJIOTMYHHA CBOMCTBA

51 @apmakoguHAMUYHH CBOMiCTBA

®dapmakoTepaneBTHYHA Tpyma: UMyHOCynpecopy, HHXUOUTOPU HAa TyMOP-HEKPOTU3UpaIus GaKkTop
anda (TNFa), ATC xoa: LO4AABO6

MexaHHU3bM Ha JICHCTBHE

lonrmymab e 9oBenIKo MOHOKIIOHATHO aHTHTSUIO, KOeTOo 00pa3yBa cTabMiIeH KOMIUIEKC C BUCOK
a(MHUTET KaKTO KbM pa3TBOpHUMaTa, Taka M KbM TpaHcMeMOpaHHarta ¢opma Ha yoBenikus TNFa,
KOETO IpefoTBpaTsBa cBbp3BaHeTo Ha TNFo kbM penentopure my.

DdapmakoMHAMUYHY eDEeKTH

JoxkazaHo e, ye cBbp3BaHeTO Ha yoBewkusl TNF ¢ ronmumymab HeyTpanusupa uaayuupanata or TNFo
eKCIpecHsl Ha MOBbPXHOCTTA Ha YOBEIIKUTE CHAOTEIHN KIETKH Ha aIXC3HOHHUTE MOJICKYJIIH
E-cenektuH, chaoBa agxe3nonna mojekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThUHA aaxe3nonHa Moiekyia 1 (intercellular adhesion molecule, ICAM-1). In vitro
ronumymab naxubupa u uaaynupanara or TNF cexpenns Ha uatepneBkun 6 (IL-6), IL-8 u
rpa”yJIouT-Makpodar konorocrumyupair paxrop (GM-CSF).
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B cpaBreHwme ¢ rpynuTe Ha mianebo ¢ HaOIoaaBaHo U ITOI00pEHHE TT0 OTHOIICHUE Ha CTOMHOCTUTE
Ha C-peaktuBHus npoTtenH (CRP), karo neuenneTo cbe Simponi € J0BENO 10 3HAYMMO OHUKABaHE
CHPSIMO U3XOJHUTE CTOHHOCTU Ha cepymHuTe HUBA Ha IL-6, ICAM-1, MmaTpukcHaTa
metanonporennasa 3 (MMP-3) u cemoBoenoTennus pactexxer dakrop (vascular endothelial growth
factor, VEGF) B cpaBHeHue ¢ KOHTpOHOTO Jeuenue. B nombnHenue, HuBatra Ha TNFa ca ce
MOHIKWIIN IpH nareHTuTe ¢ RA u AS, a npu nanuentute ¢ PSA ca ce moHmwkuny HuBaTa Ha 1L-8.
Tes3u mpoMenu ca HaOMIOJaBaHU TP ITbpBaTa OleHKa (ceaMuUIa 4) ciies 3aroyBane Ha MPUIOKEHUETO
Ha Simponi ¥ KaTo I5UT0 ca Ce 3aIbpkKaid 10 cenmuiia 24.

Knnanuna edukacHocT

Tonuapmuxynapen 108eHuIeH UOUONAMUYEH APMPUM

besonacHocTTa 1 eprkacHOCTTa Ha SIMPONI ca OllEHEHH B PaHIOMH3UPAHO, IBOHHOCIIAIIO, TIale00-
KOHTPOJIMPAHO TpoyuBaHe, ¢ (aza Ha orrerysne ot seuenueto (GO-KIDS) mpu 173 nena (Ha Bb3pact
ot 2 1o 17 rogunm) ¢ aktuBeH PJIA, ¢ Hali-MaJIKO 5 aKTUBHU CTaBU U HE3aI0BOJUTENICH OTTOBOP KbM
MTX. Hena ¢ monuaptuxyiapes JIA (OIHapTPHUT C TOJOKHUTEICH WK OTPHUIATEIICH PEBMATOUICH
(hakTop, pa3lIUpeH OJUTrOAPTPUT, FOBSHUIICH TICOPUATHUYCH apTPUT WK cucTeMeH JIA, 6e3 HacTosIm
CHCTEMHH CUMIITOMH) Ca BKJIIOYCHHU B MPOyYBaHeTo. MeraHaTta Ha Opost aKTUBHH CTaBU Ha U3XOIHO
HHMBO Ha aKTHBHH cTaBu ¢ 12, a cpexauusit CRP e 0,17 mg/dl.

Yact 1 Ha mpoy4YBaHETO ce ChCTOM OT 16-ceqMHUyYHa OTBOpEHa (a3a, B KoSTo 173-Te BKIIOUYEHH Jerna
noJTy4aBaT moakoxHo Simponi 30 mg/m? (maxcumanno 50 mg) na Beeku 4 ceamunm u MTX. 154-1e
Jietia, KOUTO Ca JIOCTHTHAIM OTrOBOp 1Mo AMepukaHckus kosex 1o pesmatosiorus (ACR) Ped 30 va
ceamunia 16 ca BmoueHn B HacT 2 Ha MpOyYBaHETO, paHIOMHU3MpaHaTa (a3a Ha OTTETJISIHE OT
neyeHueTo, u nomyyanar Simponi 30 mg/m? (maxkcumanuo 50 mg) + MTX unu mnane6o + MTX na
Beeku 4 cexvunu. Crienr 060CTpsHe Ha 3a601ABaHETO, AenaTa noaydasar Simponi 30 mg/m?
(makcumanno 50 mg) + MTX. Ha cenmuna 48, nenata ca BKIIIOYEHHU B IBITOCPOYHO MPOIBIKEHHE HA
IIPOYYBAHETO.

Jletiata, BKJIFOYCHH B TOBA MIpOy4BaHe, mokassat orroopu mo ACR Ped 30, 50, 70 u 90 ot cenmuna 4.

Ha cenmuna 16, 87% ot gemara orroapst o ACR Ped 30, a 79%, 66% u 36% ot aeriata CbOTBETHO
orrosapst 1o ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha cenmuna 16, 34% ot aerniara umar
HEaKTHUBHA 00JIECT, OMpe/ie/icHa KaTo HAJIMYMe Ha BCHYKHU OT CJICHUTE: HAMAT CTaBU C aKTHBCH
apTPUT; HIMAT TEMIIEPaTypa, O0PUB, CEPO3UT, CIUICHOMETANIHS, XeIIaTOMETrallusl WK TeHepaTu3upana
auMmbaeHonaTrs, Ibokamia ce Ha JIA; HaMar akTuBeH yBeut; HopmainHa ESR (< 20 mm/yac) win
CRP (< 1,0 mg/dl); rmo6asHa orieHka Ha JieKaps 32 akTHBHOCTTa Ha 3a0oisiBaneTo (<5 mm o VAS);
MPOIBLIDKUTEITHOCT HA CyTpPENTHaTa CKOBAaHOCT < 15 MUHYTH.

Ha cenmuna 16 Bcnuku kommnonenT Ha ACR Ped mokas3Bar KIIMHUYHO 3HAYHMO MO00pEHHE OT
M3XOHOTO HUBO (BK. Tabmuma 3).

Ta6auna 3
IMomoGpenust OT M3X0AHO HOBO Ha KoMmoHeHTHTe HA ACR Ped Ha cegmuia 162
Menunana Ha
nog00peHueTo B
NMPOLEHTH
Simponi 30 mg/m?
n°=173
I'nobanHa oneHka Ha jiekaps 3a 3adonsiBanero (VASC 0-10 cm) 88%
I'mo0anHa oneHKa Ha y4acTHUKA/POJHUTENS 3a ISUIOCTHOTO ChCTOSIHUE 67%
(VAS 0-10 cm)
Bpoli Ha aKTMBHHTE CTaBH 92%
Bpoii Ha cTaBuTE ¢ OrpaHUYeH 00XBAaT HA ABHKCHUE 80%
®usnuecka pynkius no CHAQ® 50%
ESR (mm/h)® 33%
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HM3X0HO HUBO = ceamuna 0

[I3e 1}

N OTpassBa BKIIOYCHUTE NALIUEHTHU

[S )

o

VAS: Bu3yaiHa aHAIOroBa CKajla
CHAQ: BbrpocHUK 3a OIlcHKa Ha JIETCKOTO 3/IpaBe
ESR (mm/h): ckopoct Ha yTasiBaHe Ha epuTpOLUTHTE (MHJIUMETPHU Ha Yac)

[TepBUYHaTa KpaiiHa TOYKa MPU MPOIIEHTa Jiela, kouto orroBapst o ACR Ped 30 na ceamuna 16, u
IpU KOMTO HsIMa 000CTpsiHE Ha 3a00JsIBAHETO MEXKAy cenmuna 16 u ceqmuna 48 He e TocTUrHATA.
Ipu mo-rossiMaTa 9acT OT JeraTa HsiMa 00ocTpsiHe Mexay ceamuiia 16 u ceamuiia 48 (choTBETHO
59% B Simponi + MTX rpynara u 53% B ruiane6o + MTX rpynara; p = 0,41).

[IpexBapuTenHO ONMpeaeIeHUTE MOArPYIIOBH aHAIN3U Ha TbPBHYHATA KPalfHa TOUKA CIIOPE]
msxonuute croiiHocTr Ha CRP (> 1 mg/dl cripsimo < 1 mg/dl) mokassa 1mo-BrcOKH HHBA Ha 00OCTPSIHE
IPY yYacTHHIIY, JIeKyBaHH ¢ miane6o + MTX, cipsimo Simponi + MTX, npu yyacTHHIM ¢ H3XOIHU
croitroctr Ha CRP > 1 mg/dl (87% crpsimo 40% p = 0,0068).

Ha cenmunia 48, 53% u 55% ot nenara, BKIFOUYSHH CHOTBETHO B rpymnara Ha Simponi + MTX u
rpynara Ha mare6o + MTX, orroopst mo ACR Ped 30, u ceorBeTHO 40% 1 28% oT nerara B
rpymnara za Simponi + MTX u rpynara Ha maie6o + MTX, ca ¢ HeakTHUBHO 3a00JIsIBaHe.

Peemamouden apmpum npu 6b3pacmuu

EdwukacHoctTa Ha Simponi e 10Ka3aHa B TP MHOTOIIEHTPOBH, PAHJOMHU3UPAHH, TBOWHO-CIIETIH,
TTane0o KOHTPOIMpaHu poyuBaHusl, BkitouBay Haa 1 500 marmentn Ha BB3pact > 18 roguan ¢ RA
C YMEpEHO JI0 CHITHO U3pa3eHa aKTUBHOCT, JMArHOCTUIIMPAH CHOPE]] KpUTEPHUHUTE Ha AMEPUKAHCKHUS
kosex no peemaroinorust (ACR), mone 3 mecena npenu ckpuauHTa. [larmenTrnre ca nmanu mone

4 otounu 1 4 OONEe3HEHN CTaBU. Simponi WK maredo ca OUiTM HHXEKTHPAHHU TTOAKOKHO BETHBK Ha
BCEKH 4 ceIMUIIN.

B GO-FORWARD ca onenenn 444 nanuenTn ¢ akTiBeH RA BpIpeku ctabuitHaTa 103a OT MOHe

15 mg/cenmuuno MTX u kouTo He ca JiekyBaHu npenu ToBa ¢ TNF-antaronuct. [lanuenture ca
paHIOMU3UpaHH Jia moyvasar miaiebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
wiu Simponi 100 mg + rrame6o. IManuenture, KOUTO ca mosy4yaBaiy miane6o + MTX, ca mpeMuHaINn
Ha Simponi 50 mg + MTX cnen cenmuna 24. Ha cenmuria 52 manueHTHTE ca BKJIFOUYEHH B OTKPUTO
J'BTOCPOYHO MPOIBDKEHUE Ha TIPOYYBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, JIEKYBaHH MIPEAU TOBA C €IMH WU TIOBEYE OT
TNF-antaronucrute aganumymad, eTaneplent wiv uapiaukcumad. [TanmenTure ca paHIOMU3UpaHH
Ja ronyyaar 1ane6o, Simponi 50 mg wmu Simponi 100 mg. ITo Bpeme Ha poy4YBaHETO Ha
MAIUEHTHTE € pa3pelieHo aa mpoabnkat cerbTeTBamoro DMARD neuenue ¢ MTX, cyndacanazun
(SSZ) w/vmm xunpoxcuxinopoksud (HCQ). O6sBeHuTE NpUUMHY 32 IPEKpaTsBaHe Ha
npexamectBamoTo antu-TNF neuenne ca nurca Ha edukacHocT (58%), HenonocumocT (13%), w/unm
pasIn4Hu OT 0€30MacHOCTTa U epUKacHOCTTa NPUIMHH (29%, MpeauMHO 1o (PMHAHCOBU
CHOOpaXKESHUS).

B GO-BEFORE ca onenenu 637 manuentu ¢ aktTuBeH RA, kouto He ca monyuaBan MTX u He ca
nexkyBaHu npeau ToBa ¢ TNF-antaronuctu. [lanmenture ca pangoMU3UpaHy Ja NoTy4aBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wnnu Simponi 100 mg + mrane6o. Ha
cenMuIia 52 ManueHTUuTe ca BKIFOYEHH B OTKPUTO JIBITOCPOYHO MPOBIDKEHNE Ha IPOYYBAHETO, B
KOETO MaleHTHTe, oryyaBany mianedo + MTX, kouto ca umanu rnoxne egHa Ooe3HeHa WK NOAyTa
CTaBa, ca NpEeMHUHAIN Ha jiedeHue cse Simponi 50 mg + MTX.

B GO-FORWARD (cpBMECTHUTE) IBPBUYHM KpaliHH Ca MPOLEHTHT NAlMEHTH, 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
ceamuna 14. B GO-BEFORE chcTraBHHUTE THPBUYHU KPAifHU TOYKH Ca MMPOLCHTHT MAIIMEHTH, IIPH
kouto ¢ mocturaHat ACR 50 orroBop Ha cenmuna 24 v TpoMsiHaTa B MOTUGDUITHPAHKS pPE3yTaT 110
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van der Heijde-Sharp (vdH-S) na ceaqmuna 52. OcBeH MbpBUYHKTE KPAHU TOYKY € HallpaBeHa U
JIOTTBJTHATENTHA OIICHKA Ha BIMSIHHETO Ha Simponi BbPXY MPU3HAIIMTE ¥ CHMIITOMUTE Ha apTPHT,
pEHTreHOrpa)CKM OTTOBOP, TEIECHH (DYHKIIUK U CBBP3AHUTE ChC 3PABETO MOKA3ATENHN 38 Ka4eCTBO
Ha )KHBOT.

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. BsB Bcsiko ot RA
MPOyYBaHUSATA CIIOPE]] MM3aifHa Ha TPOYYBAHETO, MANIMEHTUTE B ABJITOCPOYHOTO IMPOIBIDKEHIE Ha
MPOYYBAHETO MOXKE Jia ca cMeHsutH qo3ute Simponi ot 50 mg Ha 100 mg u 0OpaTHO 1Mo MpereHKa Ha
JieKaps B MPOYYBAHETO.

Ilpusnayu u cumnmomu

OcHoaute ACR pesynraru 3a go3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npencraBenu B Tabnuna 4 u onrcanu no-xony. Habmronasan e
OTTOBOP TIPH ITHPBa OIeHKa (ceamuiia 4) ciie]] MbPBOHAYATHOTO MPIIIOKEHUE Ha Simponi.

B GO-FORWARD ot 89 yyactHum, pannomMu3upanu na nomydasat 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 U ca JIEKyBaHHU ChC Simponi, ca HabmoxaBanu nmogooHu yectotu Ha ACR 20/50/70
otroBop oT ceamutia 104 mo ceqmua 256.

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

Ta6auna 4
OcHOBHH pe3yJiTaTH 3a euKacHOCT B KoHTOIMpaHuTe etanun 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%0* 18% 35%* NA NA
Cenmuna 24 28% 60%* 16% 31% 49% 62%
p = 0,002
Ceamuna 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
Cenmura 14 4% 14% 2% 10% NA NA
p = 0,008 p = 0,005
Cenmuna 24 5% 20%* 2% 9% p = 0,009 16% 24%
Cenmmuna 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 MAalMEHTHTE C YMEPEH 0 TEKBK PEBMATOHJIEH apTPUT
(xombuampany rpynu Simponi 50 u 100 mg + MTX crpsimo MTX camocrositennHo 3a ACR 50) He e
CTaTUCTHYECKH 3HAUMM Ha ceamunia 24 (p = 0,053). Ha cenmuna 52 B o0Iiata momyJamus MponeHThT
nanueHTH B rpynara Ha Simponi 50 mg + MTX, nocturaanu ACR oTroBop, KaTo msio € O
I0-BHCOK, HO HEe CHTHM()UKAHTHO pa3indeH B cpaBHeHme ¢ MTX camocTosTenso (Bx. Tabnuia 2).
JlobIHUTETHY aHAITM3Y Ca HAIIPABCHHM 32 MOATPYIHTE, MPEACTABUTEIIHY 3a TIOKa3aHaTa 3a JICUCHUE
TMOITYJIAIMsS AIIMeHTH C TeXKbK, aKTUBEH U nporpecupant RA. JleMoHcTpupaH € 001110 TO-TONISIM e(heKT
Ha Simponi 50 mg + MTX crpsimo MTX camocTosiTeTHO ipy TTOKa3aHaTa MOITYJIAIUS B CPaBHEHHE C
o011aTa momynarms.

B GO-FORWARD u GO-AFTER ca nHa0monaBany KIMHAYHO U CTATHCTHYSCKHA 3HAYUMH OTTOBOPH
0 pe3yJiTaTa 3a akTUBHOCT Ha 3abomsiBareTo (DAS28) 3a Bceku mpenBapuTEITHO ONPEAEIICH TEPHOJT
Ha oIrleHKa Ha ceamuiia 14 u cemmuma 24 (p < 0,001). Cpen mareHTUTE, OCTAHAH Ha JIEYEHHE 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 JIEKyBaHU chC Simponi, orroBopute o DAS28 ca 6unu nmogobuu ot ceamuna 104
Jo cenmuna 256.

B GO-BEFORE e m3mepen 3HaUnMUAT KIMHAYEH OTTOBOP, MeuHUpaH 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 nmocTurHaaM 3Ha4MM KJIMHHYIEH OTTOBOP B CPaBHEHHE ChC 7% OT
ManeHTuTe B rpymnara Ha namne6o + MTX (p = 0,018). Mexmy 159-te yuacTHHIIN, paHAOMU3UPAHA HA
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa JieueHue Ha ceamuna 104. Cpex Tsx 85, 66 u

53 manmentu ca umanu orroBop ACR 20/50/70 crorBeTHO Ha ceaqmuna 104. Cpen mauueHTUTe, KOUTO
ca MPOIBJDKHIIIN yYacTHETO CH B IPOYYBAHETO M Ca JIGKyBaHH ChC Simponi, ca HabIr01aBaHu 1MOJO0HU
yectotd Ha ACR 20/50/70 otroBop ot ceamuia 104 mo ceamuia 256.

Penmeenoepagcxu omeosop

B GO-BEFORE, 3a na ce onieHu cTenenTa Ha CTPYKTYPHO YBPEKIAaHe, € U3M0I3BaHa MPOMSHATA OT
W3XOHUTE CTOWHOCTH B pe3ynTara o vdH-S, komOuHupaH pe3ynrar 3a CTpYKTYpHO YBpexaaHe,
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 ceamuiia 52 ca npenacraBeHu B Tabmuiia 5.

Bpost nanyenTu 0e3 mosiBa Ha HOBM €PO3HMHU HIIH C IPOMSHA CIIPSIMO U3XOTHHUTE CTOMHOCTH Ha OOIIHS
pesyarat o vdH-S < 0 e 3Ha4nMO 1M0-BUCOK B TpyIaTa Ha JIeYeHHE ChC Simponi B CpaBHEHHE C
koHTponHaTa rpyna (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
ceqmua 256.

Tadauma 5
CpenHu peHTreHorpagcKu NpoMeHHu CIPSIMO U3XOIHUTE CTOHHOCTH B 00LIMS Pe3yJITaT 1o
vdH-S na cexmumna 52 B o6mara nonyaauusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX
ne 160 159
Q01 pe3yarar
W3xoanu cToitHOCTH 19,7 (354) 18,7 (32,4)
[TpoMsiHa OT U3XOAHHUTE CTOHHOCTH 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
W3xoaHM CTORHOCTH | 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

UsxonHu cTOMHOCTH 8,4 (17,8) 7,9 (16,1)

ITpoMsiHa OT M3XOTHUTE CTOMHOCTH 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHJOMHU3HUPAHUTC MMAlIUCHTH

* p=0,015

6 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
KpaliHU TOYKH 4pe3 uHjekca 3a naBanuaHoctT Ha HAQ DI. B Te3u npoyuBanus Ha cenmuna 24,
Simponi Toka3Ba KIMHAYHO M CTATHCTUYECKH 3HAYNMO 1mogo0penue Ha mokazatenure Ha HAQ DI ot
M3XOTHUTE B CPABHEHHE C KOHTPOIHHTE ManueHTH. Cpel MalueHTHTe, OCTaHATN Ha JIEYeHHE ChC
Simponi, 3a koeTo ca oMM paHIOMHU3UPAHU B HAYAJIOTO Ha MPOy4BaHeTo, nogoopenuero B HAQ DI
ce e 3aabpxkaino 1o ceaqmuia 104. Cpex naiueHTUTe, KOUTO €A MPOJBIKIIN YYaCTUETO CH B
MPOYYBAHETO U ca JeKyBaHU cbc Simponi, mogooperneto B HAQ DI e 6mino mogo6Ho ot cenmuria 104
Io ceamuia 256.

B GO-FORWARD mnpu manmeHTHTe, JIEKyBaH! ChC Simponi, € IIOCTUTHATO KITMHUYHO 1
CTaTHCTHYECKU 3HAYMMO TT0I0OPEHHUE 10 OTHOIICHNE 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 (yHkuuu Ha SF-36 ce e 3axbpxano go ceamuna 104. Cpen nanpeHTHTe, KOUTO ca
MPOIBIDKIIIN YUYACTHETO CH B IPOYYBAHETO U Ca JIEKYBaHH ChC Simponi, HOA0OOPEHHUETO B TEIECHUTE
¢ysaxun Ha SF-36 e 6mmo momo6Ho ot ceamuta 104 mo ceamuma 256. B GO-FORWARD u
GO-AFTER e mocTurHaTo CTaTHCTUYECKH 3HAYUMO TOJOOPEHHE TI0 OTHOIIIEHUE Ha yMOPATa,
u3MepeHa upe3 (QyHKIMOHATHA OLIEHKA 10 CKajlaTa 3a JICUeHHe Ha XPOHUYHH 3a00JsIBaHuUs - yMOpa

(FACIT-F).

Tcopuamuuen apmpum npu 8v3pacmHu

be3zonacHocTTa M ehukacHOCTTa Ha Simponi ca olleHeHH B MHOTOIIEHTPOBO, PaHJOMHU3UPAHO,
wiane6o koHTpoaupano npoyusane (GO-REVEAL), Bkmousamio 405 Bb3pacTHU NALMEHTH C aKTUBEH
PSA (> 3 oTounu cTaBu 1 > 3 OOJIE3HEHU CTaBH) BBIPEKH JICYCHHETO C HECTEPOHTHH
npoTtuBoBb3nanuTenHu meaukamenTH (NSAID) wnn DMARD. [anuenTure B TOBa H3MUTBaHE ca C
JTuarHoctunvpan PsA more mpeau 6 Mecena u ¢ MoHe JIeK TIcopras3uc. BKITIOYeHH ca MaiyueHTH ¢
BCHUYKH TOATHIIOBE IICOPUATHYCH apTPHUT, BKIFOYUTEITHO MOIHAPTUKYIAPEH apTPUT O€3 peBMaTHIHU
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
npenmectsaiio JedeHre ¢ TNF-anTaroruct. Simponi wium marne6o ce mpuiarat moaKoKHO pe3 4
ceamuiy. [lanMeHTUTE ca paHAOMU3MPAHH Ja MoJTydaBaT miane6o, Simponi 50 mg wiu Simponi

100 mg. [TanmenTHTE, KOMTO Ca MOJydYaBaIy IIanedo, ca mpeMuHanu Ha Simponi 50 mg cien
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,
Moaudunmpan o vdH-S pesynrart, Ha cenmuna 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
nosute Simponi ot 50 mg Ha 100 mg u 00paTHO 1Mo MpeleHKa Ha JieKaps B IPOYYBAHETO.

Hpusnayu u cumnmomu
OcHoBHHTE pe3ynTarty 3a qo3arta oT 50 mg Ha ceamuiy 14 u 24 ca npeacraBenu B Tabnuna 6 u
OTMCAaHU MO-J0TTy.

21



Ta6auna 6
OcHoBHH pe3yJTaTu 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%
Cenmuna 24 1% 19%
PASIP 75°
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

p < 0,05 3a BCHYKH CpaBHEHUS;

N oTpa3sBa paHIOMHU3UPAHUTE MAIUCHTH; ACHCTBUTEIHUAT OO MaI[MeHTH, TOIXOISIIH 32 OIIEHKA 110 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 wiane6o 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 manentH, 64, 46 u 31 manuentu ca umanu cborBeTHo ACR otrosop 20/50/70. Cpen nanueHTure,
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 cenmuria 256.

Craructuuecku 3Ha4MMH oTroBopu 1o DAS28 ca HabmronaBanu Ha cenmunu 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
NoJJOOpeHre B Ka4eCTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO ChCTOSIHHE, OIICHEHO Bb3 OCHOBA
Ha M0Ka3aTeJINTe 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
NPOJBIDKHIIN YYaCTHETO CH B IPOYUYBAHETO U ca JIeKyBaHH cbe 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
m3xoaauTe croitHoctn HAa VdH-S pesynrara, monudummpan 3a PsA, ape3 mpubaBsiHe Ha TUCTATHUTE
uHTepdaTaHnreaTH! CTaBU HAa PHKaTa.

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
cToiiHocTH B 001Mst Moauduitupan vdH-S pesynrat (cpeano = SD pesynrara € 0,27 + 1,3 B miare6o
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rpynara, B cpaBHenue ¢ - 0,16 £ 1,3 B Simponi rpynara p = 0,011). OcBen Te3u 146 marueHTH, KOUTO
ca Owm paHgoMH3upaHy Ha Simponi 50 mg, ca HATWIHN peHTreHorpadCKu JaHHYM Ha ceaMuIia 52 3a
126 manmentu, ot Kouto 77% He ca MOKa3alH MPOTrpecusi B CPaBHEHHE C U3XOIHUTE CTOMHOCTH.
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 U3XOJIHUTE CTOMHOCTH OT ceamuna 104 1o cenmuria 256.

HMyHOreHHOCT
B npoyuBanusta ¢asa 1l 3a neuenne na RA, PsA u AS 1o cenmuna 52 npu 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
aHTHUTENa ca OWIIM HeyTpanu3upanu in Vitro. [Ipu pa3iuyHu peBMaTOIOTHYHHU TTOKAa3aHUs ca
HaOIroaBaHu cXO0nHU cToHOCTH. ChbTcTBaMAT nprieM Ha MTX Boau 10 O-MaTbK MPOIEHT
HAaMEeHTH C aHTHUTENA CPely roJuMyMal B CpaBHEHHE C MAIIMCHTHUTE, JEKyBaHH ¢ roIuMyMab 6e3
MTX (cwotBeTHO npubm3uTento 3% [41/1 235] u 8% [64/827]).

ITpu nr-Axial SpA ca oTkpuTH aHTUTENA cpenty romumymat npu 7% (14/193) ot nanuenrure,
TeKyBaHu ¢ TonmuMymad 1o 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 MAIMEHTH, Ca UMaJIH HEYTPaIU3UPaLIH
a"tutena in vitro. ChIrbTCTBAIIOTO JICYEHHE C UMYHOMOTYJIaTOPH (a3aTHONIPUH, 6-MEPKAINTOIYPUH U
MTX) e noBeno 10 HO-HUCHK NMPOLEHT HAa NAMEHTUTE C aHTUTEJIa 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
OLIEHUMH TIpoOH 1o cenmuia 228 ca OTKpUTH aHTUTeNa KbM roaumymad mpu 4% (23/604) ot
JIEKyBaHWUTE MAIMEeHTH ¢ rorumMyMad. OcemaeceT u aBa nporenTa (18/22) ot aHTHTSIIO-
MOJIOKUTEIHUTE MAIMEHTH Ca UMAJTH HeyTPaIH3UPAIIX aHTUTeNa in Vitro.

JlexapcTBo-TonepanteH EIA meTton ce usnonssa B npoyuBaHeTo npu PJIA 3a OTKpuBaHe Ha aHTHTENA
cpety roaumymab. [lopanu nmo-Bucokara 4yBCTBUTEIHOCT U 1O100pEHa JIeKapCTBEHA IIOHOCHUMOCT, C€
ouakBa Jia ObJie YCTaHOBEHA IT0-BHCOKA YECTOTA Ha pa3BUTHE Ha aHTHTEINA CPEIly TOUMyMab upe3
nekapctBo-tonepanTeH EIA meton, B cpaBaeHue ¢ EIA meron. BwB dasa |l Ha npoyuBanero npu
pJIA tipe3 ceqmuiia 48 ca OTKpHUTH aHTHTENA CPEIy TOIMMyMad upe3 JeKapcTBO-TosiepanTeH 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 cepyMHUTE KOHIIEHTPAIIUN HA TOJIMMYyMal ce HaOIro1aBa 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, ONpeAesIeHa upes3 JekapcTBo-rojepanteH EIA meron, Thi KaTo Te ca mpeauMHO
AQHTHTEJIA C HUCHK TUTBP, HAMA BUIUMO BIIMSHUE BbPXY JICKAPCTBEHUTE HUBA, €PUKACHOCTTA U
0e30macHOCTTa, U TOPAJIN TOBA HE TPECTABIABAa HOB CUTHAJ 32 0€301acHOCT.

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 CTOMHOCTHTE Ha pa3BUTHE HAa aHTHUTENA C TE3U HA APYTU MPOAYKTH €
HEYMECTHO.
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5.2 dapMaKkoKHHETHYHH CBOWCTBA

Abcopbyus

Crief1 eIHOKPATHO MOIKOXHO MPUIIOKEHHE Ha TOIMMYMal MPH 3paBH J00POBOJIHM WK MAI[MEHTH C
RA, cpemnoTo BpeMe 3a mocThraHe Ha MakCUMaitHa cepyMHa KoHneHTpanus (Tmax) Bapupa oT 2 1o

6 muu. [TonKoKHOTO HHKeKTHpaHe Ha 50 mg romumymab Ha 3paBu JOOPOBOJIIIM BOIHU 10 TIOCTUTAHE
Ha CPEJIHO * CTaHAAPTHO OTKJIOHCHHE B MaKCUMaiHa cepyMHa KoHIeHTparwms (Cmax) 3,1 £ 1,4 png/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
ITpu eTHOKPATHO 1.V. IPUIIOKEHHUE CPEIHUAT 00eM Ha pasnpeaenenune e 115 £ 19 ml/kg.

Enumunupane

CHCTEeMHUAT KIMPBHC Ha ToMMyMab e u3uuciieH Ha 6,9 + 2,0 ml/nueBHo/kg. TepMuHaTHUAT
MOJYXHUBOT € U34UCIIEH Ha NpuOnmu3uTenHo 12 + 3 nuu npu 3apaBu JOOPOBOIIIH, 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 cepMuIM CEpyMHUTE KOHLIEHTPALUU JOCTUTaT CTAlIMOHAPHO ChCTOsIHME Ha cenmuna 12. Ipu
cbipTCcTBaIIa yrorpebda ¢ MTX, neyenneto ¢ 50 mg ronuMymad MoJKOKHO Ha BCEKH 4 ceMUITU
BOJIU JIO CpeIHH (* CTaHJapTHO OTKJIOHEHUE) HA-HUCKU CEPYMHH KOHIIGHTPAIMH B CTA[HOHAPHO
cberostaue oT npudnusutenso 0,6 £ 0,4 pg/ml npu nauueHTy ¢ akTuBeH RA He3aBHCHUMO OT
neuennero ¢ MTX, npubnmsurenno 0,5 = 0,4 pg/ml npu nanueHTH ¢ akTuBeH PsA u npubnusutenHo
0,8 £ 0,4 png/ml npu marentu ¢ AS. Tlpu nanuentu ¢ Nr-Axial SpA, cpennure 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 KOHIIEHTPALMU 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 WIIH
cyidacana3uH He NOBJIHsIBA KJIMPBbHCA HA TOITUMyMa0.

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 cenqmunu cien HavanoTo Ha TepanuAara. Jledennero ¢ 50 mg nin 100 mg romumymab MOAKOKHO Ha
BCEKU 4 ceMUIM IO BpeMe Ha Nepuoja Ha MOAIbpKaHe, BOAU 10 CPEIHU CTALIMOHAPHU HAM-HUCKU
CepYMHHM KOHIIEHTpau# oT coTBeTHO npudmusurenHo 0,9 + 0,5 ng/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 HAali-HIUCKU HMBA Ha TOJIMMYyMa0.

[TanmenTHTe, pa3BUIN aHTUTENA CPELTY TOMMMyMa0l, KaTo IS0 ca C HUCKU CTOMHOCTH Ha
Hali-HUCKHUTE CEPyMHH KOHIICHTPAIIMU Ha FOJIMMYyMal B CTAI[HOHAPHO CHCTOsIHUE (BK. 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. Cnen equHMYHA MOAKOXHA /1032 B 1030BHA Auana3oH ot 50 mg no 400 mg npu 3apaBu
J0OpOBOJIIHK ce HAaOJr01aBa MPUOIU3UTEIIHO TPOMOPIIHOHAIHA Ha 103aTa (hapMaKOKHHETHKA.

Brusnue na menechomo mez2io 6bpxy apmMakokuHemukama
ChliecTBYBa TEHICHIIUS KbM ITOBHIIIABAHE HA KJIMPHHCA Ha TOJIMMYyMab ¢ TIOBUIIABaHe Ha TEIECHOTO
Teryo (BK. Touka 4.2).

Tleouampuuna nonynayus

dapmakokHHEeTHKAaTa Ha ronumyMab e onpeneneHa npu 173 nena ¢ pJIA Ha BB3pact ot

2 1o 17 ropunn. B npoyusaneto npu pJIA, nenara nomyunmu roaumyma6 30 mg/m? (MakcuMaiHo
50 MQ) NoAKOKHO Ha BCEKH 4 CeIMUILIM, UMAT ME/IMaHa Ha Hal-HUCKUTE KOHIICHTPAIIUU Ha
roJuMyMal B CTAIIMOHAPHO ChCTOSIHUE, KOUTO Ca CXOJHH TPU Pa3IMIHUTE Bh3PACTOBU TPYITH, U
KOMTO ca OJM3KH 710, UK MAJIKO MO0-BUCOKH B CPaBHEHHUE C T€3H, HAOIIOJaBaH! IPH Bb3PACTHH
nanuenTu ¢ RA, momydaBanu romumymad 50 mg Ha Bceku 4 cenqMuIy.

[MomynanuoHHOTO (hapMakKOKUHETUUHO/(HapMaKOINHAMUIHO MOJICITUPAHE ¥ CUMYJIAIUS MTPH JeTia ¢
pJIA noTBBpKIaBa Bph3KaTa MEXK/Yy CEPYMHHUTE €KCIIO3UIMH HA TOMMyMal U KIIMHUYHATA
e()MKacHOCT, U MOJKPEIs CXeMa Ha Ipuiarane Ha romumyMa6 30 mg/m? Ha Beeku 4 ceMULH TIPU
nera c pJlA.

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

HexnmuHuYHUTE TaHHK HE TIOKAa3BaT OCOOCH PHUCK 3a XopaTa Ha 0a3ara Ha KOHBCHIIMOHATHUTE
(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
NpOyYBaHE Ha TOJIMMYyMad IpH IBJITOOMAIIATH MaKaly, HIMa JaHHH 32 TOKCUYHOCT NPH Maiikara,
eMOPHOTOKCHYHOCT MJIM TEPaTOr€HHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA
Copowuron (E 420)

XHUCTUIVH

XUCTUIMHOB XUJIPOXIOPUA MOHOXUIPAT
[omucop6at 80

Boa 3a nmxexkiuu.

6.2 HecbBMecTHMOCTH

IIpensun nurcara Ha TPOYYBAHUS 32 HECHBMECTUMOCTH TO3H JICKAPCTBEH MPOAYKT HE TpsiOBa 11a ce
CMECBa C JPYIH JIEKAPCTBEHU MIPOTYKTH.

6.3 Cpok Ha romHocT

2 TOOVHU
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6.4 CnenuaJHM yCJI0BUS HA ChbXpaHeHHUe

Ja ce cpxpansiBa B xiagmwinHuk (2°C — 8°C).

[a He ce 3ampassiBa.

CoxpaHsBaiTe peABapUTEITHO HATBITHEHATA MICAKa B KAPTOHEHATa OMaKOBKa, 3a JIa ce TPEAnasu OT
CBETIIMHA.

Simponi Moxe f1a ce chXpaHsBa MPU MakCHMaliHa Temreparypa 10 25°C, eTHOKpaTHO 3a TIePHOJ 10
30 mHU, HO HE U CIie]T 1aTaTa Ha U3THYaHe Ha MbPBOHAYAIHHUS CPOK HA FOJHOCT, HalleYaTaH BbPXY
KapTOHEHaTa onakoBka. HOBUAT cpok Ha TOAHOCT TpsOBa ja Objie HAMMCAH BhPXY KapTOHEHATa
omakoBka (70 30 1HU OT aTaTa Ha U3BAKAAHE OT XJIAIMITHHUKA).

Benubx cien karo Simponi e chXpaHsBaH IpH CTaiiHa TeMIeparypa, He TpsioBa Jia ce BpbIa OTHOBO
3a CbXpaHEHHUE B XJIAJAWIHUK. Simponi TpsOBa Aa ce U3XBHPIIH, aKO HE ce U3MOJI3Ba B PAMKUTE Ha
30 nHU pu ChXpaHEHUE Ha CTalfHa TeMIlepaTypa.

6.5 Bwuau chabp:kaHNe HA ONAKOBKATA

Simponi 45 mg/0,45 ml WHKEKIMOHEH Pa3TBOP

0,45 ml pa3TBOp B MpeaBapUTEIHO HAIBIIHEHA CIIPUHIIOBKA (CTHKIIO THII ) ¢ Pukcupana uria
(HepBKIacMa cTOMaHa) U Karaue Ha uriara (ryma, ChbpiKa JaTeKC) B PEIBAPUTEITHO HAITbJIHEHA
nmucaka. Beska mpeBapuTeIHO HaTbIHEHA mHcaika Moske aa goctasu 0,1 ml mo 0,45 ml Ha cTeoku
no 0,05 ml.

OmnakoBka ¢ 1 npeBapuTeTHO HAITBJIHEHA TTHCANIKA.

6.6 CrhenuajaHu NMpeana3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa

Simponi ce 1ocTaBs KaTo NpeABAPUTEIHO HATBIHEHA MTHUCATKa 32 eJHOKpaTHa yrnoTpeba, HapeueHa
VarioJect. BsB BCsika OIMakoBKa MMa HHCTPYKIMH 3a YIOTpeOa, B KOUTO MOAPOOHO € OMHUCAaHO KakK ce
n3Moi3Ba nucainkara. Cien U3BaXkaaHe HA IPEIBAPUTEIIHO HAITBJIHEHATA ITHCANIKA OT XJIaJHITHHUKA,
nper MHXXKEKTHpaHeTo Ha Simponi TpsiOBa na ce n3vaka 30 MUHYTH, 32 J1a MOXKE Pa3TBOPBHT Ja
JOCTUTHE cTaiHa Temneparypa. [lucankaTa He TpsiOBa Ja ce paskiamia.

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

CHABPIKAI BUIUMH TYyKIM YACTHIIH.

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

Hewusmon3paHnusr JICKAPCTBECH NPOAYKT WM OTHAABYHUTC MaTCpUaJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.

7. MNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA
Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden

Hunepnannus

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/09/546/009 1 npeaBapuTeaIHO HAIThIHEHA TIHCAIIKA
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[Hara Ha mppBo paspemasane: 1 okromepu 2009 r.
Jlata Ha nocaenno mogHoBsBane: 19 ronu 2014 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2024

IMoapobHa uHpopMaIKs 3a TO3M JIEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yebcaiita Ha EBpomneiickaTa
areHIusl Mo jekapcTaata http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Simponi 50 Mg MHXEKIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITbJIHEHA MHCAIIKA
Simponi 50 mg MHXEKIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBJIHEHA CIIPHHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Simponi 50 mg WHKEKIMOHEH Pa3TBOP B MPEJABAPUTEIHO HAMNbJIHEHA THCAIKA
Enna npensapurenno HambiHeHa nucaika ot 0,5 ml ceappxa 50 mg romumymad* (golimumab).

Simponi 50 mg WHKEKIMOHEH Pa3TBOP B MPEABAPUTEIHO HAMTBJIHEHA COPUHIIOBKA
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

muHus 110 pekombrHanTHa JIHK-TexHom0T 1.

IIoMOIIHO BEIIECTBO ¢ U3BECTHO NEMCTBHE
Bcesika mpeaBapuTeHO HaTBIIHEHA MMHCANKa chabpika 20,5 mg copburon Ha mo03a oT 50 mg.
Bcesika mpeBapuTeHO HAITBJIHEHA CIIPUHIIOBKA chabpxka 20,5 mg copouron Ha n1o3a ot 50 mg.

3a IBIHUA CIIUCHK HAa TOMOIIHUTE BEIECTBA BUHKTE ToUYKa 6.1.

3. JJEKAPCTBEHA ®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. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

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 TEeXbK, aKTUBEH H MIPOTPEeCcUpar] peBMaTOUICH apTPUT NPH Bb3PACTHH, KOUTO
Mpeau TOBa He ca JieKkyBanu ¢ MTX.

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

IOBeHMICH MANOTIATHYEH apTPHUT

Honuapmuxynapen reenunen uouonamuyer apmpum (pJIA)

Simponi B kombunarus ¢ MTX e mokasaH 3a JieueHue Ha MOJHAPTHKYJIAPEH FOBCHUIICH HIHOMATHYCH
apTPHUT MPH Jelia Ha BB3PacT 2 TOJMHU U MO-TOJIEMH, KOUTO Ca HMaJIM HEJIOCTAThUeH OTTOBOP KbM
npenxoaHa tepamus ¢ 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.

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

Simponi € moka3aH 3a JedeHHue MPH Bh3PACTHH IMAIIMECHTH C TEKBK, aKTUBEH HEPEHTTeHOTpaCKH
aKCHaJICH CHOHAMIOAPTPUT ¢ OOEKTHBHU MPHU3HALM HA BB3MAJICHUE, IPOsBEH Ype3 moBuiIeH C-
peaxtuseH npotenH (CRP) w/unu e nokasaH upes sapeHo-MaruuTeH pesonanc (IMP), kouro ca
HUMall HEeJIOCTaThUCH OTIOBOP HMJTH Ca MMATH HETOHOCHMOCT KbM HECTEPOUTHH
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 HSTOHOCUMOCT HJIU MEIUITUHCKU
MIPOTUBOIIOKA3aHUS 32 TE3U TEPATIHH.

4.2 Jlo3MpOBKa M HAYMH HA MPUJIOKEHHE

JleuenueTo TpsAOBa Aa ce 3aM0YHE U J1a C€ CJIEAU OT JIKapy CIIELHAINCTH 110 JUATHOCTHUKA U JICUCHHUE
Ha peBMaTOUJIEH apTPUT, MOJIMAPTUKYIAPEH IOBEHIJIEH UIMOTIATHYEH apTPHUT, ICOPUATUYEH apTPUT,
AHKWJIO3MpAILl CTIOHTUITUT, HEPEHTICHOTPa)CKU aKCHAJICH 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, npusIoKeH BeIHBXK MECEYHO, Ha €JHA U ChIIIa JIaTa.
Simponi TpsOBa na ce npunara cerbreTBano ¢ MTX.

Tcopuamuuen apmpum, aHKULO3UPAaLy CHOHOULUM UTU HEPEHM2EeHO2PAPCKU aKCUdIeH
CHOHOUNLOAPMPUM
Simponi 50 mg, npusIoKeH BEeIHBXK MECEYHO, HA €JHA U ChIIIA J1aTa.

3a BCUYKH U30POCHHU MO-TOPE MOKA3aHUS HATMYHUTE IAHHU TOBOPST, Y€ KIIMHUYEH OTIOBOP
o0ukHOBeHO ce noctura ciex 12 go 14-ceqmuyano nevenue (cnen 3-4 mo3u). [Ipu nanuentn 6e3 naHHA
3a TepaneBTUYeH e(heKT Ipe3 TO3M MEePHO/] MPOIBIKABAHETO HA JICUSHUETO TPSOBA J1a CE MPEOICHH.

IMarrenTu ¢ TenecHo Terio Haa 100 kg

3a Bcu4kH M30pOeHU Mo-rope noka3anus npu nanueHTu ¢ RA, PSA, AS wm nr-Axial SpA c tenectno
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 ¢ g03ara ot 50 mg (Bx. Touka 4.8). [Ipu naruenTn 0€3 TaHHH 3a TEPANEBTUYCH
edexr ciren 3 10 4 noneHUTETHHU 1031 OT 100 mg mpoakDKaBaHETO Ha JICUSHHUETO TPsIOBa Ja ce
MPEOLIECHH.

Yayeposen xonum

IManmenTw ¢ TexecHo Tero mos 80 Kg

Simponi ce npuiara kato HadanHa go3a oT 200 mg, mociensana ot 100 mg mpe3 BTopara ceaIMHLA.
[Tpn manmeHTH che 3aT0BOJIUTENEH OTTOBOP TPsAOBa 1a ce mpmiarat 50 mg Ha ceamuna 6 u ciesx ToBa

29



Ha Bceku 4 ceqmuity. [TareHTuTe ¢ He3aI0BOIUTEIICH OTTOBOP MOXKE /1a CE MOBJIUSST TOJIOKHTEITHO
OT Ipoab/uKaBaHe Ha JieueHneTo ¢b¢ 100 mQ Ha cenMulia 6 U ciie ToBa Ha BCEKU 4 ceIMUIIU (BXK.
Touka 5.1).

[TarmenTn ¢ TemecHo Terso 80 kg u moBeue
Simponi ce npusara kato HavanHa g03a ot 200 mg, nocinensana ot 100 mg npe3 Bropara ceaMua, a
cieq toa 100 mg Ha Bceku 4 cenMuiim (BK. Touka 5.1).

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

Cropen HATMIHUTE TaHHW, KITHHUYCH OTrOBOP ce rmoctura 12-14 ceamuity ciren 3armoyBaHe Ha
nedenueTo (cnex 4 no3u). Ilpu nanuenTy, mpu KOUTO Mpe3 TO3U NMEPUOJI HAMA TaHHH 3a TePareBTUYHA
oJI3a, TPsIOBa J1a ce OOMMUCIH MTPOIbIKABAHE 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 JaJICHUTE M0-1I0JTy MPEIIOPbKH:

° AKo OT ompezieieHdss MOMEHT 3a MH)KEKTHpaHe Ha J103aTa ca MUHAIU TI0-MaJIKO OT 2 CEIMMIIH,
MAIMEeHTHT TPSAOBA Ja CH WHXKEKTHpa MPOITyCHATAaTA /1032 U J]a MPOIBIIKH 110 TbPBOHAYATTHATA
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 coounu)
He ce Hanmara kopekIys Ha J103arta Ipu Xopa B cTapyecka Bb3pacT.

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 MpH MareHTy oy 18-roquiIHa Bb3pacT 3a MoKa3aHus,
pasznuuau oT PJIA, He ca yCTaHOBEHH.

Toruapmuxynapen 108eHUIeH UOUONAMUYEH APMPUM

3a zera ¢ TenecHo Terio Hait-manko 40 kg, Simponi 50 mg ce npuniara BeiHBK MECEYHO, Ha SHA U
ChIIIa 1aTa BCEKU Mecell. 3a IPHIOKEHHE TIPH Jela ¢ MOJIHapTUKYIAapeH I0BEHWIEH HANONATHIeH
apTPUT C TeJlecHO Teryio mo-manko ot 40 kg e nanmmuna 45 mg/0,45 ml npeaBapuTeTHO HAITBJIHEHATA
NHCaJIKa.

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€ npepasricaa.

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 MHCTPYKIIMH 3a MPUIOKEHNE BIXKTE TOUKa 6.6.
4.3 TIpoTuBomoka3aHusi

CBpPBXUIyBCTBUTEIHOCT KbM AKTHBHOTO BEIIECTBO MJIM KbM HIKOE 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).

VMepeHo TexKa WK TeXKa chpaeuna HepocraTburoct (kinac III/TV mo NYHA) (Bx. Touxka 4.4).

4.4 ChneuuajHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH ynorpeda

[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
roJmmMymab He TpssOBa J1a mpoabiokaBa (BK. 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, mpuemany TNF Giiokepu, ca mo-noJaTivByu KbM Pa3BUTHE HA TEKKU HHPEKIHH.

[Tpu nmanuenTy, TeKyBaHH ¢ TOTUMyMa0, ce cho0IIaBa 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
rommMyMad. AKO PY PUCKOBH MAIMECHTH, JIEKYBAaHU C TOIMMYMa0, Ce pa3BUE CEPUO3HO CHCTEMHO
3a0oisiBaHe, TPSOBA J1a Ce MOI03UPa 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 JICUYSHUETO Ha MALMEHTH ¢ MHBA3UBHU I'bOMYHM MH(EKIINH.

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.

Axo Objie TMarHOCTUIIMPaHa aKTHBHA TYOEpKyJ103a, He TPsOBa Jia ce 3armoysa Je4eHue ¢ roIumMymao
(Bxk. 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 ciiydad TpsiOBa BHUMATEIHO J1a ce
NPELEHN ChbOTHOLICHUETO T0JI3a/PUCK HA JICUEHUETO C FOJIUMYyMal.

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
JICYCHHUE C MPOTUBOTYOCPKYJIO3HU CPE/ICTBA MPE/IU 3aMI0YBAHE HA JICYCHUETO C rOIMMyMa0.
HasnavyaBaHeTo Ha TyOEpKYyJIOCTATHYHO JICUCHHUE, MPEIH J1a CE 3a0YHe MPHI0KEHHE Ha TOTMMYyMao,
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 ¢ TOITUMyMa0, ca Bb3HUKHAIN ClIyyad Ha akTUBHA TyOepKyJi03a Mo BpeMe
Ha ¥ cJIefl JIeYeHHe 3a JaTeHTHa TyOepkyio3a. [lannenture, npueMainy ronumymao, TpsioBa CTpUKTHO
Jla ce MpOocCIeasBaT 3a MPU3HAIM U CHMITOMHU Ha akKTHBHA TyOepKyJ03a, BKIIOYUTEITHO 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 TOJTMMYyMa0, KOUTO Ca XPOHUYHH
HOCHTEIM Ha BUpyca Ha xenaTut B (T.e. ca HBsAg-nonoxxutennn), € Ha0J1r01aBaHO 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 XemaTut 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

32



PHICK 3a pa3BHTHE HA TUM(OMH, JIEBKEMHS WITH JPYTH 3JI0KAYECTBEHU 3200 ISIBAHUS TIPH MAIIMCHTH,
nekyBanu ¢ TNF-anaTaronuct. TpsOBa fa 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
W3XO/I, TIPH JIelia, FOHOIIN 1 MIIaAu Xopa (10 22-ronuiiHa Bs3pact), TekyBanu ¢ TNF-01okepu
(Havarno Ha neyenneTo < 18-romuiniHa Bb3pact). [[pUOITHU3UTENHO MOJIOBUHATA OT TE3H CIIyYaH ca
mumpomu. J{pyrute cimydan o0XBaIlaT pa3IuvHU 3JI0KAYECTCHU 3200 IIBaHUS, BKIIFOUUTEITHO PEIKH
3a00J1s1BaHus1, 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
roIMMyMa0, TIpY ManueHTuTe Ha Jedenue ¢ T NF-aHTtaronuct ca Ha0Ir01aBaHN IOBEYE CITydad 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 nanmentu ¢ RA, PsA u AS gectoraTta Ha pa3BuTHE Ha TUMGPOM TIPH
NalMEeHTHTE, JIEKyBaHH C TOIUMYMa0, € Io-BHCOKA OT cpeaHaTa 3a obmara nomynanus. Cho0meHu 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 nmanumenty, nexyBanu ¢ apyru TNF-0610kepu ca choO1IaBaHN peIKH CITydad Ha XETaTOMHEeHAICH
T-xnerpuen mumpom (HSTCL) B mocTMapKeTHHIOBHsE TIepHo (Bxk. Touka 4.8). To3u psabK THIT
T-kneTpueH TuMQOM € ¢ MHOTO arpecuBeH X0 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBBPIIBA JIETATHO.
[ToBeyeTo OT ciyyanTe ca Bb3HUKHAIH MPU IOHOIIN M MBKE B MJIaJa Bb3pacT, KATO MOYTH BCHYKH Ca
O Ha CHITBTCTBAIIIO JICYCHUE C a3aTHONPUH (AZA) uiu 6-mepkantomnyput (6-MP) 3a
BB3MAINTETHO 3a00JsBaHe Ha yepBaTa. [loTeHImanHuAT pruck pu komOnHUpaHe Ha AZA wm 6-MP ¢
roinuMymad TpssOBa BHUMATENHO Ja ce oOMuciu. PUCKBT 3a pa3BuTHE Ha XemaTojreHaIeH T-KIeThueH
numdom mpu nanueHTy, nexkyBanu ¢ TNF-01okepu, He MOXe Ja ce U3KITIOYH.

3noxauecmeenu 3a60186aHUsL, PASTULHU OM TUMPOM

B xoHTpONMpaHuTe eTany Ha KIMHUYHUTE U3NUTBaHUs Ha Simponi ¢a3za [Ib u 111 npu nanuenTtu ¢
RA, PsA, AS u UC yectoTtara Ha 3710Ka4eCTBEHUTE 3a00JIIBaHNS, PA3IMYHU OT JIUMQOM (C
U3KIIIOYCHUE Ha HEMEJIaHOMEH KOJKEH PaK), € CXOJIHA MEX/ly TallMeHTHTE Ha JIeYeHHe C ToIuMyMad u
T€3W OT KOHTPOIHHUTE 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 ¢ IBITOTOANIICH YIIIepPO3eH KOIUT
WIN ITbPBUYEH CKJIEPO3UPAIL XOJIAHTUT) WM KOUTO UMAT aHaMHe3a 3a AUCIUIA3Us IIM KapIIMHOM Ha
ne0enoTo uepBo, TpIOBa PEJOBHO Jia Ce NMPaBH CKPUHUHT 32 JUCIDIa3Hs TIPEIN TeparnusaTa U B X0/ Ha
3abomsBaneTo. To3u mperiies TpssOBa Ja BKIIIOYBA KOJOHOCKOIHS M OMOIICHSI CHITIACHO HALIMOHAIHUTE
pbKOBOACTBA. [Ipu manuenTH ¢ HOBOJMATHOCTULIMPAHA JUCILIA3Hs, JIEKYBaHHU C TOJIMMYMao,
PHCKOBETE U MOJ3HUTE 33 OTACIHUTE MAIUEHTH TPIOBa BHUMATEIHO J1a C€ MPELEeHAT U 1a ce 0OMUCIH
JIaJTH 1a c€ TPOABJIKU TEePaIHsTa.

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 U3MTUTBAHE 32 olleHKa Ha Apyr T NF-aHTaroHuct — nHQIMKCUMA0, mpu

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
MOJXO0KA C MOBUILECHO BHUMAaHKE TIPH MPHUJIOKEHUE HA KOWTO U 1a ¢ TNF-anTaroHucT npu naueHTH
¢ XOBb, kakTo u npy NanyueHT! C MOBHUIIEH PUCK OT pa3BUTHE Ha 3JI0KaYeCTBEHO 3a00IsBaHe MOpaIu
TIOTIOHOITYIIIEHE.

Pax na xoorcama

IIpu manmenTw, ntexyBanu ¢ TNF-6okupary cpencTsa, BKIFOUATEHO TOTUMYyMad, ce cho0IaBa 3a
menanoMm u Merkel-kinerpuen kapuumnoM (Bk.Touka 4.8). IIpernopbuBar ce MepHOIUIHI
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 610kepu, BKIIOYUTETHO U TonMyMab. Hakou oT cirydauTe ca ¢ etanen uszxoa. 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
HEJOCTATHYHOCT MPUJIOKEHUETO HAa TOIMMyMal TpsiOBa a ObJe mpeKpaTeHo (BXK. Touka 4.3).

Hesponornunau cr0uTHs

[Mpunosxenuero 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-anTaronuct, npeau na ce 3anovne JieueHue ¢ ronumymad. TpsiOBa na ce o6chan
NpeKpaTsBaHe Ha JICYEHHETO C TOJMMYMal, ako B3HUKHAT Te3H HapyieHus (BK. 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
BeposaTHOCT TNF-aHTaroHUCTHTE, BKIFOUUTEIIHO U TOJIMMYyMa0, Jia 3acsArat 3al[iuTara Cperry
WH(EKINY 1 Pa3BUTHE HA 3TIOKAYECTBEHH HOBOOOPA3yBaHHSI.

ABTOMMYHHU IPOLIECU

OtHocutennuat nedunut Ha TNFo, mpuunneH ot nedenueto ¢ TNF-anTaronuct, Moxxe fa 1oBesie 10
OTKJTIOYBAHETO Ha aBTOMMYHHH MPOTIECH. AKO Clie/] MPUIIOKEHNE Ha TOIMMYMa0 ce pa3BUSsT
CHMITTOMHU, XapaKTEepHH 3a JIYITyC-I0A00CH CHHAPOM, U aHTUTENIaTa Cpenty ABoiHoBepmxHaTa JJHK
ce MO3UTHBUPAT, JICYCHHUETO C roJuMyMal TpsiOBa Ja ce mpeycTaHoBH (BK. Touka 4.8).

XeMaTOJI0TUYHY PeaKlny

Nma cpolbeHns 3a ciyyad Ha NAHIMTOIICHHS, JIEBKOIICHU, HEYTPOIIEHHS], arpaHyJIoLnTO3a,
aIuIaCTUYHA aHEMUS U TPOMOOIIMTONICHHUS TP NAMEHTH, TosrydaBaiy | NF 610kepu, BKIIOYUTEITHO
roauMymad. Bendku nanueHTn TpsiOBa a 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
roJIMMyMag.
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CemrpreTBaito mpuiaoxkenne Ha TNF-aHTaroHuCTH ¥ aHaKMHpPa

[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 abaTtament

B ximHWYHE TPOYYBaHUS CHITBTCTBAMIOTO nMpiiokenne 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 CEPUO3HH HH(PEKINH, 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. CeIrbTCTBAIIATA YIIOTpeOa Ha TOIMMYyMad ¢ 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 JIeueHHe C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YoTpedara Ha )KUBH BAKCHHYM MOJXKE Jia JJOBEJIE 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) Ciie MpUIoKeHue Ha romumyMad. Hskou ot Te3u peakunu
ca HaCTBIIWJIM CJe]l ITbPBOTO NMPHUJIOKEHNE Ha TouMyMal. AKO ce pa3Bue aHadWIAKTHYHA 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 6v3pacm (= 65 coounu)

B knmuanyan npoyuBanus dasa Il 3a neuenne va RA, PsA, AS u UC karo 11510 He ca 3a0ensi3anu
Pa3JMKH 110 OTHOLIEHHE Ha HeXenanuTe JexkapcTBenu peakunu (HJIP), cepno3nute HexenaHu
nexapctBenu peakun (CHJIP) u cepro3nute nHbEKINH MpY MalUeHTH Ha 65 WK noBeve roANHH,
JIEKyBaHH € ToIuMyMa0, 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 BKIIFOUEHHU TAIUEHTH HAa Bb3PacT 45 WU TIOBEYE TOIUHHU.

bvopeurno u uepnoopobro yspescoane

He ca npoBexianu crieliMaiHy MPOyYBaHKs HA TOJMMYMa0 MPH MalMeHTH ¢ ObOPEUHO HITH
4epHOAPOOHO yBpexaane. [Ipu manueHTn ¢ HapymeHa YepHoApoOHa QyHKIHS roduMyMad TpsadBa ga
ce mpuJiara ¢ TOBHIICHO BHUMaHUE (BXK. TOUKa 4.2).

Ileouampuuna nonyrayus

Bakcunanuu

[IpenopryBa ce mpeu 3aMo4YBaHe Ha JICYCHHUE C TOJUMYMal J1a ObJaT HANPaBeHU BCUYKH
MMYyHU3all{ Ha NeAUaTPUYHUTE MALMEHTH ChIVIACHO HACTOSALIMS UMYHU3ALMOHEH KaleH1ap, ako €
BB3MOXHO (BXK. ,,BaKCHHAIINI/TeparieBTHYHN HHPEKIIMO3HH areHTH  TIOCOYCHH MO-TOPe).

IloMominu BemiecTBa

Simponi ceabpxka copouton (E420). [Ipu manueHTH ¢ peakn HacleACTBeHN podieMu Ha
HEMOHOCUMOCT KbM (DPYKTO3a, TPSAOBA J1a CE B3eME MPEIBU TOIBIHUTCIHUAT e(heKT OT
CBIBTCTBAIIOTO TMPUIOKEHHUE HA IPOAYKTH, ChAbpKAIIU copOuTon (1iin GpyKTo3a) M XpaHUTETHUS
npueM Ha copouTon (nwim Gpykrosa) (BK. 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.

45 B3aumMmopeiicTBHE ¢ IPYTHU JeKAPCTBEHH MPOAYKTH U APYTrH (JOPpMH HA B3aUMOoO/eiicTBHE
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
abaTarlenT He ce npenopbusa (BXK. Touka 4.4).

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH

Ilo BpPEMC Ha JICUCHUCTO C FOJ'II/IMyMa6 HEC Tpﬁ6Ba Ja C¢ Mnpuiarat >KUBU BaKCUHU (B)K. Touku 4.4 u
4.6).

TepaneBTr4HH HHPEKIHO3HN areHTH He TPsIOBa Jia Ce IpHIaraT ChIIbTCTBAIIO C FTOIMMYMal
(Bk. Touka 4.4).

MeroTpekcat
HesaBucumo oT TOBa, Y€ CHIBTCTBANIOTO NMpHiIokeHne ¢ MTX BOH 110 1TO-BUCOKM KOHIIGHTPAIIUU Ha

rojJuMymal B CTAIIMOHAPHO ChCTOSIHUE MPH NareHTH ¢ RA, PSA unu AS, nanHUTE He TOBOPST 32
HEOOXOIUMOCT OT KOPEKIIHS Ha J[03aTa HUTO Ha ronuMymMad, Huto Ha MTX (Bk. Touka 5.2).

4.6 @epTHANTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ileTeposieH NoTeHIHA

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 npocnekTrBHO 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 momynanuonHo
npoyusane ot CepepHa EBporna, BirouBamo 131 6pemennoctr (u 134 xbpMadeTa) ca HaOII0IaBaHH
6/134 (4,5%) chOUTHS Ha CEPUO3HH BPOJICHH aHOMAITUH CJIeT €KCIO3UIHs iN Utero va Simponi
cpsimo 599/10 823 (5,5%) chOuTus ciies CUCTeMHa HeOMOJIOTHYHA Tepanus, B cpaBHeHHE ¢ 4,6% B
obrrara momynarus Ha npoy4yBaneTo. 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 cripssMo 001aTa Momyamus.

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 M PAXKIAHETO WIN MOCTHATATHOTO pa3BuTHE (BXK. Touka 5.3). HaM4HUAT KIMHUYEH OMHUT €
orpaamnyeH. ['omumymab TpssOBa ma ce M3MoI3Ba IO BpeMe Ha OPEeMEHHOCT CaMO aKo JISYEHUETO €
HAMCTHUHA HAJIOKUTEITHO.

lNomumymab mpemuHaBa nipes traneHnTaTa. Cnen nedenue ¢ TNF-Gokupaiio MOHOKITOHATHO
AQHTUTSUIO 10 BpeMe Ha OPEeMEHHOCTTa, aHTUTSUIOTO CE YCTaHOBsIBA 710 6 Mecelia B cepyma Ha
KbpMayeTa, POJICHU OT JIGKyBaHHUTE JKCHHU. B pe3ysTaT Ha TOBa Te3W KbpMaueTa MOXKE J1a ca C
HOBHIICH PUCK OT pa3BuUTHe Ha nH}peKkus. He ce mpenopbuBa NpuiiokeHHe Ha )KUBU BAKCHHH TPH
KbpMaueTa ¢ eKCIIO3HUIMs Ha rojuMymab in utero, 6 meceria cies| mocjaeHaTa HHXKEKIHS ¢ TOTMMyMal
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

(GepTrIMTETa IPU MUILIKH, C U3I0JI3BAHE HA aHAJOTWYHO AHTHUTSIIO, KOETO M30MPaTEIHO MHXUOUPa
¢GyHKIMOHAIHaTa akTUBHOCT Ha Muius TNFo, He moka3Ba 3HauMMK ePeKTH BHPXY (PepTHIIMTETA
(Bk. Touka 5.3).

4.7 EdexTn BbpXy crniocodHOCTTA 32 moupaHe U padoTa ¢ MAIIUHA

Simponi moBnusiBa B MaJika CTENeH CIOCOOHOCTTA 3a modupaHe 1 paboTa ¢ MalIMHU. Bbrpeku ToBa
clie/l IPUIOKEHHE Ha Simponi MOXe Jia ce MosiBU 3aMaiiBaHe (BK. Touka 4.8).

4.8 Hexenanu JieKapCTBeHH peaKuH

Pesrome Ha npoduia Ha Ge30macHOCT

TIpe3 koHTpoOIMpaHUs TIEPHO HAa OCHOBHHUTE M3NUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
uH(EKIIMS Ha TOPHUTE JUXaTEe/IHU IIbTHUINA € Onjla Hali-uecTaTta Hexenana peakius (HP), kosto ce
cpobmasa npu 12,6% ot nanueHTHTe, JeKyBaHu ¢ romuMymad B cpaBHenue ¢ 11,0% npu
KOHTpOJIHUTE nanueHTH. Hali-cepuoznure HP, cpo0mienn 3a roauMymal, BKIIOUBAT CEPUO3HH
UHQEKIHUN (BKIFOYUTEIHO CEeTCUC, THEeBMOHHMS, TB, HHBa3HMBHU IbOWYHU M OTIOPTIOHUCTHYHH
WH(EKIHN), JeMUSTMHU3UPAIIY HapylIeHus, peaktuanus Ha HBV, 3CH, aBronMyHHHM nporiecu
(Jtymyc-noJo0eH CUHAPOM), XeMaTOJIOIMYHN PEaKI1H, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEIHOCT
(BKIIFOUMTETHO aHA(UIIAKTUYHA PEAKLUsl), BACKYJIUT, TUM(OM U JieBKeMust (BK. Touka 4.4).

Tabnu4eH CIMCHK Ha HEXEIAHUTE PEaKIHU
HP, nabmogaBany B KITMHUYHYU M3NUTBAHUS U CHOOIICHH MTPH MOCTMAPKETUHIOBaTa yroTpeda Ha
roimMyMad B CBETa, ca onucanu B Tabmuma 1. B pamkuTe Ha cuctemo-opranuute kiacose HP ca
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M30pOEHH T10 YeCTOTa CIIOpPE] ClIeAHATa KOHBEHIMs: MHOTO dectH (> 1/10); uectn (> 1/100 mo < 1/10);
HeuectH (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro pemku (< 1/10 000); ¢
HEHM3BECTHA YeCTOTa (OT HAJTMYHUTE JaHHH HE MOKE Ja Ob/ie HalpaBeHa OlleHKa). BB Besika rpyma mo
YeCTOTa HEXKETaHUTE PEAKIMHU Ca MPEICTABEHN B HU3XO/ISI PEJI [0 OTHOIICHHE Ha TSIXHATa
CEPHO3HOCT.

Taoauna 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

Hewectn: Cerncuc, BKIFOUYUTEIHO CENTHYEH MIOK, MUET0OHE)PHUT

Penxu: TyOepkynosa, OHOPTIOHUCTUYHU HHPEKIUH (KaTO HApUMEp
WHBa3MBHU I'bOMYHN MH(EKIUH [XUCTOILIA3MO3a,
KOKIIINOUIOMHKO3a, ITHEBMOITMCTO3a |, DaKkTepraiHa,
aTUIMWYHA MUKOOAKTEpHaIHa U POTO301HA HHPEKIIHA),
peakTHUBaIysl Ha BUpyca 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: Jlumdom, neekemus, meaanom, Merkel-kieTbueH kapuuHOM
C neusBecTHa yectora: XemnaronaueHnaneH T-kierpueH auMdom™, 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 PEAKIIUs), BACKYJIUT
(cucreMeH), capKouI03a

Hapymienns Ha eHIOKpUHHATA
cucremMa
Heuectn: Tupounnu HapymeHus (KaTo XUIIOTHPEOUINZBM,
XHOEPTUPEOUAN3BM U CTPyMa)

Hapyiienus Ha MmeTabosu3ma u
XpaHEHEeTO
Heuectn: TloBumaBaHe 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
OpOHXHMaTHA XUIIEPAKTUBHOCT)
Wntepcrunmanna 6enoapobHa doect

CromaiHo-4peBHU HapyIIeHUs

Yecrtu:

Heuecrtu:

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

KoncTumanus, ractpoe3odareanna pediaykcHa 60iect

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: JluxeHounaHM peakuuu, ekchoaranns Ha KoKaTa, BaCKyJIUT

C Hen3BeCTHA YECTOTA:

(KOXKEH)
BrionaBaHe Ha CUMITOMUTE Ha JIPMATOMHUO3ZUT

Hapyuenns Ha
MYCKYJIHO-CKEJIETHaTa CHUCTEMA U
CBhEAMHUTENIHATA ThKaH

Penxu:

Jlynyc-noo0eH cCuHIpoM

Hapymenus na 6s0perure u
MUKOYHHUTE ITBTHILA

Penxu:

Hapymenns Ha nUKOYHHUS 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, 001Ka, KpbBOHACSIaHE, IPYPUTYC, APa3HEHE, U
napecTesus), JUCKoMQopT B 006JacTTa Ha IPbAHMS KOLI
3abaBeHO 3apacTBaHe Ha paHU
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HapaHﬂBaHI/I}I, OTpaBsAHUA U
YCIIOKHCHHA, Bb3HUKHAJIU B
PE3YJITAT HA UHTCPBCHIIUN

Yectu: DpakTypu Ha KOCTUTE
Ha6monasanu npu npyru TNF 61okepu.

*

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
mo3a ot 50 mg, mpubnusuTenHo 3 roauHu mpu go3a or 100 mg), kaTo manueHTUTe MOXKE Ia ca
NPEMUHAIH OT €/IHA J103a KbM JIpyTa.

Onucanue Ha I/I36DaHI/I HCXKCIaHU pCaKInn

HUngpexyuu

[Ipe3 KOHTpOIMpaHUs MEPHUO] HA OCHOBHUTE W3NUTBAHUS, ¢ HaOr0aBa HH(EKINS Ha TOPHUTE
JUXaTeJIHHU ITbTHUILA KaTo Hali-uecTo choOIIaBaHaTa HeXXeNnaHa JieKapcTBeHa peakiys npu 12,6% ot
JeKyBaHUTE ¢ romuMymad manueHTH (dectota Ha 100 woBexkorogmau: 60,8, 95% CI: 55,0, 67,1), B
cpasaenue ¢ 11,0% npu koHTposIHKMTE NaruenTy (dectoTa Ha 100 yoBekoroaunu: 54,5; 95% CI: 46,1,
64,0). B koHTpONHMpaHu ¥ HEKOHTPOJIMPAHH €TAIK Ha MPOYYBAHUATA, C MeIMaHa Ha TIPOCIIEsIBaHe
NPUOTU3UTETHO 4 TOJTUHH, YeCTOTaTa Ha MH(EKIIUM HAa TOPHUTE TUXATCITHH ITbTUINA HA

100 woBekoroaunu e Ouia 34,9 cayyas; 95% CI: 33,8; 36,0 3a nekyBaHHUTE C TOTUMYMa0 MAIUCHTH.

IIpe3 KoHTpONMMpPaHuUs IEPUOJl HA OCHOBHUTE W3MUTBaHUs ca HaOmogaBanu uHGekuuu npu 23,0% ot
JIEKyBaHUTE ¢ roumMymab manuenTH (dectota Ha 100 wosexoroauuu: 132,0; 95% Cl: 123,3, 141,1), B
cpasaenue ¢ 20,2% npu KOHTpOIHKUTE NarueHTy (dectota Ha 100 yoekoroaunu: 122,3; 95% CI:
109,5; 136,2). B koHTpoNMpaHu U HEKOHTPOJIHMPAHU €Taly Ha U3MUTBAHUITA, C MeUaHa Ha
MpocIesiBaHe MPUOTU3UTENHO 4 TONWHY, YecToTaTa Ha nHpekwn Ha 100 YoBekoroanHu € Onna
81,1 crourus; 95% CI: 79,5; 82,8 3a nexyBaHHUTE C rOIMMYMa0 MAIIUECHTH.

I1pe3 KOHTpOIMpaHus epro Ha n3nuTBanuATa 3a RA, PSA, AS u nr-Axial SpA ca nabiroiaBanu
cepuo3nu uHdekmu npu 1,2% ot JeKyBaHUTE ¢ roJuMyMad narueHTd u 1,2% oT nanueHTuTe B
KOHTpoOJHaTa rpyna. YectoTtara Ha cepuo3HnuTe HHPeKny Ha 100 4OBEKOTOJMHU MPH MPOCIIe/IsBaHE B
KOHTPOJIMPaHUs epHo/I Ha m3nuTBanusTa 32 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 romumymad ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnanebo rpynara. [Ipe3 KoHTpoNIpaHus MepHO Ha U3MUTBAHUS Ha
MHIYKIHOHHA Tepanus ¢ ronumyMad npu UC, cepuo3nn nndekuun ca Hadmoaasanu mpu 0,8% ot
NalUeHTHTE, JEKyBaHH ¢ ToJIMMyMal, B cpaBHeHueE ¢ 1,5% OT mauueHTHuTe B KOHTPOJIHATA IpyTIa.
Cepuoznurte nHOEKIINH, HAOI0IaBaHU TIPH MAIUCHTUTE, JIEKYBaHU C TOJIMMYMa0, BKIIIOYBAT
TyOepKyJi03a, OaKTepruaIHi HHPEKIMHU, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, MHBa3UBHYU I'bONYHH
MH(EKIUU ¥ APYTH ONOPTIOHUCTUYHYU HHpeKIuH. Hsikon oT Te3n nHdekuun ca Ouiu ¢ ietajieH
U3X0/1. B KOHTpoMMpaHUTE 1 HEKOHTPOJIMPAHUTE €T HA OCHOBHUTE M3MUTBAHMSA, C MEJHaHa Ha
npocleisBaHe 0 3 TOJAWHY, € Ha0Ii01aBaHa [M0-BUCOKA YeCTOTa Ha CEPHO3HH UH(EKIINH,
BKJIIOUMTEITHO OMOPTIOHUCTHYHM HHPekumu 1 TB npu nanuenTy, nonydasanu 100 mg ronumymad, B
CpaBHEHHME C MAIMEHTH, nomydaBanu 50 mg ronumymad. YectoTaTa Ha BCHUKH CEPHO3HU MH(EKITUH
Ha 100 yoBexoroaunu ¢ ouna 4,1; 95% CI: 3,6; 4,5, npu naruenrure, nony4asanu 100 mg
rooumymab u 2,5; 95% CI: 2,0; 3,1 npu nauuentute, norydasanud 50 mg romumymao.

3nokauecmeenu 3ab60126anus

Jlumgpom

[lo Bpeme Ha OCHOBHHTE M3IIMTBAHUS YECTOTATA HA PA3BUTHE HA TUM(OM IpH JIEKyBaHUTE C
roJuMymal ManyeHTH € TI0-BUCOKa OT OYaKBaHaTa B o0Iiara nomnynanus. B koHTponmpanute u
HEKOHTPOJIMPAHUTE €TAIH Ha TEe3W M3IMHUTBAHMS, C MEIMaHa Ha MPOCIIEsIBaHe JI0 3 TOJMHH, €
HaOJIro1aBaHa Mo-BUCOKA YecToTa Ha TMM(OM NpH ManueHTure, noyyasany 100 mg ronumymao, B
CpaBHEHHME C MAlMEHTHTE, oiy4yasainu 50 mg ronumymad. JInmpoM e quarHocTUIpan npu

11 yuacthuiw (1 B TepaneBTu4HUTE Tpynu Ha 50 mg ronumymad u 10 B TepaneBTUYHUATE TPYIIH Ha
100 mg ronmumymad), ¢ gecrota (95% CI) na 100 yoBekoroauHu 3a nmeproa Ha NpocieasiBaHe Ipu
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0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cayuas, croTBeTHO Ipu romumymad 50 mg u 100 mg, u 0,00
(0,00, 0,57) ciyuas mpu mare6o. ITo-rosmMa 9acT OT CiIy4anTe Ha pa3BUTHE Ha JIUMGOM ca
Bb3HUKHaIH 1pu npoyuBaneto GO-AFTER, KoeTo BK/IFOYBA MAMEHTH C MPEAXOIHA EKCIIO3UIINS Ha
TNF-aHTaroHUCTH, KOUTO Ca UMAJIH TIO-ToJIIMa MPOIb/DKHTETHOCT U pehpPakTEPHOCT Ha
3abomsBaneTo (BK. Touka 4.4).

3nokauecmeenu 3a60128aHUsL, PAZTUUHU OM TUMPOM

B koHTpOIMpaHuTe MEPUOM HA OCHOBHUTE M3MUTBAHMS, KAKTO U IO BpeMe Ha MPUOITHU3UTEITHO
4-roIMIITHOTO TIPOCTEAsIBaHE, YeCTOTaTa Ha Pa3TUIHHATE OT JIMM(OM 37T0KaYECTBEHHU 3a00IIIBaHM (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.

[To Bpeme Ha KOHTPOIMPAHUTE U HEKOHTPOJIMPAHUTE TIEPUON HA OCHOBHHUTE M3IHUTBAHUS, C MEANAHA
Ha IpocIIeasBaHe 10 3 TOAUHN, HEMEITaHOMEH paK Ha KO)KaTa € JHarHOCTHIMPAH TIPH 5 OT
YYaCTHUIHUTE, MpreMaiu miane6o, 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) o610 pu romumymad u 0,87 (0,28; 2,04) npwu ruiare6o.

[To Bpeme Ha KOHTPOJIMPAHHS K HEKOHTPOJIMPAHUS TIEPUO] HA OCHOBHHUTE U3IMMTBAHMS, C MEJMaHa Ha
NpocIesBaHe 10 3 TOAWHH, 37I0KAYeCTBCHH 3a00JISIBaHsI C U3KITIOUCHHE Ha MENTAHOM, HEMETIAaHOMEH
KOXKEH paK v TUM(OM ca JUarHOCTUIIUPAHH MIPU 5-Ma yYacTHUIIM, TpHeManH 1ane6o, 21 ot
npueMainte ronmumymad 50 mg u 34 ot npuemanure ronumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoroaunu 3a nepuoa Ha npocienssane 0,48 (0,36; 0,62) o6mio 3a romumymad u 0,87 (0,28;
2,04) 3a mmare6o (Bk. Touka 4.4).

Cvobujenus om KIuHUYHY USHUTNBAHUS 33 leYeHue Had ACmMA

B ekcruiopaTopHO KITMHUYHO MTPOYYBAHE MAIMEHTH C TEKKA MEPCUCTHPAIa aCTMa ca MOy YHITH
HaToBapBaiia 703a rojaumymad (150% ot onpezeneHara TepaneBTUYHA J1032a) TOAKOKHO Ha

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

50 mg moKoKHO Ha BCeku 4 ceamuIy J1o cenmuna 52. [Ipu manueHTuTe Ha JIeueHUEe C rONUMyMal
(n =230) ca cpoOIIIEHH OCEM 3JTOKAYECTBEHH 3a00JIIBAHUS U HUTO €JHO NP MMAI[MEHTUTE Ha Tu1anedo
(n =79). Crobuienue 3a muMpoM rMa rpu | manueHT, 3a HeMeJIaHOMEH pak Ha KoKaTa MpH 2-mMa
MAIMEHTH U 3a JPYTH 3JI0KAYeCTBEHH 3200 sIBaHUs IPH S marueHTd. Hsaima npesanupane Ha
OTIpEeJIeNICH BH/I 3I0KAYECTBEHO 3a00JIsIBaHE.

ITo BpeMe Ha 1uTarie60-KOHTPOIIMPaHaTa YacT Ha MPoy4YBaHeTo dectorara Ha mosia (95% CI) na
BCHYKH 3JI0Ka4ecTBeHU 3a00isiBaHus Ha 100 4oBEKOroIMHM NpOoCieisiBaHe Ha MAEHTUTE, ICKyBaHU
¢ romumymab, e omra 3,19 (1,38; 6,28). B ToBa npoyusate uectorata Ha mosiBa (95% CI) Ha

100 4oBeKOroIMHM MPOCIIesIBaHE MTPHU MAMEHTUTE, JICKyBaHu ¢ ronumyma0, e ouna 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 KoHTpoOnHMpaHUTe ¥ HEKOHTPOJIMPAHHUTE NIEPHUOIM HAa OCHOBHUTE M3MUTBAHMUS, C MEJMaHa Ha
npociensBaHe 10 3 TOAWHH, € Ha00AaBaHa [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 ropnara rpanuna Ha HopMmara (ULN), cbc CXOIHHU YECTOTH B IPYIHTE HA
roJuMymad ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
MAIMEHTHTE ); KaTO B M3IMTBAHMATA 3a JeucHue Ha AS u nr-Axial SpA npu moBsede maruenTH,
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JICKyBaHH ¢ TOIMMyMa0, ce e TOosBUIO jieko nopumiaBane Ha AJIAT (26,9%), oTKOIKOTO Ipu
kouTposHuTe naneHTH (10,6%). ITo BpeMe Ha KOHTPOIMPAHUTE U HEKOHTPOJIMPAHUTE IICPUOAN Ha
OCHOBHUTE M3IMTBaHUA 3a JieueHne Ha RA u PsA, ¢ Mennana Ha mpociiesiBaHe MPUOTU3UTEITHO

5 romuny, yectoTara Ha Jiekute nmoBuiaBanus Ha AJIAT B usnutBanusTa 3a nedcHue Ha RA u PsA e
CXOJIHA MPH JICKYBAHHUTE C TOJIMMyMa0 MaIMeHTH U KOHTPOJIHUTE MAIeHTH. B KOHTpomupaHust
MepUO]] Ha OCHOBHUTE U3MHUTBAHKS HA HHAYKIIMOHHA Teparus ¢ ronumymatd npu UC ca Bh3HUKHAIH
nexu noButnenns Ha AJIAT (> 1 u <3 X ULN) B ¢XOJJHH CHOTHOIIICHUS MPH JICKYBAHUTE C
roJMMyMad U KOHTPOJHUTE ManueHTH (choTBeTHO 8,0% 1o 6,9% ). B koHTponupanute u
HEKOHTPOJIUPAHUTE TIEPHOIN Ha OCHOBHU m3nuTBanus 32 UC ¢ Menuana Ha pocie/siBaHe
MPHUOIM3UTEITHO 2 TOJUHY MPOIEHTHT Ha ManueHTuTe ¢ Jieku noputnenus Ha AJIAT e 24,7% nipu
MAIUCHTH, TIPUEMAIlY ToOIMMyMal 10 BpeMe Ha eTaria Ha MO IbpiKalla Tepamnus OT MPOy4YBAHETO MPH
uUcC.

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! II0-9ECTO MPH MAI[USHTUTE, JIEKyBaHH C
rosmumymab (0,4% mo 0,9%), otkonkoto npu koHTposHuTe nanueHty (0,0%). TakaBa TeHACHINS HE
ce Ha0IoAaBa Npy MaMeHTUTE C ICopraTuydeH apTpurt. [1o Bpeme Ha KOHTPOJIMPAHUTE U
HEKOHTPOJIMPAHNTE IEPHOIM HAa OCHOBHHUTE M3MTUTBAHMS, C MEMaHa Ha TIPOCIIC/IIBAHE 5 TOJMHH,
yecroraTta Ha nopumasane Ha AJIAT > 5 X ULN e cxoaHa npH JeKyBaHHUTE C TOMUMYMad 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
NPOIBIDKABAT J]a y4acTBAT, KAKTO M PU KOPEKIHMS Ha IIpHeMa Ha JIPYTH JISKApCTBEHN TPOLYKTH.
Hsma cpo0mienn ciyyan 1o BpeMe Ha KOHTPOJIUPAHHUS U HEKOHTPOJIMPAHUS TIEPUOJT Ha MPOYIBAHETO
3a nr-Axial SpA (zo 1 roguna). B KOHTpOIMpaHus NEPUO/ HA OCHOBHU M3MTUTBAHUS Ha HHAYKIIMOHHA
tepanus ¢ romumymad npu UC ca Be3nukHany nopuiieHus Ha AJIAT > 5 x ULN B cxoanu
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% npu nanuenTH, npueManiy roiuMyMad o BpeMe Ha eTarna Ha IOoAbpiKalia
Tepanus ot npoy4saneto npu UC.

B ocHoBHM u3nuTBanus 3a teyenne Ha RA, PSA, AS u nr-Axial SpA, equn nanpeHT, BKIIOYEH B RA
W3MUTBAHE ¢ IPENICCTBAIIN YEPHOIPOOHN OTKIIOHEHUS U TIPUEM Ha JIPYTH JIEKApCTBEHU MPOYKTH,
KOKTO € JIEKyBaH ¢ rojiuMymMa0, € pa3Bui HeMH(EKIIMO3EH XEIaTHT ¢ UKTep, ¢ JeTajieH u3xo. He ce
W3KJTFOYBA POJIATA HA FOJIMMYMad KaTo JOMPUHACSII W YTEXKHABAI HaKTop.

Peaxyuu na macmomo na undxxcexmupane

B xoHTpONMpaHuTe epruoan Ha OCHOBHH U3NHUTBaHUs 5,4% OT malMeHTHTe, JIEKYBaHH ¢ TOITUMyMao,
ca MOJIyYMJIM Peakliy Ha MSICTOTO HAa MHXXEKTHpaHe B cpaBHeHHE C 2,09 OT KOHTPOIHUTE MALEHTH.
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
Hal-uecTara € epuTeEM Ha MACTOTO Ha MHXKEKTUpaHe. KaTo 110 nosiBaTa Ha peakiuy Ha MICTOTO Ha
MHXXEKTHpaHE He Hajlara IpeKpaTsABaHe Ha IIPUIIOKEHUETO Ha JIEKAPCTBEHUS IIPOAYKT.

B kontposnupanute nznurBanus dasa [Ib w/unm 111 3a neyenue Ha RA, PSA, AS, nr-Axial SpA, texka
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 KOHTPONHUPAHHU W HEKOHTPOJIMPAHH MEPHOAN Ha OCHOBHH M3IUTBAHUS C €THOTOTUIICH
Nepuo Ha npocieaspane, npu 3,5% oT nalnueHTuTe, JIeKyBaHu ¢ romumymao, u 2,3% ot
KOHTPOJIHUTE MAallMEeHTH 3a IbpBU BT ca ycraHoBeHH ANA (B TuThp 1:160 niu no-Bucok). B kpast Ha
€/IHOTOJIUIITHOTO Mpocie/siBaHe HammureTo Ha anTH-dsDNA anTurena nmpu m3xoano antu-dSDNA
otpuriarenHu namueHtu e 1,1%.
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Ileouampuuna nonynayus

Tonruapmuxynapen 108eHuIeH UOUONAMUYEH APMPUM

Bbe3zonacHocTTa Ha ronuMyMab e npoydeHa B ipoyuBane ¢aza |1l mpu 173 nauuentu ¢ pJIA Ha
BB3pacT oT 2 10 17 roguan. CpeAHOTO MpociieAsBaHe € TPUOIM3UTENHO B TOAUHU. BUIbT 1
YeCcTOTaTa Ha HeXKEITAaHUTE PEaKIny, ChOOIICHN B TOBA TPOYYBaHe, KaTo ISUIO ca ITO00HH Ha Te3H,
HaOJII0aBaHM B TPOYYBAHMS TIPH BH3PACTHH C PEBMATOHICH apTPHT.

Cpo011aBale Ha DOJAO03UPAHH HEXKEIAHU PEAKIIMHI

Cro0IaBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIIUH ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaKHO. TOBa MMO3BOJISBA Ja MPOIBJKHM HAOIIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
[I0I03UPaHa HeXKEIaHa PeakKis Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3meiHATENHA areHIus 10 JIeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9 TIlpemo3upane

B xnuHMYHO npoyuBaHe enuHUYHA 1034 10 10 mg/kg ca WHKEKTUpaHU WHTPABEHO3HO 6€3 MPOosIBH Ha
TOKCHYHOCT, OTpaHHYaBalla 103ata. B ciayyail Ha npefo3upaHe ce IpenopbyuBa MAMEHTHT 1a OCTaHe
0[] HaOJIIOZEHUE 3a MPU3HALM U CUMIITOMH Ha HEXXEJIaHU Peaklyy, KaTo He3a0aBHO Ce 3al04He
MOIXOJAIIO0 CUMITTOMATUYHO JICYEHHE.

5.  ®APMAKOJIOTMYHU CBOMCTBA

51 ®apmakoguHAMUYHH CBOHiCTBA

dapmakoTepaneBTHUHA Tpyma: FiIMyHOCyIIpecopy, HHXMOUTOPH Ha TyMOP-HEKPOTU3UpaIus (hakTop
anda (TNFa), ATC xoxa: LO4AABO6

MexaHu3bM Ha IeWCTBUE

I'osimmyMab € 4OBEIIKO MOHOKJIOHAIHO aHTUTSUIO, KOETO 00pa3yBa cTabniieH KOMIUIEKC C BUCOK
aMHHUTET KaKTO KbM pa3TBOpPHMATa, Taka U KbM TpaHcMeMOpaHHaTa (popma Ha yoBemkus TNFa,
KOETO NpeoTBpartsBa cBbp3BaHeTo HA TNFo KbM perientopure my.

DapmakoaMHAMUYHY eEKTH

JoxazaHo e, ye cBbp3BaHeTo Ha yoBemkus TNF ¢ romumymabd HeyTpanusupa uHaynupanara ot TNFa
eKCIpecHst Ha MOBBPXHOCTTA Ha YOBEIIKUTE SHIOTEITHN KIETKU Ha QJIXC3HOHHUTE MOJIEKYITH
E-cenektuH, chaoBa aaxesnonna monekyina 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThbuHa afxe3nonHa mosiekysa 1 (intercellular adhesion molecule, ICAM-1). In vitro
ronumymab naxubupa u unaaynupanara or TNF cekpenus Ha untepieskus 6 (IL-6), IL-8 u
rpaHyJIoIuT-Makpodar konorocrumyuparr paxrop (GM-CSF).

B cpaBHenue ¢ rpynute Ha manebo e HabJIr1aBaHo U MOJ00peHre IO OTHOIICHUE Ha CTOWHOCTHTE
Ha C-peaktuBaus npotenH (CRP), kaTo medeHneTo chc Simponi € JOBENIO 10 3HAYUMO IMOHUKABaHe
CHPSIMO U3XOJHUTE CTOHHOCTH Ha cepymHuTe HUBA Ha IL-6, ICAM-1, MmaTpukcHaTa
MmeTtajonporenHasa 3 (MMP-3) u cpaoBoenaoTenHus pactexer pakrop (vascular endothelial growth
factor, VEGF) B cpaBHeHue ¢ KOHTpOJIHOTO JieueHue. B nombnHenue, HuBara Ha TNFa ca ce
MOHW)KWIJIM TIpH maruenTuTe ¢ RA u AS, a npu nanuentute ¢ PsA ca ce nonwxkwimm HuBata Ha [L-8.
Tesu npoMeHn ca HaOMIOAaBaHU PH ITHPBaTa OICHKa (ceaMuIia 4) cien 3amoyBaHe Ha TMPUI0KEHUETO
Ha Simponi ¥ KaTo IUT0 ca Ce 3aIbpXkKalv 10 cenmuia 24.
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Kinunuuna edukacHocT

Pesmamouden apmpum

EdukacHoctTa Ha Simponi € 0Ka3aHa B TpU MHOTOILICHTPOBH, PAHIOMHU3UPAHH, TBOMHO-CIICTIH,
iane0o KOHTPOJIMPaHU poyuBaHus, BKirouBamy Haj 1 500 manuenT Ha Bb3pact > 18 roauau ¢ RA
C YMEPEHO JI0 CHUITHO U3pa3eHa aKTUBHOCT, JMATHOCTUIIMPAH CIIOPE] KPUTEPHUHUTE HA AMEPUKAHCKHUS
kosex 1o peemaroinorust (ACR), mone 3 mecena npenu ckpuHuHra. [lanuenTure ca nuManu moxHe

4 orounu 1 4 00JIE3HEHHU CTaBH. SIMponi WM IUTaedo ca OMiIM HIKEKTHPAH! TTOIKOKHO BEIHBK Ha
BCEKH 4 ceMUIIH.

B GO-FORWARD ca ornienenun 444 nanueHTy ¢ akTuBeH RA BhIpeky ctabuiiHaTta 103a OT MOHE

15 mg/cemmuano MTX 1 kouTo He ca neKyBaHu npeau ToBa ¢ TNF-anraronuct. [larmenture ca
paHIOMU3UpaHH Jia noiyvasar miamnebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
i Simponi 100 mg + mane6o. [Tanuenture, kouto ca mony4yapanu mianebo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnen cenmuna 24. Ha cenmuria 52 manueHTHTE ca BKIIOUYEHH B OTKPUTO
IBITOCPOYHO MPOABIKEHHE Ha TPOYUIBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, JIEKYBaHH [IPEAU TOBA C €IMH WU TIOBEUE OT
TNF-arTaronucture aganumymab, 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
npenmiectBaiioro antu-TNF neuenne ca nurnca Ha epukacHoct (58%), nenonocumoct (13%), w/uiu
pa3n4Hu OT 0€30MacHOCTTa U epUKaCHOCTTA MpUIuHH (29%, MpeauMHO 1o (PMHAHCOBH
CHOOpaXKEHHIS).

B GO-BEFORE ca onenenn 637 nanueHnTtu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBaHu rpeau ToBa ¢ TNF-antaronuctu. [TanuenTure ca paHIoMU3UPaHHU Aa MoJydyaBaT miarebo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX uu Simponi 100 mg + miane6o. 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 (cbhBMECTHHTE) MBPBUYHHU KPAWHU ca MPOLEHTHT NAIlMEHTH, IPH KOUTO €
nmocturaat ACR 20 orrosop Ha cenmunia 14 u mogoOpennero Ha cenqmuna 24 mo BernpocHuka 3a
OIIEHKa Ha 37[paBociioBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbPBUYHATA KpailHa TOUKa € MPOLEHTHT MalueHTH, mpu Kouto e gocturnat ACR 20 otroBop Ha
cenmuna 14. B GO-BEFORE_chcTaBHUTE TBPBUYHK KPAifHU TOYKH Ca MPOIEHTHT MallUEHTH, TPH
kouto e gocturaat ACR 50 otroBop Ha ceqmuua 24 u npomsiHata B MOAUGHULIMPAHUS Pe3yTaT 110
van der Heijde-Sharp (vdH-S) na ceaqmuma 52. OcBeH MbpPBUYHKTE KPAHU TOYKH € HAallpaBeHa U
JIOIIBITHUTEITHA OIIEHKA Ha BIMSHAETO Ha Simponi BPXY MPU3HALUTE U CHMITOMHTE Ha apTPUT,
peHTreHorpa)cKu OTroBOp, TeJIECHN (PYHKIMH U CBBP3aHUTE ChC 3PABETO MMOKA3aTEIH 32 KAUECTBO
Ha JKHBOT.

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 NpeeHKa Ha
JIeKapsi B MPOYYBAHETO.

Ipusnayu u cumnmomu

OcnoBaure ACR pesynrartu 3a go3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npescraBenn B Tabnuna 2 u onucanu no-xony. Hadmonasan e
OTrOBOP TIPH ITbpPBA OIeHKA (ceaMuIia 4) ciiell IbPBOHAYATHOTO MPIIIOKEHNE Ha Simponi.
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B GO-FORWARD ot 89 yuacTHuUIH, paHIOMU3ApaHH aa rmoxydaBaT Simponi 50 mg + MTX, 48 ca
ocTaHaM Ha ToBa JieueHue 10 cenmuiia 104. Ot tax 40, 33 u 24 naruentu ca umanu ACR oTrosop 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 ceamuiia 104 o ceamuiia 256.

B GO-AFTER npouentst ot nanuentute, nocturamm ACR 20 otroBop, € mo-Bucok npu
MAIMEeHTHTE, ITOTy9aBaly Simponi, B CpaBHEHUE C MMAITUEHTHTE Ha I1ane00, HE3aBUCHUMO OT
MpUYMHATA 3a TIPEKpaTIBaHe Ha MpeIecTBailoTo JeueHue ¢ TNF-aHTaroHucTH.

Ta6auna 2
OcHOBHH pe3yJTaTH 3a epuKacHOCT B KoHToTupanute etann 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-aHTaronuctu
Simponi Simponi
[Tnamne60o 50 mg [Tnamne60 50 mg
+ + Simponi + +
MTX MTX [Tnane6o 50 mg MTX MTX
n? 133 89 150 147 160 159
Otropopuwin nauueHTu, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuna 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmmuna 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%
Cenmmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmurna 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%

a n oTpassBa paHAOMHU3HUPAHUTE MALIUCHTH, Z[ef/'ICTBPITeJ'lHI/IﬂT 6p0ﬁ NMayuEeHTH, MOAXOAAIIN 3a OLICHKA 110 BCCKU

MPOCIEAABaH apaMeThp, MOXKE 1a BApHpa B 3aBUCHMOCT OT IIEPHO/a HA OLICHKA.
* p<0,001
NA: Henpunoxxumo

B GO-BEFORE ocHOBHMSAT aHaIN3 IPH NALMEHTUTE C YMEPEH 0 TEXBK PEBMAaTOUJIEH aPTPUT
(xomOuHMpanu rpymu Simponi 50 u 100 mg + MTX crpsmo MTX camocrostenso 3a ACR 50) e e
CTaTUCTHYECKH 3HaunM Ha ceamuia 24 (p = 0,053). Ha cexmura 52 B o0ImaTa momysiamus IpOoIeHThT
nanueHTH B rpynara Ha Simponi 50 mg + MTX, nocturaaimu ACR oTroBop, KaTo msjio € Oui
H0-BHCOK, HO HE CUTHH()MKAHTHO pa3inueH B cpaBHeHne ¢ MTX camocrositenHo (Bxk. Tabnuma 2).
JlorbIHUTETHY aHATTM3Y ca HAIIPaBeHHM 3a MOATPYNHTE, IPEACTaBUTENHH 3a TIOKa3aHaTa 3a JeUeHHe
MIOITyJIAIMS TIAIIMEHTH C TeXBK, aKTUBEH U nporpecupai] RA. JleMoHcTpupaH e 001110 mo-roysiM edekt
Ha Simponi 50 mg + MTX cnpsimo MTX caMocTOATEIHO NP MOKa3aHATa MMOIMYJIAlHsl B CPABHEHHE C
o01m1aTa momyJnamms.

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 oIleHKa Ha ceamuria 14 u cemmuma 24 (p < 0,001). Cpexn mareHTUTE, OCTaHAIIM Ha JIEYEHHE ChC

Simponi, 3a KOoeTo ca OWIIM PaHIOMU3MPAHN B HAYAJIOTO HA MIPOyYIBaHETO, OTToBOpUTE TT0 DAS28 ca
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ce 3aappokaiau qo ceamuna 104, Cpen nalieHTUTE, KOUTO ca MPOIBJIKHIN Y4aCTHETO CH B
MIPOYYBAHETO U ca JEKyBaHU ChC Simponi, orroBopute 1o DAS28 ca 6unu nogo6Hu ot ceamuiia 104
no ceamuia 256.

B GO-BEFORE ¢ u3MepeH 3HaUNMUAT KJIMHHYCH OTTOBOP, AehuHUpaH KaTo moaabp:kane Ha ACR 70
OTrOBOP 32 MPOABIDKUTENEH epro oT 6 Mecenia. Ha cenmuna 52, 15% ot nmanueHTuTe B rpynara Ha
Simponi 50 mg + MTX ca mOCTUTHAIM 3HAYUM KIMHHYSH OTTOBOP B CpaBHEHHUE Che 7% OT
MareHTuTe B rpymnara Ha nane6o + MTX (p = 0,018). Mexmy 159-te yuacTHHIIN, paHAOMU3UPAHA Ha
Simponi 50 mg + MTX, 96 ca octaHaau Ha ToBa jieueHue Ha ceamuiia 104. Cpen Tsx 85, 66 u

53 manmentu ca umanu orroBop ACR 20/50/70 crotBetHO Ha ceamuna 104, Cpen mauueHTUTe, KOUTO
ca MPOABJDKUIIN YIaCTHETO CH B IPOYYBAHETO M ca JIEKYBaHH Cbc Simponi, ca HabIr0AaBaHU MOJO0HU
yectotd Ha ACR 20/50/70 otrosop ot ceamuria 104 mo ceamuia 256.

Penmeenoepagcxu omeosop

B GO-BEFORE, 3a na ce orneHn crenedTa Ha CTPYKTYPHO YBpEXKIaHe, € M3M0I3BaHa MPOMSHATA OT
W3XOJHUTE CTOWHOCTH B pe3ynTara no vdH-S, koMOuHupaH pe3ynrar 3a CTPYKTYpPHO YBPEKIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTaBHHUTE €pO3HMHU U CTETICHTA Ha CTECHSABaHE Ha
CTaBHOTO MPOCTPAHCTBO HA PBIETES/KUTKUTE U cThanara. OCHOBHUTE Pe3yNTaTH NpH 103a Simponi
50 mg Ha ceamuma 52 ca pencraBeHu B Tabmuma 3.

BpOSIT NannueHTU 663 IMosABa Ha HOBHU €PO3UU UJIK C IPOMAHA CIIPAMO U3XOJHUTC CTOMHOCTH Ha O6HII/I$1
pesyarat no vdH-S < 0 e 3HaunMo 10-BUCOK B TpyIaTa Ha JeYeHHE ChC Simponi B CpaBHEHHUE C
koHTponHaTa rpymna (p = 0,003). Pentrenorpadcekure edexty, HabnronaBaHu Ha ceiMuIla 52, ca ce
3anazuiy 10 ceamuna 104, Cpen naiueHTHTe, KOUTO Ca MPOIBIDKUINA YIYACTHETO CH B TIPOYYBAHETO U
ca JIEKyBaHU ChC Simponi, peHTreHorpadckuTe eexT ca oy nogooHu oT ceamumna 104 mo
cenmuna 256.

Ta6auna 3
CpenHu peHTreHorpa¢cKu NpoMeHu CIPSIMO U3XOHUTE CTOHHOCTH B 00IMSA pe3yJITaT 110
vdH-S Ha ceamumna 52 B o6mara nonynauusi B GO-BEFORE

Mnanedo + MTX Simponi 50 mg + MTX

na 160 159
OO0y pe3yarar
W3xoaHu CTOHHOCTH 19,7 (35,4) 18,7 (32,4
[TpoMsiHa OT U3XOJAHHUTE CTOHHOCTH 1,4 (4,6) 0,7 (5,2)*
Pe3yJiTar 3a epo3usi
V3X0/1HH CTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT M3XOAHUTE CTOWHOCTH 0,7 (2,8) 0,5(2,1)
Pe3yarat 3a CCII
W3xoaHM CTORHOCTH 8,4 (17,8) 7,9 (16,1)
[IpomsiHa OT U3XOJTHUTE CTOMHOCTH 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 ouenenu tenecHute GyHKUMH U HHBAIMIHOCT KaTO OTACITHH
KpailHu TOUKH upe3 nHaekca 3a nuBauanoctT Ha HAQ DI. B Te3u npoyusanus Ha cenmuna 24,
Simponi 1moka3Ba KJIMHAYHO U CTATUCTHYECKU 3HAYMMO 1Mo00peHue Ha nokaszarenure Ha HAQ DI ot
W3XOJIHUTE B CPaBHEHHE C KOHTPOIHUTE MarueHT. Cpe| MaeHTHTe, OCTaHAIIN Ha JIEYeHUE ChC
Simponi, 3a KoeTo ca OMIM paHAOMHU3UPAHH B HAYAJIOTO Ha Mpoy4yBaHeTo, nogodpenuero B HAQ DI
ce e 3aabpxkano Jo ceaqmuna 104, Cpen nanueHTUTe, KOUTO ca MPOABIDKUIIN YYaCTHETO CH B
NPOYYBAHETO U ca JIEKyBaHU chc Simponi, monodpenuero B HAQ DI e 6uio moo6Ho ot ceamuna 104
Jo ceamuna 256.
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B GO-FORWARD mnpu narueHTuTe, IeKyBaHH ChC SImponi, € MOCTUTHATO KITMHUIHO 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 IuTanebo Ha ceaqmuua 24. Cpen nanueHTuTe, OCTaHAIN Ha
JIedeHne che Simponi, 3a KOETO ca OWITH paHAOMU3HNPAHN B HAYAIOTO HA IPOYYBAHETO, ITOTOOPEHUETO
B TenecHuTe (yHknuu Ha SF-36 ce e 3aabpxano go cenmuna 104. Cpen manueHTHTe, KOUTO ca
MPOIBIDKIIIN YUYAaCTHETO CH B POYYBAHETO U Ca JIEKYBaHH ChC Simponi, HOAOOPEHHUETO B TEIECHUTE
¢ynkumu Ha SF-36 e 6uno nogo6Ho ot cenmuna 104 go ceamuna 256. B GO-FORWARD u
GO-AFTER e mocTurHaTo CTaTUCTUYECKH 3HAYMMO MOJI0OpEHIe IO OTHOIICHUE Ha yMOparTa,

HU3MEpCHa 4Ype3 q)yHKHI/IOHa.HHa OIICHKaA I10 CKaJjlaTa 3a JICUCHUC Ha XpPOHUYHHN 3360J’I$[B3HI/IH - yMoOpa
(FACIT-F).

lcopuamuuen apmpum

Be3onacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHeHH B MHOTOLICHTPOBO, PaHIOMU3UPAHO,
rane6o koHTponupano npoyusane (GO-REVEAL), BkimrouBamo 405 Bb3pacTHH MAIUEHTH C aKTHBEH
PSA (> 3 orounu ctaBu 1 > 3 OOJIC3HEHHU CTABH) BHIIPEKH JICYCHUETO C HECTEPOUTHH
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%), acumerpuder nepudeper aptput (30%), apTpuT HA TUCTATHUTE UHTEPQaTaHTeaTHH
ctasu (15%), cnonaunut ¢ nepudepen aptput (11%) u unBanunusupan aptput (1%). He ce nomycka
npenmectsaro JedeHre ¢ TNF-anTaroruct. Simponi wiu marne6o ce mpuiiarat moaKoKHO mpe3 4
ceamuiy. [lanMeHTUTE ca paHAOMU3MPAHHU Ja MMoJTydaBaT miane6o, Simponi 50 mg wiu Simponi

100 mg. [TanuenTHTE, KOWTO Ca MOJydYaBaIX IIanedo, ca mpeMuHanu Ha Simponi 50 mg cien
cenmuna 24. [lanuenTuTre ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO NMPOABIKECHUE HA POYYBAaHETO HA
ceamuma 52. [IpubmuznrtenHo 48% oT manueHTHTE ca MPOIBIDKIIIN JISYSHHETO C TIOCTOSTHHU 03U
MeToTpekcar (< 25 mg/ceamnuuno). CHbBMECTHHTE MTbPBUYHU KPaHHU TOYKH Ca MPOLEHTHT MAIllMEHTH,
nocturan ACR 20 otroBop Ha ceamuiia 14 1 IpoMsiHa Ha U3XOJAHUTE CTORHOCTH Ha o0mIus PsA,
Moaudutmpan o vdH-S pesynrart, Ha cenmunia 24.

Karo msiio He ca HaOJI0JaBaHU KIIMHUYHO 3HAYMMU Pa3inyus B TIOKa3aTeIUTe 3a e(DUKACHOCT MEXKTY
cxemuTe Ha rpmiarane Ha Simponi 50 mg u 100 mg Ha ceqmuna 104. Criopen qu3aiina Ha
MPOYYBAHETO MAIEHTUTE B IBJITOCPOYHOTO MPOABIDKEHUE HA MTPOYYBAHETO MOXKE J1a Ca CMEHSUTH
nosute Simponi ot 50 mg Ha 100 mg u 0OpaTHO 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.

Taoauna 4
OcHoBHH pe3yJrTaTtu 3a epuxacHoctra oT GO-REVEAL
Simponi
[Tnane6o 50 mg*
n? 113 146
OTtroBopuiin nanuenTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmmuna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmurna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASIP 75°
Cenmmuna 14 3% 40%
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Cenmurna 24 | 1% 56%

p < 0,05 3a BCUYKHU CPaBHECHUS;

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 mesicecm

B3 ocHOBa Ha MOATpymnara MaUeHTH ¢ H3XO0/IHO 3acsaraHe Ha > 3% ot TenecHara o, 79 marwmentu (69,9%) B
rpynara Ha mane6o u 109 (74,3%) B rpynara Ha JieueHue cbe 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 nmauuentH, 64, 46 u 31 nauurentu ca umanu cbotBeTHO ACR otroop 20/50/70. Cpen manueHTHTE,
KOHTO Ca MPOJIBDKWIN YIaCTHETO CH B MPOYUYBAHETO U ca JICKYBaHU ChC Simponi, ca HAOI01aBaHH
nonoOuu yectoru Ha ACR 20/50/70 otrosop ot cenmuiia 104 1o cenmuna 256.

Craructuuecku 3Ha4MMH oTroBopu 1o DAS28 ca HabmronaBanu Ha cenmunu 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 (PYHKIMM, 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 manuenTure,
OCTaHaJlM Ha JIeueHHe ChC Simponi, 32 KOETO ca OWIM PaHAOMHU3HPAHU B HAYAJIOTO Ha MPOYYBAHETO,
DAS28 u HAQ DI otroropute ce 3ana3par npe3 ceamuna 104. Cpen nanueHTuTe, KOUTO ca
NPOIBIDKHUIIN YYaCTHETO CH B IPOYUYBAHETO U ca JIeKyBaHH cbe Simponi, DAS28 n HAQ DI
otroBopute ca Onnu momobuu ot cenmuna 104 mo cemmura 256.

Penmeenoepagcxu omeosop

CTpyKTYpHOTO yBpeX/IaHe Ha PBIIETE U XOJUIIaTa € OIIEHEHO PEeHTreHOrpad)CKA Ype3 MpoMsiHa Ha
usxoauuTe croinoctu Ha vdH-S pe3ynrara, Mmoguduimpas 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 mutanedo
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 mammenty, ot kouto 77% He ca MOKa3ali MPOTrpecusi B CPaBHEHUE C U3XOIHUTE CTOMHOCTH.
Hanuynu ca pentreHorpadceku qanau Ha ceamuna 104 3a 114 nanuenty, ot kouto 77% He ca
TIOKa3alli MIPOTPECHs OT U3XOJHUTE CTOHHOCTH. Cpell MAlMeHTUTE, KOUTO Ca MPOIBIDKIIN YIaCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHU ChC Simponi, 1Mo/I00eH Opoli MAIIMEHTH HE ca MOKAa3alH MPOTrPecHust
OT M3XOJHUTE cTOHOCTH OT ceamuna 104 mo cenmuna 256.

Axcuanen cnonounoapmpum

AnKunozupawy CHOHOUIUM

EduxacHoctTa 1 0ezomacHOCTTa Ha Simponi ca OLEHEHH B MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JIBOWHO-CIIATIO, T1ariebo kouTpoiupano npoydsane (GO-RAISE), BximrouBarmio 356 Bp3pacTHH
MaIMeHTy ¢ akTuBeH AS (¢ MHaekc Ha akTUBHOCT Ha 3a00/IsIBaHETO aHKWIJIO3HUPAIT] CIIOHIMIINAT 10 bat
[BASDAI] > 4 u pesyunraT 1o Bu3yanHa aHanorosa ckana (VAS) > 4 3a obmia 6onka B repba ot 0 10
10 cm). B mpoyuBaHeTo ca BKIIIOYEHU MAUEHTH C aKTUBHO 3a00JIsIBAHE HE3aBUCUMO OT HACTOSIIO
v npeaunrno jederne ¢ NSAID unn DMARD, Ho HenekyBanu ¢ TNF-anraronuctu. Simponi nin
riane0o ca mpuiaraHy MoJKOKHO Ha BcekH 4 ceamury. [lanyenTure ca paHIOMHU3UpaHu 1
noiydvaBart mianedo, Simponi 50 mg uinu Simponi 100 mg, xkato 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-goiy. Karo
ISUT0 He ca HaOMIoJaBaHy KIMHIUYHO 3HAYMMH Pa3IUuus B IOKA3aTeINTe 38 ePUKACHOCT MEKAY
Simponi 50 mg u 100 mg Ha ceamuiia 24. Criopea Au3aitHa Ha MPOYYIBAHETO MAIUEHTHUTE B
JBJITOCPOYHOTO MPOIBIDKEHHE Ha MPOYYBAHETO MOXKE JIa ca CMEHsIIH Jo3uTe Simponi ot 50 mg Ha
100 mg u oOpaTHO 1Mo MpeleHKa Ha JeKaps B IPOYYBAHETO.

Ta6auna 5
OcHoBHE pe3yaTaTu 3a epukacHoctta oT GO-RAISE
Simponi
[Tame6o 50 mg*
n? 78 138
OtroBopujin namuentu, %
ASAS 20
Cenmuna 14 22% 59%
Cenmuna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmumna 24 15% 44%
ASAS 5/6
Cenmmuma 14 8% 50%
Cenmvuna 24 13% 49%

* p<0,001 32 Bcuuku CpaBHEHUS.

& n 0Tpa3siBa paHAOMU3UPAHUTE MAIUCHTH; ICHCTBUTEITHUAT OPOH MAIIMEHTH, ITOIXO/IAIIN 32 OIICHKA 110 BCEKH

MIPOCIIeAsABaH ITapaMeThp, MOKE Ja Bapupa B 3aBHCHMOCT OT II€PHO/Ia Ha OLIEHKA

Cpen maiueHTuTe, KOUTO ¢a MPOIb/DKUIM YYaCTHETO CH B IIPOYYBAHETO U ¢a JICKYBaHU ChC Simponi,
opost mamenT ¢ ASAS 20 u ASAS 40 otroBop e mogo0eH ot ceamuna 24 1o ceqmuiia 256.

Ha ceamuna 14-a u 24-a ca Habmo1aBaHy U CIy4ad Ha CTATHCTUYECKH 3HAYUMH OTTOBOPH T10
BASDAI 50, 70 u 90 (p < 0,017). IlogoOpeHne Ha OCHOBHUTE MTOKA3aTENN 32 aKTUBHOCT Ha
3a00IsBaHeTO € HaOII0AaBaHO MPH ITEPBaTa OIeHKa (ceaMuIia 4) clie/] MbPBOHAYATHOTO MPHIIOKEHHUE
Ha Simponi, KOETO € IPOABILKUIO 10 ceamuiia 24. Cpen narMeHTUTe, KOUTO Ca MPOIbIKUIN
Y4acTHETO CH B IIPOYYBAHETO U Cca JEKyBaHH ChC Simponi, ca HaOII01aBaHU MMOA00HH CTETICHH Ha
poMsiHa OT u3XxoaHuTe croitHocTH Mo BASDALI ot ceamuma 24 1o cenmuna 256. Tpaitau pesynratu
ca HaOmoaBanu rpu nanueHT ¢ ASAS 20 otroBop Ha cenmuna 14 He3aBUCHMO OT yroTpebaTa Ha
DMARD (MTX, cyndacanazvud u/vim XuJpOoKCHXIOPOKBHH), pe3ynraTa 3a HLA-B27 anturena
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, cblio mokaszea 3HaunMo 1o100penue Ha ceqmuna 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
CBHCTOSIHME, ca Omin mogo0Hu oT ceamuiia 24 no ceammuia 256.

Hepenmeenoepaghcxu axcuanen cnonounoapmpum
GO-AHEAD

BesomacHoctTa 1 ehrkacHOCTTa Ha Simponi ca OIIEHEH! B MHOTOIICHTPOBO, PAaHIOMHU3UPAHO,
JBOWHOCIIATO, TTane6o-koHTponupano mpoyusane (GO-AHEAD) mpu 197 BB3pacTHH HALUEHTH C
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TexbK akTrBeH nrAXial SpA (ompenencHn KaTo MAUEHTH, KOUTO OTTOBAPAT HA KPUTEPUHTE 3a
Kiacuunupane Ha akCuajeH CIIOHIMIoApTpUT Ha ASAS, HO HEe oTroBapsT Ha Mogudumupanute New
York kputepuu 3a AS). [TaneHTrTe, BKIIOYESHH B TOBA IPOYUYBaHE, Ca UMM aKTUBHO 3a00IsIBaHe
(ompeneneno kato BASDAI > 4 u o Bu3yasnna aHanorosa ckana (VAS) 3a o0mia 6oska B rppba > 4,
Bceku 1o ckaia 0-10 cm), Benpeku Hactosimo wid npeauinHo siedenue ¢ HCTIBC u He ca ieKyBaHU ¢
OMOJIOTHYHY MPOIYKTH, BKItounTenHO ¢ TNF-anTaroructu. [lanpenTure ca paHIoMU3NpaHy aa
noJrydaBaT mane0o wiu Simponi 50 Mg, NpunoxkeH MoIK0XHO, Ha Beeku 4 ceamunu. Ha ceamuia 16
MaIMEeHTHTE BIU3aT B OTBOpeHa (ha3a, B KOSATO BCHUKH ca moyrydwid Simponi 50 mg, npunoxex
MIOJIKOXKHO, Ha BCEKH 4 ceMMIIN A0 ceamMuiia 48, kaTo e HanpaBeHa OLleHKa Ha epUKacHOCTTa 10
cenMulia 52 u npociensBane Ha Oe3zonacHoctTa o cenmuna 60. [Tpubnuzurenno 93% ot
NalMCHTHTE, KOUTO MOJy4aBaT Simponi B HAYaJIOTO Ha OTBOPEHOTO MPOAb/DKeHHE (ceamuia 16)
0CTaBaT Ha JICYCHHUE 0 Kpas Ha MPOy4uBaHeTo (ceamuiia 52). AHATH3KUTE ca U3BBPIICHN KAKTO 32
Bcuuky JiekyBanu (All Treated, AT, N = 197), taka u 3a 00CKTUBHH NPU3HAIM HA Bb3MAJIICHHE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot mosuiiied CRP w/vian HaCTOSIIH
JoKazaTescTBa 3a cakponut ot SIMP) monynamuu. lanauTte 3a ehrkacHOCT OT MTane6o-
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 1 ca onmucaHu MO-I0Ty.

Tadauna 6
OcHoBHu pesyataru 3a epukacuoct oT GO-AHEAD na ceqmuna 16
IMoxoGpennsi HA MPU3HALU U CHMIITOMH

Benuku nekyBaHu nomynanun [omynauus ¢ 00eKTUBHH
(AT) npusHaiy Ha Bh3naieHue (OSI)
iaebo Simponi 50 mg wanebo Simponi 50 mg
n® 100 97 80 78
OTtroBopuin, % manueHTn
ASAS 20 40% T1%** 38% T1%**
ASAS 40 23% S7T%** 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%**
Nuxubupane Ha Bb3NMaJeHUETO B CAKpOWJIMadYHuTe cTaBu (SI), m3mepeno upe3 AMP
I[Tname60 Simponi 50 mg ITnae60 Simponi 50 mg
n¢ 87 74 69 61
CpenHa npomsiHa Ha
SPARCC! IMP
CKOp Ha CaKpoMJIMayHaTa
cTaBa -0,9 -5,3** -1,2 -6,4**

a
b

N 0Tpa3sBa paHIOMU3UPAHU U JIEKYBaHU NAaLUEHTH

Ckop Ha C-peakTHBHUS IPOTEHH, OLICHABAIIl aKTHBHOCTTA Ha 3a00JIsIBaHeTO aHKuI03upan| crionauwinT (AT-TTnane6o,
N =90; AT-Simponi 50 mg, N = 88; OSI-ITnaue6o, N = 71; OSI-Simponi 50 mg, N = 71)

N oTpassiBa OpOsi MALMEHTH C U3X0JHO HUBO U SIMP nanuu Ha cenmuia 16

SPARCC (Koncopuuym Ha Kanana 3a nscneane Ha CIIOHIMIOAPTPUTA)

p <0,0001 cpaBuenue Ha Simponi crpsimo 1wIare6o

p < 0,05 cpaBHeHne Ha Simponi cipsiMo TuTane6o

**

CTaTHCTHYECKU 3HAYMMH TI0I00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHH MTPH MAIUEHTH C
TEXBK akTHBeH nr-Axial SpA, nexyBanu cbe Simponi 50 mg B cpaBHeHHe ¢ T1anedo mpe3

cenmuria 16 (Tabnura 6). IIpu mepBaTa omenka (ceaMuria 4), ciex IbPBOHAYATHOTO PHIIOKEHIE Ha
Simponi, ca nabmromaBanu mogobpenus. SPARCC pesynrarst, namepen upe3 SIMP, mokas3sa
CTaTUCTUYECKH 3HAUMMO HaMalsBaHe Ha S| CTaBHOTO Bh3MaJIEHUE Ha ceAMuLa 16 npu nanueHTH,
neKyBaHH cbc Simponi 50 Mg, B cpaBHenue ¢ manedo (Tadbmuma 6). bonkara, onenena ot O0ma
0oska B repOa 1 HolHA OoJika B I'bpOa VAS, ¥ aKTHBHOCTTA Ha 3a00JIIBaHETO, U3MEPEHA Upe3
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ASDAS C, cblI10 MOKa3BaT CTATUCTHYECCKH 3HAYMMO HOA00PEHHE OT U3XOAHOTO HUBO A0 ceamuiia 16
NP TIALUEHTH, JeKyBaHu ¢bc Simponi 50 mg B cpaBHenue ¢ miarebo (p < 0,0001).

CraTHCTHUYECKH 3HAYMMHU T0100peHus B rpbOHauHaTa MOOMITHOCT, olleHeHn upe3 BASMI
(MeTposornueH MHIEKC 3a aHKuIo3upan] couauwant 1o bar (Bath Ankylosing Spondylitis Metrology
Index)) u Ha dusuueckara Gpyukiws, oneHena upe3 BASFI, ca HaOmo1aBaHu MIPH MAIMEHTH JICKYBaHH
cbe Simponi 50 mg, B cpaBHEHHE € MALMEHTHTE, JIeKyBaHu ¢ mwiane6o (p < 0,0001). [Tauuenrure,
JIEKyBaHH ChC Simponi, IMaT 3HAYUTEITHO MO-TOJISIMO TTOI00pEHIE Ha KAY€CTBOTO Ha JKUBOT,
CBBP3aHO ChC 3/paBeTo, oreHeHo upe3 ASQoL, EQ-5D, u SF-36 dusnueckn u ICUXUIECKU
KOMITOHEHTH, U IMaT 3HAYUTEIIHO MO-TOJIIMO OA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OILIGHEHO KaTo
MO-TOJIIMO HaMaJeHue Ha 001ara paboTOCIIOCOOHOCT U MOHMKaBaHE Ha aKTHBHOCTTA, OLIEHEHO Ype3
BeIIpocHUKAa WPAI, cripsMo manueHTrTe, mpueManiy miamnebo.

CTaTUCTHYECKU 3HAYMMU PE3YJITAaTH ChHINO ca JIeMOHCTpupanu B nomyiamusra OSI mpe3 cenmuna 16
3a BCHYKU KpaifHU TOYKH, OMTUCAHH MO-TOPE.

ITpu neete AT u OSI nomynauu, MoK0OPSHUSTA 10 OTHOIIICHUE HA MTPU3HAIIMUTE M CUMIITOMUTE,
rpbOHAaYHATA TOBMXKHOCT, PU3NYECKUTE (PYHKINH, KAYECTBOTO HA )KUBOT U MPOM3BOIUTEITHOCTTA
Ha0JI01aBaHy Mpe3 ceamuna 16 nmpu mamuenTH, JekyBanu cbe Simponi 50 mg npoasmkaBa npu Te3w,
OCTaHaJIM B MTPOYYBAHETO Npe3 CeAMHUIIA 52.

GO-BACK

EdukacHoctTa 1 6€30MacHOCTTa Ha MPOIBIIKUTEIIHO JIeYeHHE ¢ TonMyMa0 (ITbJIHA cXeMa Ha JIeUeHne
WK C HaMaJIeHa 4eCTOTa Ha MPHIaraHe) B CPaBHEHHE C OTTEIJISIHE OT JICYEHUETO € OI[CHEHA TIPU
Bb3pacTHH nanueHTH (Ha Bb3pacT 18-45 roauuu) ¢ akTuBeH Nr-axSPA, KOMTO MOKa3BaT
NPOIBIDKUTENIHA PeMHCHs B pamkuTe Ha 10 Mecena OTKpHTO JieueHre chc SIMPONI mpu mpuiarane
BeaHmK Meceuno (GO-BACK). IMoaxoasimuTte MareHTH (KOUTO MOCTUraT KIMHUYEH OTIOBOP 10
meceil 4 u craryc HeakTuBHO 3ab6ossiBane (ASDAS < 1,3) Ha mecerr 7 u Ha mecerr 10), kouTo ce
BKJIIOUBAT B JIBOMHOCIIsMNATA (pa3a Ha OTTETJISHE OT JICYCHUETO, Ca PaHJIOMHU3UPAHU Ha
MIPOIBIDKUTEHO €KEMECEUHO JIeueHre ¢he SiIMponi (meiHa cxema Ha neuenne, N = 63), reuenue Ha
BCEKH 2 Mecella ch¢ SiImponi (¢ HamaseHa yectoTa Ha npriarane, N = 63) Wi exxeMeceuHo JIeueHne
¢ mwranebo (orrerssiHe ot geyenuero, N = 62) npubausutenno 1o 12 mecerna.

[TepBrYHaTa KpaiitHa TOYKa 3a e(pUKACHOCT € MPOLECHTHT Ha MalMeHTUTe 0e3 000CTpsHE Ha
3abonsBaneto. [Ipu manuenTuTe, KOUTO MOTydaBaT 000CTpsHe, T.e. uMat ASDAS, crOpan npu

2 TIOCIIeJOBAaTEIHHU OLIEHKH, KaTo U JIBETE ITOKa3BaT WM a0CONIIOTEH pe3ynrar > 2,1, uiy noBumaBaHe
cien orrerysiae > 1,1 cripsimo mecerr 10 (kpasiT Ha OTBOPEHUsI IEPHO/T HA JICYSHHUETO), € B30OHOBEHA
eKeMecedHaTa Teparus ¢b¢ Simponi B oTBopeHa (a3a Ha MOBTOPHO JICYCHHE, 3a []a CE XapaKTepH3upa
KIMHAYHUST OTTOBOP.

Knunuuen omeosop ced 080UHOCIANO CRUpaHe HA JeYeHUeno

Cpen 188 manueHTy ¢ HeakTUBHO 3a00JIIBaHe, KOMTO MOJIYYaBaT MOHE eIHa 1033 OT ABOMHOCIISAIIOTO
neuenwne, 3HaguTENHO (P < 0,001) mo-roysM MpOIEHT MalueHTH He Moay9aBaT 000CTpsIHE Ha
3a00JIIBAaHETO, KOTaTo MPobibKaBaT SimpPoNi wim ¢ meyiHata cxema Ha siedenue (84,1%), nim ¢
HaMaJieHa JyectoTta Ha npuiarade (68,3%), B cpaBHeHHUe ¢ oTTersiHe ot JieueHneTo (33,9%)
(Tabmnuma 7).

Tadauma 7
AHaJIU3 HA MPOLeHTa yyacTHUIIM 0e3 o0ocTpsine®
Isanara anaausupana rpyna (Ilepuoa 2 — aBoiiHOCIsIN)

Paziuka B % cnpsmMo miane6o
Jleuennue 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

neproa 1 1 moJry4aBar IoHe €Ha 7032 OT 3aC/IENEeHOTO JICYCHHE B IPOYUYBAHETO.
a Omnpenenen karo ASDAS mnipu 2 oclieToBaTeTHN BU3UTH, KaTo | JBETE MOKA3BaT MM a0COIIOTHA CTOWHOCT > 2,1 mnn
yBeIIMYEHHUE CIIe/ IPEKbCBaHe Ha JeueHneTo > 1,1 cnpsamo mecen 10 (Busura 23).

ITporeHTHT Ha Tpemika T | TpH MHOTOKPaTHOTO cpaBHsBaHe Ha siedeHrero (GLM SC QMT crpsimo miare6o u
GLM SC Q2MT crpsimo mianebo) € KOHTpoIHpaH upe3 nocieasaio (Step-down) tecreane. [lonydeHo Bb3 OCHOBa Ha
crpatudumpanus meto Ha Miettinen u Nurminen ¢ nuBo Ha CRP (> 6 mg/L i < 6 mg/L) karo crpatidumupar

¢axTop.
V4acTHHIMTE, KOUTO MPEKBCBAT JICUCHHETO MPe3 MePUo/ 2 MPESKIASBPEMEHHO U IIPEaH ,,000CTpsiHE  ce CUUTAT 3a
MOy YHIIH ,,000CTpsIHE™.
N = mbaen 6poii yaactHuIM; N = Opoit yuactauim 6e3 oboctpsine; GLM = ronumyma6; SC = noakoxHo,
QMT = mpuarane BeHb) Meceuno; Q2MT = npuiaranemecerr.

PaznukaTa BEB BpeMETO /10 MBPBOTO 00OCTPSHE MEXTy TpyIaTa ¢ OTTEIISIHE OT JICYUSHUETO U BCAKA OT
TPYNHTE Ha JIeueHHe ¢he SIMpPoni e mokasana Ha @urypa 1 (mor-pank p < 0,0001 3a Besiko
cpaBHeHHe). B rpymnaTa Ha miamne6o 000CTPSHETO 3armoyBa MPUOIU3UTEIHO 2 Mecella Ciie/] KaTto
JIEYSHUETO ChC SIMPONI € CIpsHO, KAaTO MO-TOJsIMATa YacT OT 000CTPSHHSATA B3HUKBAT B PAMKHTE Ha
4 mecena cnen cniupane Ha edenueto (durypa 1).

®urypa 1: Anamus no Kaplan-Meier na BpemeTo 10 NbpBOTO 000CTPsIHE
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CubuTtne unu LieHsypupaHo
YyacTHUUM B pUCkK 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. CTpaTuduumpan no Hueo Ha CRP (> 6 mg/ unu < 6 mg/l).
ObocTpsaHeTo e onpeaeneHo kato ASDAS npu 2 nocneaoBaTenH BUUTK, KaTo U 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 nepuod 2 npeacrasnasa [ex 1 oT aHanusa no Kaplan-Meier 3a yanata
aHanusupaHa rpyna.

Knunuuen omeoeop xom noemopho nevenue npu obocmpsine Ha 3a00516aHemo

Knuanaaust otroBop e onpezaesneH kato nogodpenne Ha BASDAI > 2 nnm > 50% cnpsimo cpeanata
CTOWHOCT Ha 2 nocienoBareatu oneHku mo BASDAL, cebp3anu ¢ obocTpsiHe Ha 3a0omnsBanero. Ot
53 ydacTHHIIM 11O cXxeMaTa ¢ HaMaJieHa YecTOTa Ha IPWIaraHe Wii OTTErJISIHE OT JICYEHUETO, KOUTO
UMaT MOTBBP/ICHO 00oCcTpsiHe Ha 3a0oisiBaHeTo, 51 (96,2%) nocTuraT KIMHUYEH OTTOBOP KBM
Simponi B pamkuTe Ha MbpBHUTE 3 Mecella OT Bb30OHOBSIBAHE HA JICUCHUETO, BBIIPEKHU Y€ MO-MaJIKO
nanuenTn (71,7%) ycnssar ga ro moaabpiKaT Ipe3 BCHUKHUTE 3 Mecelia.
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Yayeposen xonum
EdukacHoctta Ha SIimpoNi ¢ orieHeHa B IBE PaHAOMHU3UPAHHU, TBOWHOCIIEIH, M1a1e00-KOHTPOTHPAHH
KJIIMHAYHU TMPOYYBAHUS IPU BH3PACTHU MAI[UCHTH.

Ipoyusaneto 3a naykinuorna tepanus (PURSUIT-UHyKIHs) OleHsBa MAIMEHTUTE C YMEPEH 110
TEKBK aKTHBEH yirepo3eH koaut (Mayo ckop 6 o 12; eHI0CKOICKH CKOp > 2), KOUTO ca UMaJIH
HE3a/IOBOJIMTENICH OTTOBOP MITM HEMOHOCUMOCT KbM CTaHJIAPTHU TEPAIUH, WU ca OWin
KOPTUKOCTEPOU/I-3aBUCUMH. B eramna Ha nmpoy4yBaHeTo 32 YCTaHOBSIBaHE Ha j03aTa, /61 manueHTu ca
own pangoMusupanu fa noaydar wia 400 mg Simponi sc #Ha cemmuna 0 u 200 mg Ha cenmuiia 2,
200 mg Simponi sc Ha ceamuiia 0 u 100 mg Ha ceamuria 2, win wiane6o sc Ha ceamuna 0 u 2.
Paspeinien e chrbTCTBAI IPHEM HA TIOCTOSTHHH J03U IIEPOPATHA aMUHOCATUITUIIATH,
KOPTHKOCTEPOUIH W/UITH MMyHOMOaynaTtopu. OteHeH e eekThT Ha Simponi mpe3 ceamuiia 6 B ToBa
poyYBaHe.

Pesynratute ot npoyusane 3a nmoaabprxkaiia repanus (PURSUIT-TTonabpkane) ce oCHOBaBaT Ha
olleHkara Ha 456 manueHTH, KOUTO ca MOCTUTHAIM KJIMHUYEH OTTOBOP OT IpEIIIeCTRAINA
UHIYKIIHOHHA Teparus ¢b¢ Simponi. [lanuenture ca paHIOMHU3UPaHH 1a moaydar Simponi 50 mg,
Simponi 100 mg miu miae6o, MPUIOKEHHU TTOIKOXKHO Ha BCeKH 4 ceqmuiry. Paspemienu ca Ouiu
ChbIBTCTBALIU MMOCTOSHHU JO3U NIEPOPATHA aMUHOCAITIUIUIIATH I/I/I/UII/I HMYHOMOOYJIaTOPH. I[O3I/ITG Ha
KOPTHUKOCTEPOUIUTE € TPSOBAJIO Aa Ce HaMaJlsT MOCTENEHHO TPH 3a04BaHe Ha MPOYYBaHETO 3a
nojbpikaiia tepanust. OueHed e ehextsT Ha Simponi npe3 ceamuia 54 B ToBa MPOyYBaHE.
[TanuenTHTe, KOUTO Cca MPHUKIFOYUIN IPOYYBAHETO 32 MO IbpIKaIla Tepanus 10 ceaMuia 54
MPOABIDKABAT JICUCHUETO B PA3IIMPEHO MPOyUYBaHe, KaTo ePUKACHOCTTA € OlleHeHa 10 ceamuiia 216.
OmeHkara 3a epUKaCHOCT IIPH PA3MIUPEHOTO MPOYYBaHE € HAlpaBeHa Bb3 OCHOBA HA IPOMEHHTE B
TIPUIIOKEHUETO Ha KOPTUKOCTepou I, | mobamHaTa onieHka Ha sekaps (Physician’s Global
Assessment, PGA) 3a akTUBHOCTTa Ha 3a00JISIBAHETO U MOJJOOPSHUETO HA KAYECTBOTO Ha )KUBOT,
M3MEPEHO TIOCPEICTBOM BBIIpOCHUK 3a Bbh3manuTeaHa Oonect Ha yepBata (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Taoauna 8
OcHOBHH pe3yJITaTH 3a KIuHNYHa epukacHocT oT PURSUIT - Uuaykuus u PURSUIT -
Hoaabp:xane
PURSUIT-Unpykuus
Simponi
Ilnane6o 200/100 mg
N =251 N = 253
IIpoieHT MaMeHTH
[NarueHTH B KJIMHUYEH OTrOBOD Ha ceamuiia 6° 30% 51%**
[larueHTH B KIMHUYHA PEMUCHsI HA CEIMAIIA 6° 6% 18%**
[laruenTH ¢ TMTaBUYHO O37]paBsSBaHE Ha 29% 42%*
ceamMuia 6°
PURSUIT-TTonabp:kaHe
Simponi Simponi
Inanedo’ 50 mg 100 mg
N =154 N =151 N =151
IIpoleHT MaMEeHTH
Toanwsprkane Ha knuHUIHUA 0TroBop ([TanmeHTn 31% A7 5004**
B KJIMHUYEH OTrOBOP Ha ceamMuiia 54)°
Tpaiina pemucus ([Tanuentr B KnHHI/Iqua 16% 23049 2804*
pemucus Ha ceamuna 30 u ceqmuna 54)
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N = 6poii manueHTH

** p<0,001

* p<0,01

OmnpenerneH KaTo MOHIDKEHUE OT N3X0HaTa cToiHOCT B Mayo ckop ¢ > 30% u > 3 ToukH, NpUIpy»KeHO ¢ HaMaJIeHne
Ha CKOpa 3a PEeKTaJIHU KPBBOU3IUBY € > 1 MIIH CKOp 32 peKTanHKu KpbBou3ausu oT 0 wim 1.

a

Omnpenenen kato Mayo ckop < 2 Touku, O6e3 HHIUBHAyaIeH cKop > 1
Omnpenenen kato 0 wim 1 3a engockorncku ckop ot Mayo ckop.
Camo 3a UHAYKIMOHHA Teparus Ha Simponi.

IMarnpenTuTe ca oueHenu 3a aktuBHOCT Ha UC upe3 yactiudeH Mayo ckop Ha Bceku 4 ceamuiy (3arybara Ha OTTOBOP €
MOTBBPACHA HIOCKONCKH). ETo 3amio manuenT, KOUTO € MOAAbpKaa OTTOBOP, € B CHCTOSIHHUE Ha TPAaeH KIHHUYCH
OTTOBOP IIPH BCSKO OLIEHSBAHE HA ceaMuUIia 54.

MarmenT, KoiiTo € TpsOBajo aa Obxae B pemucus Ha ceamuim 30 u 54 (6e3 1a mokaspa 3ary0a Ha OTTOBOD B HAKaKbB
MOMEHT Ha ceIMHIIa 54), 3a 1a IOCTUT'HE TPaifHa peMUCHS.

Y9 TIpw manmenTuTe ¢ Terso mox 80 Kg, mMo-rosaMa gacT oT MAIMEHTHTE, TIpHeMaT 50 My MoIrbpKama Tepanys, ca
TIOKa3aJIi TpaliHa KIMHAYHA PEMHCHS, B CPaBHEHHUE C TE3H, IPHEMaIy Iianeto.

IToBeue nekyBaHu chC SIMPONI MAIMEHTH TOKA3BAT TPAHHO JTUTABUYHO O31paBsiBaHe (MAIUEHTH C
JUraBHYHO 03/paBsBane Ha ceamuna 30 u ceamuria 54) B rpymara ¢ go3a 50 mg (42%, noMuHamHa

p <0,05) u rpymara ¢ mo3a 100 mg (42%, p < 0,005), B cpaBHEHHE ¢ MAIMEHTUTE B Tpymara ¢ miarebo
(27%).

Cpen 54% ot namuenture (247/456), kouTo ca mprueMaly ChI'bTCTBAIIN KOPTHKOCTEPOUIH TIPH
3amouBane Ha PURSUIT-Iloxnppxane, nanueHTUTe, KOUTO Ca MOATIBPKAIN KIHHAYEH OTTOBOP /10
ceaMuIia 54 1 He ca MpUeMall ChITHTCTBAIIN KOPTHKOCTEPOUIN Ha CeMUIIA 54, ca oBede B TpymaTa
¢ mo3a 50 mg (38%, 30/78) u rpymarta ¢ mo3a 100 mg (30%, 25/82), B cpaBHeHue ¢ TpymaTa ¢ miamnedo
(21%, 18/87). bposiT Ha MalMEHTUTE, KOUTO Ca CIPEST KOPTHKOCTEPOUANUTE Ha ceamuIa 54, e
1O-roJisiM B rpymara ¢ jgo3a 50 mg (41%, 32/78) u rpymnara ¢ go3a 100 mg (33%, 27/82), B cpaBHeHHE
¢ rpymnata ¢ miane6o (22%, 19/87). Cpen naiueHTUTe, KOUTO Ca BKJIKOUYCHH B Pa3LINPEHOTO
NpOYyYBaHe, MPOLECHTHT HA YYACTHUIIMTE, KOUTO OCTABAT Ha JieueHHEe 0e3 KOPTUKOCTEPOUIN KATO ISII0
ce moaabpKa 10 ceaqmura 216.

[Tpu manmenTH, KOUTO HE TIOCTHTAT KJIMHUYEH OTTOBOp Ha cepmMuIa 6 B mpoyusanusita PURSUIT-
Nunykiws e npunosken Simponi 100 mg Ha Bceku 4 ceamuiu B npoyusanero PURSUIT-
[omnepxane. Ha ceqmuia 14, 28% oT Te3u manueHTH MOCTUTAT OTTOBOP, OTPEAETICH UYpe3 YaCTHIEH
Mayo ckop (Imo-HHCHK ¢ > 3 TOUKM B CpaBHEHHE ¢ HAYAJIOTO HAa MHyKIIMOHHATa Tepanust). Ha
ceaMHMIIa 54, KIIMHUYHUTE PE3YJITATH, HAOJI0JaBaH| NP TE3U MAI[USHTH Ca CXOHU C KIIMHUYHUTE
pe3ynTaTH, ChOOIIEHH 32 MAMEHTUTE, KOUTO MOCTUTaT KIIMHUYEH OTTOBOP Ha cenMuIia 6.

Ha ceamuria 6, Simponi 3HaunmMo mo100psiBa KaueCTBOTO Ha KHBOT, H3MEPEHO C IPOMSIHATA OT
U3XOIHO HUBO B crienuduyHo 3a 6osectra u3mepsane, IBDQ (inflammatory bowel disease
questionnaire, BbIIPOCHHKK 3a Bh3MadUTEIHA OoJiecT Ha yepBara). Cpejl MalMeHTHTe, TIPHEeMaTH
MOJUTBPIKAIIO JIEYeHHE ChC SIMPONI, moJ00peHreTo B KAaUeCTBOTO Ha XKHMBOT, H3MepeHo upes IBDQ, e
MOJTBPIKAHO HA CeMHUIIA S4.

[Mpubau3uTenno 63% oT HmarpeHTUTe NOTyYrId SIMPONI B HAYAIOTO HA PA3IIUPEHOTO MPOYYBaHE
(ceammuria 56) ocTaBaT Ha JIedeHHE 10 Kpasi Ha MPOYYBaHETO (IIOCIEIHO MPUIIOKEHNE Ha TOTUMyMal
npe3 ceamuiia 212).

HmyHorenHocr
B npoyuBanusra ¢asza 1l 3a neuenne na RA, PsA u AS 1o cenmuna 52 npu 5% (105/2 062) ot

NalUCHTHTE, JIGKyBaHH C TOIUMyMa0, ca OTKPUTH aHTHUTEJIA CPEILLy TOIMMyMal ype3 eH3UMEH
umyHosorndeH metos (enzyme immunoassay, EIA) u, kbaeTo ca uscineaBaHu, MOYTH BCHIKH
aHTHUTENa ca OWIIKM HeyTpamu3upanin in Vitro. Ipu pa3iudHy peBMATOIOTHYHU TTOKA3aHUsI ca
HaOJII01aBaHK CXOAHU CTOHHOCTH. ChIrbTCTBaIMAT prueM Ha MTX BoJH 10 1O-MaTbK IPOLEHT
HAIUCHTH C aHTUTENa CPelly rojJruMyMal B CpaBHEHHUE C MAIIMEHTHUTE, JIGKYBaHH ¢ rojumymab 0e3
MTX (cvotBeTHO npubnu3utento 3% [41/1 235] u 8% [64/827]).

[Tpu nr-Axial SpA ca oTkputu anTUTENa cpenry roaumymad npu 7% (14/193) ot nauumenrure,
JICKyBaHM ¢ TonuMymab 1o ceamunia 52 upes EIA meton.
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[pe3 54-a cenmuria Ha daza 11 u pa3za Il npoyusanus npu ynepo3eH komut, pu 3% (26/946) ot
JICKyBaHWUTE MAIIMEHTH C TOJTMMYyMa0, ca OTKPUTH aHTUTeIa KbM roinumymad upes EIA meton. Illeiicer
u oceM nporieHTa (21/31), OT aHTUTAIO-TIONOKUTEITHUTE TAIIMCHTH, Ca UMAJIA HEYTPATU3UPAIIU
arTuTtena in Vitro. ChIrbTCTBAIIOTO JICYEHHE C UMYHOMOIYJIaTOPH (a3aTHONIPUH, 6-MEPKANTOMYPUH U
MTX) e noBeNo 10 NO-HUCHK MPOIEHT Ha MAIIMEHTHTE C AHTUTENAa KbM FOJTMMyMal 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
OIIEHUMH TIpoOH J10 cenmmuiia 228 ca OTKPUTH aHTUTeNa KbM ronumymad mpu 4% (23/604) ot
JICKyBaHUTE MAIMEHTH ¢ romumyMad. OcemaeceT U Ba nporenra (18/22) ot aHTHTSIO-
MOJIOKHUTETHUTE TAMEHTH Ca UMAJTH HEYTpaIu3Hupaly aHTuTena in vitro.

JlexapctBo-Tonepanten EIA meton ce usmonssa B mpoyuBaHeto npu PJIA 3a OTKpuBaHe Ha aHTHTENA
cpenty ronumymad. [lopanyu mo-Bucokara 4yBCTBUTEIHOCT U O00peHa JIeKapCTBeHA IIOHOCHMOCT, Ce
O4akBa ja ObJIe yCTAaHOBEHA MO-BHCOKA YECTOTAa HA Pa3BUTHE HA aHTHTEJA CPEILy TOIMMyMad dpe3
nekapctBo-tonepanTeH EIA meton, B cpaBaenue ¢ EIA meron. BwB dasa |l Ha npoyuBanero npu
pJIA tipe3 cenmuriia 48 ca OTKpUTH aHTHTENA CPEILy TOJIMMYyMad upe3 JeKapCcTBO-ToyiepanTeH EIA
merox nipu 40% (69/172) ot nexyBanuTe ¢ ronuMyma0 zena, 0T KOUTO IO-TOJIsIMAaTa 4yacT ca ¢ TUThP
mo-HUCHK OT 1:1000. EdexT BbpXy cepyMHUTE KOHIIEHTPAIIUN HA TOTMMYMab ce HaOIro1aBa mpu
tuTpH > 1:100, noKaTo eQeKT BbpXy eUKacHOCTTA He € HabmoaaBan pu TuTpy >1:1000, BbIpexu
ye Oposr Ha aenata ¢ TuTpu > 1:1000 e maxpk (N=8). Cpen merata ¢ moI0KHUTEIICH PE3YITAT 3a
aHTHTeNa cpenry ronumyma0, 39% (25/65) umat HeyTpanuzupany anturena. [lo-Bucokara yecrora
Ha aHTHTENa, ONpe/eieHa upe3 JekapcTBo-TonepanteH EIA meton, Thi KaTo Te ca mpeauMHO
AHTHUTCJIa C HUCBK TUTHP, HAIMAa BUAUMO BJIMAHUEC BBPXY JICKAPCTBCHUTC HUBA, e(bI/IKaCHOCTTa u
0e30I1MacHOCTTa, M TIOPa/Id TOBA HE IPEICTABIIIBA HOB CHTHAI 32 0€30IacHOCT.

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

Toruapmuxynapen 108eHUIeH UOUONAMUYEH APMPUM

besomnacHocTTa 1 eprkacHOCTTa Ha SIMPONI ca OIIEHEHHU B PaHIOMU3HPAHO, IBOWHOCIIATIO, TIaIedo-
KOHTPOJIMPAHO TpoyuBaHe, ¢ (paza Ha orrerysHe ot sieuenneto (GO-KIDS) mpu 173 nena (Ha Bb3pact
ot 2 1o 17 ropuum) ¢ aktuBeH PJIA, ¢ Hali-MaKo 5 akTHBHY CTaBU M HE33J0OBOJHTEIICH OTTOBOP KbM
MTX. Hdeua ¢ nonuapruxynapes JIA (OIHapTpUT ¢ TOJIOKHUTEIICH WM OTPHLIATENICH PEeBMATOHICH
(akTop, pa3lIUpeH OJUroapTPUT, FOBSHHIICH TICOPUATHYEH apTPUT WK cucTeMeH JIA, 6e3 HacTosIIH
CHCTEMHH CUMIITOMH) Ca BKJIFOYEHHU B MMPOyYBaHeTo. MeanaHnaTta Ha Opost aKTUBHM CTaBU Ha U3XOIHO
HEBO ¢ 12, a cpenausat CRP e 0,17 mg/dl.

Yact 1 Ha mpoydYBaHETO ce ChCTOM OT 16-ceMUYHA OTBOpEHa (a3a, B KosTo 173-Te BKIIOUYEHH Jiela
nosyyasar noakoxuo Simponi 30 mg/m? (makcumanno 50 mg) Ha Beeku 4 cexmuim u MTX. 154-1e
nera, Kouto ca gocturaamu orroop mo ACR Ped 30 na cemmuma 16 ca Bxmouenn B Yact 2 Ha
IPOYYBAHETO, PaHIOMHU3MpaHaTa (asza Ha OTTETJISIHE OT JIEYEHHETO, M moyyasar Simponi 30 mg/m?
(maxcumanHo 50 mg) + MTX mim mnane6o + MTX na Bceku 4 cenmunu. Cien o0ocTpsiHe Ha
3abomsiBaHEeTO, JAenara noryyasar Simponi 30 mg/m2 (makcumainao 50 mg) + MTX. Ha cenmumna 48,
Jieriata ca BKIIOUSHH B IBJITOCPOYHO MPOJIBIDKEHUE Ha TPOYUYBAHETO.

Jleniata, BKJIIIOUEHH B TOBA MpoyuBaHe, mokas3sat otrosopu mo ACR Ped 30, 50, 70 u 90 ot cenmuna 4.
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Ha ceqmuma 16, 87% ot gemara otrosapsar o ACR Ped 30, a 79%, 66% u 36% oT nenara CbOTBETHO
otrosapsit 1o ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha ceamuna 16, 34% ot aeriara umar
HeaKTHBHA 00JIeCT, ONpeeieHa KaTo HaTnYie Ha BCUUKU OT CJCIHUTE: HSIMAT CTABH C aKTHBEH
apTPHUT; HAMAT TeMIIepaTypa, 00pPHUB, CEPO3UT, CIUICHOMETANHNS, XCTATOMET AN WU TeHepaTu3upaHa
nuMmbaneHonaTus, abokamnia ce Ha JIA; HaMat akTuBeH yBeut; HopmainHa ESR (< 20 mm/yac) win
CRP (< 1,0 mg/dl); rmo6anma ouenka Ha Jiekaps 3a akTHBHOCTTa Ha 3aboisBareTo (< 5 mm mo VAS);
MPOJBDKUTEIHOCT Ha CYyTpPEIIHATa CKOBAHOCT < 15 MUHYTH.

Ha ceqmuna 16 Bcuuku kommonenTr Ha ACR Ped mokasBat KIMHHYHO 3HAYNMO TIOA0OpPEHHE OT
M3XOAHOTO HUBO (Bk. Tabmuma 9).

Ta6auma 9
ITooGpenust 0T M3X0HO HOBO Ha KoMnoHeHTHTe HAa ACR Ped Ha ceqmuia 162

Meauana Ha MOI00peHNETO B
MPOLEHTH
Simponi 30 mg/m?
n°=173
I'moGanHa onenka Ha jiekaps 3a 3abonssanero (VASE 0- 88%
10 cm)
I'mo6anHa oleHKa Ha y4aCTHUKA/POIUTEIIS 3a 67%
isuoctHoTo chertosinue (VAS 0-10 cm)
Bpoii Ha aKTMBHUTE CTaBH 92%
Bpoii Ha cTaBuTe C OrpaHNUYEH 00XBAT HA JIBHKCHHE 80%
dusnyecka Gpyukuus no CHAQ! 50%
ESR (mm/h)® 33%
2 m3xomHO HMBO = cenmuma 0
b«

N OTpassiBa BKIIFOYCHUTC MAlITUCHTH
C

d

VAS: Bu3yanHa aHaJIoroBa ckaia
CHAQ: BbripocHUK 3a OlleHKa Ha IETCKOTO 3/IpaBe

€ ESR (mm/h): ckopocT Ha yTasiBaHe Ha epUTPOIMTHTE (MHJIAMETPH HA Uac)

[TepBUYHATA KpaifHa TOYKa MPHU MPOIIEHTa jera, kouto orroBapst mo ACR Ped 30 na ceamuria 16, u
IIpH KOUTO HsAMa 000CTpsiHE Ha 3a00JisIBaHeTO MeX 1y ceamuiia 16 u cenqmuriia 48 He € JocTUTHATA.
ITpu mo-rossiMaTa 4acT OT JenaTa HsMa obocTpsiHe Mexty ceamuiia 16 u ceamuna 48 (choTBETHO
59% B Simponi + MTX rpynara u 53% B rianie6o + MTX rpynara; p = 0,41).

I[IpeaBapuTEIHO ONPEIEIICHUTE TOArPYOBH AaHAIM3H HA MbPBUYHATA KPaiiHA TOYKa CIIOPE]T
usxoaaute croitHoctr Ha CRP (> 1 mg/dl cipsimo < 1 mg/dl) moka3Ba 1mo-BUCOKHM HHBA Ha 00OCTPsIHE
NP yYaCTHHMIIY, JIeKyBaHH ¢ ruiare6o + MTX, ciipsimo Simponi + MTX, nipu y4acTHHIM € U3XOIHU
croitroct Ha CRP > 1 mg/dl (87% crpsimo 40% p = 0,0068).

Ha cenmuna 48, 53% u 55% ot genaTa, BKIFOUSHH CHOTBETHO B rpymnara Ha Simponi + MTX u
rpymnara Ha mianebo + MTX, orrosapst o ACR Ped 30, u crotBetHO 40% 1 28% ot nenata B
rpymnara sa Simponi + MTX u rpynara Ha miae6o + MTX, ca ¢ HeakTUBHO 3a00J1sIBaHe.

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 @apmakoKHMHeTHYHHM CBOWCTBA

Abcopoyus

Cren eTHOKpPaTHO MOJIKOYKHO MPUIIOKEHHE Ha TOJIMMYMa0 TPy 3/IpaBu JOOPOBOIIIIH WIIH TTAIIMEHTH C
RA, cpenHoTO Bpeme 3a JocTHUraHe Ha MakCUMaiHa cepyMHa KoHIeHTpauus (Tmax) Bapupa oT 2 10

6 mau. [TonkokHOTO HHKeKTHpaHe Ha 50 mg ronumMymad Ha 3(paBU JOOPOBOJIIN BOIH IO IIOCTUTaHE
Ha CPEe/IHO * CTaHAapTHO OTKIOHCHUE B MAKCUMaTHa cepyMHa KOHIEHTparus (Cmax) 3,1 £ 1,4 png/ml.
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Cren eTHOKpATHO MOIKOXKHO WHXekTupaHe Ha 100 mg, abcopOmusaTa Ha roTMMyMal € CXOIHa B
MUIITHUIATa, KopeMa U 0eApoTo, Che cpeHa abcontoTHa ornoHammuHocT 51%. Thit kaTo crex
MOJIKOXKHO NIPUIIOKECHHE TOIMMyMal MoKa3Ba MPUOIN3UTEITHO JIMHEIHA J]0303aBHCUMA
(hapMaKOKHHETHKA, ce 0YakBa abcomoTHaTa OnoHamuaHoCT Ha 50 Mg wiu 200 My romumymab n1a e
CXOJIHA.

Pasnpedenenue
IIpu eIHOKPATHO i.V. IPUIIOKEHIE CPENHUAT 00eM Ha pasmpenenenne € 115 + 19 ml/kg.

Enumunupane

CHCTeMHUST KIHPHHC Ha TOMIMMyMa0 e u3uuciieH Ha 6,9 + 2,0 ml/naeBHo/kg. TepMUHATHUAAT
MOJTYKMBOT € U34MCIIeH Ha nprOmmu3utenHo 12 + 3 quu npu 3apaBu JOOPOBOIIIH, KATO CXOTHH
CTOWHOCTH ca HaOJro1aBanu u mpu namuentu ¢ RA, PsA, AS wim UC.

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

4 cenqMUIM CEPYMHHUTE KOHIICHTPAIIMK JOCTUTAT CTAlIMOHAPHO ChCTOSTHUE Ha cenmuiia 12. [pu
cppTcTBaIa ynotpeda ¢ MTX, neuennero ¢ 50 mg rommMymad MOIKOKHO Ha BCEKH 4 CEAMUIIN
BOJIM JI0 CPEAHHU (* CTAaHAAPTHO OTKJIOHECHHE) HAl-HUCKU CEPYMHH KOHIICHTPAIMH B CTALHOHAPHO
cwerosiaue oT npudmusutento 0,6 + 0,4 pg/ml npu manmenTn ¢ 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 nmpu marentu ¢ AS. Tlpu nauuentu ¢ nr-Axial SpA, cpennure 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 Hall-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
aHanmu3 o0aye Mokasea, 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 ceqmunu cien HadanoTo Ha Tepanuara. Jledenunero ¢ 50 mg niu 100 mg romumyMab MoAKOXKHO Ha
BCEKU 4 CeIMUITU TI0 BpeMe Ha TIepuoja Ha MOAIbpKaHe, BOAM JI0 CPEHU CTAIIMOHAPHHN HAM-HUCKHU
CepYMHH KOHIIEHTPAIUH OT ChOTBeTHO mprOausuTesiHo 0,9 + 0,5 ng/mlu 1,8 £ 1,1 pg/ml.

[Tpu marmentn ¢ UC, nexyBanu ¢ 50 mg uimu 100 Mg romuMymad MoK0KHO Ha BCEKHU 4 CEIMUIIH,
CBHITBTCTBAIIATA YITOTPeOa Ha IMYHOMO/IYJIATOPU HE MOKa3Ba ChIECTBEH e(DEKT BHPXY
CTallMOHAPHUTE Hal-HUCKU HHMBA Ha rOJIMMYyMa0.

[NanuenTuTe, pa3BUiIM aHTUTENA CPEILLy FOJIMMYMad, KaTo ISU10 ca ¢ HUCKU CTOMHOCTH Ha
Hali-HUCKHUTE CEPyMHH KOHIICHTPAIIMU Ha FOJIMMyMa0 B CTAI[MOHAPHO ChCTOsIHUE (BK. ToUKa 5.1).

Jluneiinocm

IIpu eqHOKPATHO MHTPABEHO3HO NIPUIIOKEHHE MTPH MAIUeHTH ¢ RA, romumymMab mokassa
MPUOIM3UTENTHO JIMHEHHA /10303aBUCcHMa (DapMaKOKHMHETHKA B A030BuUs MHTEpBa ot 0,1 1o

10,0 mg/kg. Cnen emuHIYHA TIOKOMXKHA 7032 B 1030BUs quana3on ot 50 mg xo 400 mg npu 3apaBu
JI0OPOBOIIIIN Ce HAOII0/[aBa MPUOIU3UTEIHO MPOTIOPIIMOHATHA Ha J103aTa (papMaKOKUHETHKA.

Bnusnue na menecnomo meeino 8bpXxXYy (j)apmaKOKuHemuKama

ChliecTBYBa TCHICHIMS KbM TOBHIIIABaHE HAa KJIMPBHHCA HA roJMMyMalb ¢ TIOBHIIIABaHE HA TEJIECHOTO
Teryo (BK. Touka 4.2).
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Ieouampuuna nonynayus

dapMakoKMHETHKATa Ha TouMyMa0 e onpenaeiera npu 173 aena ¢ pJIA Ha Bb3pacT oT

2 1o 17 romunu. B npoyusaneto npu pJIA, nenara nomyunnu roamumyma6 30 mg/m? (MakcuMaiHo
50 MQ) NoAKOKHO Ha BCEKHU 4 CEJMUIIM, UMAT MEIMaHa Ha Hall-HUCKHUTE KOHIICHTPAIIMU Ha
roJuMyMal B CTAIIMOHAPHO ChCTOSIHUE, KOUTO Ca CXOJHH TPU Pa3IMIHUTE Bh3PACTOBU TPYITH, U
KOHTO ca OJHM3KH JI0, MK MAJIKO ITO-BUCOKH B CPAaBHEHHUE C Te3H, HAOIIOJaBaHU TIPH Bh3PACTHH
nanuenTu ¢ RA, nmomydaBanu romumymad 50 mg Ha Bceku 4 cenMuIy.

[MomynanuoHHOTO apMaKOKHHETHYHO/PapMaKOAUMHAMUIHO MOJICITHPAHE ¥ CUMYJIAIUS TIPH JIeTia C
pJIA oTBBpKIaBa Bph3KaTa MEXKy CEPYMHUTE SKCIIO3UIMH HA TONMMyMal U KIIMHUYHATA
e(hMKaCcHOCT, U MOJAKPEIS TBBPACHUETO, Y€ MPHU CXeMa Ha mpuiiarade Ha rouMmymad 50 mg Ha Bcexu
4 cepmvurn mipu gena ¢ PJIA u Terno Haii-manko 40 Kg ce mocTurar eKCIo3ulMy IMog00HN Ha TE3H,
MOKAa3aHU KaTo e(PUKACHH MPU BH3PACTHH.

5.3 IlpeakJHHHYHHU JAHHH 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
NpOYyYBaHE Ha TOJIMMYyMad IpH IBJITOOMAIIATH MaKaly, HIMa JaHHH 32 TOKCUYHOCT NP Maiikara,
eMOPHOTOKCUYHOCT HJIH TEPAaTOT€HHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHKUTE BElIeCTBA
Copowuroun (E 420)

XHUCTUIVH

XUCTUAWHOB XUAPOXIOPHT MOHOXUAPAT
[Momucopoar 80

Bona 3a umxeximm.

6.2 HecbBMecTHMOCTH

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

6.3 Cpok Ha romHocT

2 TOMHU

6.4 ChenuaJHM ycJI0BHUS HA CbXpaHeHUe
Ia ce cpxpansiBa B xiaauwinHuk (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 Moske 11a ce chXpaHsBa Py MaKCHMaiTHa Temreparypa 10 25°C, eTHOKpaTHO 3a TEPHOJ J0
30 aHuM, HO HE U CJIeJ IaTaTa Ha W3THYaHEe Ha MbPBOHAYAIHUS CPOK Ha TOJJHOCT, HAllEYaTaH BbPXY
KapTOHEeHaTa onakoBKka. HOBUAT cpoK Ha rOHOCT TPsOBa Aa ObJie HAMKMCaH BhPXY KapTOHEHATa
omakoBka (70 30 qHM OT aTaTa Ha U3BAKIAHE OT XJIAMIHHUKA).

Beaubk cien kato Simponi e chXpaHsBaH MMpH CTaifHa TemIepaTypa, He TpsA0Ba [1a ce BPbIlla OTHOBO
3a ChbXpaHEeHHE B XJAJAWITHUAK. Simponi TpsAOBaA 1a ce 3XBBPIIH, aKO HE CE M3IOJI3Ba B PAMKUTE Ha
30 mHU pH ChXpaHECHUE HA CTalfHa TeMIIepaTypa.

6.5 Bwuau chabp:kaHue HA ONAKOBKATa

Simponi 50 mg MHXEKINOHEH Pa3TBOP B PESIBAPUTEIHO HAIIBJIHEHA HCAIKA

0,5 ml pa3TBOp B peABapUTEIHO HAITBIHEHA CIPUHIIOBKA (cThKIO THI I) ¢ Ppukcupana urna
(HepBKIacMa cTOMaHa) U Karaue Ha uriara (Tyma, ChbpiKa JaTeKC) B PEIBAPUTEITHO HAITbJIHEHA
cajaka. Simponi ce TOCTaBs B OIMTAKOBKH, ChABPKAIIN | MpeIBapuTEeIIHO HAITBbJIHEHA TTUCAIKA 1
TPYIIOBHU OTAKOBKH, ChABPKAIIH 3 (3 OMaKOBKH OT 1) MpeABapUTEIHO HAITBIHEHH MHCAJIKH.

Simponi 50 mg MHXEKINOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbJIHEHA CIPUHIIOBKA

0,5 ml pa3TBOp B MpenBapuUTETHO HATBITHEHA CITPUHIIOBKA (CTHKIO THI |) ¢ hukcupana urna
(HepBKIacMa cTOMaHa) U Karaue Ha uriara (ryma, ChIbpika JaTekc). Simponi ce 10CTaBs B
OIIaKOBKH, CbAbpiKallnu 1 MpEABAPUTEIIHO HAITBJIIHCHA CIIPUHIIOBKA U I'PYIIOBH OIIAKOBKHU, CbAbPiKalln
3 (3 omakoBKkH OT 1) mpeBapUTEITHO HAITBIHEHH CIIPHHIIOBKH.

He Bcruky BUAOBE OMAKOBKU MOTaT 1a ObAaT MMyCHATH B TIPoJaxk0a.
6.6 CrhenuajaHu NMpeana3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa

Simponi ce 10CTaBs KaTo MPEIBAPUTEITHO HAITBJIHEHA HCAJIKa 33 €IHOKpaTHa yrnoTpeba, HapeueHa
SmartJect nim kato mpeIBapUTETHO HAITbJIHEHA CIIPHHIIOBKA 33 ¢THOKpaTHa yrnoTpeba. BbB Besika
OIIaKOBKa MMa MHCTPYKIIMH 33 yIOTpeOa, B KOUTO MOPOOHO € OMHMCAHO KaK Ce M3I0JI3Ba MUcaIKaTa
wnu crpuHIioBkara. Ciiesl n3BakIaHe Ha MPeABapUTETHO HATbIHEHATA TUCAIKa WITH TIPEABAPUTEIHO
HaIbJIHEHATA CIIPHHIIOBKA OT XJIQJIMITHUKA, TIPS HHXKEKTUPAHETO Ha Simponi TpsiOBa J1a ce n3vyaka
30 MuHYTH, 3a J1a MOY€e Pa3TBOPHT Ja JIOCTUTHE CTaifHa TemrepaTypa. [TrcankaTa Wik CIPHHIIOBKATA
He TpsOBa J1a Ce pa3KJallaT.

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 HaITbJIHEHATa CIIPHUHIIOBKA Ca JIaICHH B JIMCTOBKATa 3a MalUeHTA.

Hewmsnon3sauusar JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MaTCpUaJid OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CBOTBETCTBHUEC C MCCTHUTC U3UCKBAHUA.

7. HHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden
Hunepnannus

59



8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/001 1 npeaBapuTeIHO HATBIHEHA THCATKA
EU/1/09/546/002 3 npeaBapUTeIHO HATBIHEHU TTHCAIKA

EU/1/09/546/003 1 mpeaBapuTeIHO HAIIBIHEHA CIIPHHIIOBKA

EU/1/09/546/004 3 npeaBapuTEIHO HATBIHEHN CIIPUHIIOBKH

9. JATA HA ITbPBO PABPEINIABAHE/ITOJHOBABAHE HA PASPEHLIEHUETO 3A
YIHHOTPEBA

[ara Ha mepBo paspemasane: 1 okromepu 2009 r.

Jata na nociaeano nogHoBsBane:19 ronn 2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

10/2024

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

Simponi 100 mg nHXEKIMOHEH Pa3TBOP B MPEABAPUTEIHO HAIThJIHCHA MUCANIKA
Simponi 100 mg nHKXEKIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBIHCHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Simponi 100 mg WHKEKIIMOHEH PAa3TBOP B MPEIBAPUTEIHO HAIIBIHCHA TUCATIKA
Bcesika npeaBapuTelHo HambiiHeHa nucanka oT 1 ml ceabpixka 100 mg romumymad* (golimumab).

Simponi 100 mg WHKEKIIMOHEH PAa3TBOP B MPEIBAPUTEIIHO HAMBIHEHA 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

M 110 pekombrHanTHa JIHK-TexHomor1s.

IToMOIIHO BEIIECTBO ¢ U3BECTHO NAECTBHE
Bcesika mpeaBapuTeHO HAITBITHEHA MHCANKa ChAbpka 41 mg copouTon Ha go3a ot 100 mg.
Bcesika mpeBapuTeHO HAaITBJIHEHA CIIPUHIIOBKA chABpka 41 mg copbuton Ha no3a ot 100 mg.

3a IBIHUA CIIUCHK HAa TOMOIIHUTE BEIECTBA BUHKTE ToUYKa 6.1.

3. JJEKAPCTBEHA ®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. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

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 HamasiBa CKOPOCTTa Ha MPOTPeCcHs Ha CTaBHOTO
YBpEkKJaHe, OIIEHEHO PEHTIeHOTpadCKH, U o100psBa Gu3ndeckara GyHKIIHS.

3a uHoOpMAIKst OTHOCHO MOKA3aHUETO MOIUAPTHKYIIAPECH I0BEHIIICH WINOTIATHYESH apPTPHUT, MOJIS
swkTe KXIT 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.

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

Simponi e Moka3aH 3a je4eHue NP Bb3PACTHH MAIUEHTH C TEKbK, aKTUBEH HEPEHTreHOrpadCcKu
aKCHaJIeH CIIOHIMIOAPTPHUT ¢ OOEKTHBHHM TIPU3HAIIM Ha Bh3IaJIEHHE, IPOsIBEH Ype3 moBuineH C-
peakrtuBeH nporerH (CRP) u/unu e mokaszan upes simpeHo-Maruute pesonanc (IMP), kourto ca
UMaJId HeJ0CTAaTh4€H OTTOBOP MIIH Ca HMAJIM HEMTOHOCHMOCT KbM HECTEPOUIHU
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-mepkanronyput (6-MP) unu azatuonpus (AZA), Wik KOUTO UMAT HETOHOCUMOCT HJTU MEIUITUHCKU
MIPOTUBOIIOKA3aHUS 32 TE3U TEPAITHH.

4.2 JIo3MpOBKa M HAYMH HA MPUJIOKEHHE

Jleuenueto TpsAOBa Aa ce 3aM0YHE U J1a CE CJIeAU OT JIEKapH CIICLMAINCTH 10 AUArHOCTUKA U JICUCHHE
Ha PEeBMATOUJICH apTPUT, ICOPUATHYCH apPTPUT, AaHKWIO3HPAIL CIIOHIWINT, HEPeHTI€HOTpad)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, npusIoKeH BEIHBXK MECEYHO, HA €[HA U ChIIA J1aTa.
Simponi TpsiOBa jia ce npuiara cebTeTBaNo ¢ MTX.

Ilcopuamuuen apmpum, aHKUIO3UPALY CROHOULUM UILU HEPEHM2EHOSPAPCKU AKCUATIEH
CHOHOUOAPMpPUM
Simponi 50 mg, npusIoKeH BeIHBXK MECEYHO, Ha €[HA U ChIIIa J1aTa.

3a BcHU4KH 1/136poeH1/1 IMO-TOp€ MOKa3aH!d HATMYHUTE JaHHU IOBOPAT, Y€ KIIMHUYCH OTTOBOP
o0uKHOBeHO ce moctura cief 12 g0 14-cenmuuno neuyenue (ciex 3-4 nosu). [Ipu nanmentn 6e3 gaHHU
3a TepaneBTUYCH eEKT Mpe3 TO3U MEPUOJ MPOIbKAaBaHETO Ha JIEYEHHETO TPsIOBa Ja Ce PEOIICHH.

IMarenTn ¢ TexecHo Terno Haa 100 kg

3a BcuukH M30pOeHU Mo-rope nokasanus npu nanueHTu ¢ RA, PSA, AS wm nr-Axial SpA c tenecuo
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€ IPeJIBU/I MOBUIIICHUSAT PUCK OT OIPE/IeNICHH CEPHO3HU HEXeJIaH! PeaKIiy NPy J103aTa OT

100 mg B cpaBHeHue ¢ go3ata ot 50 mg (Bx. Touka 4.8). [Ipn naunenTu 6e3 gaHHU 3a TeparneBTUICH
edexr ciren 3 10 4 noneHUTETHHU 1031 OT 100 mg mpoakDKaBaHETO Ha JICUSHHUETO TPsIOBa Ja ce
MIPEOIICHH.

Yﬂuep03eH KoJum

IMarrenTn ¢ TeaecHo Terno mox 80 Kg

Simponi ce npuara karo HayaiHa g03a ot 200 mg, nocinensana ot 100 mg npe3 BropaTta ceaMuiia.
[Ipu manmeHTH CHC 32I0BOUTENICH OTIOBOP TpsiOBa a ce npuiarat 50 Mg Ha ceamuna 6 u ciies ToBa
Ha Bcekd 4 cenMuId. [TalueHTHTe ¢ He3aI0BOJIUTENIEH OTTOBOP MOXKE JIa C€ MOBIHUSIST MOJIOKHUTEITHO
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OT Ipoab/uKaBaHe Ha JieueHneTo ¢b¢ 100 mg Ha cenmMulia 6 U ciie ToBa Ha BCEKU 4 ceIMUILIU (BXK.
Touka 5.1).

[MaruenTtu ¢ Tenecuo Terno 80 kg n moBeue
Simponi ce npunara karo HadanHa jo3a ot 200 mg, mociensana ot 100 mg mpe3 Bropara ceaMuIa, a
cien ToBa 100 mg Ha Bceku 4 ceamunu (BxK. Touka 5.1).

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

Criopest HATHYHUTE TaHHH, KIMHUYEH OTTOBOP ce mocTura 12-14 ceMuIy ciie/l 3aroyBate 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 PUIOKEHA CIIOPEA JaJCHUTE M0-1I0JTy MPETIOPbKH:

. AKO 0T ompeneneHnsi 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 év3pacm (> 65 2o0unu)
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.

Tleouampuuna nonyrayus
Simponi 100 mg He ce mpenopbyBa MpH Jiela Ha Bb3pacT 1o 18 roauHw.

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 UHCTPYKIINY 32 MPUIOKEHNE BUKTE TOUKA 6.6.
4.3 IIpoTuBOomOKAa3aHUS

CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIIECTBO UM KBbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

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

VMepeHo TeXKa W TeXKa chpaeuHa HenoctaTbuHocT (kinac [II/IV mo NYHA) (Bx. Touka 4.4).
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4.4 CroenuajJHU nMpexynpexIeHusi M 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

[MarnuenTure TpsOBa Aa OBAAT BHUMATEITHO MPOCIIE/SIBAHM 32 PAa3BUTHE HA MH(EKIINH, BKIFOYUTEITHO U
TyOepKyJ103a — IpeIu, 10 BPeMe Ha U CJIe/ Kpasi Ha JIeueHueTo ¢ romumymal. [Ipensuy ToBa, ue
SIMMHUHUPAHETO Ha TOJIMMYyMal MOXKe J1a IPOJBIDKH JI0 5 Mecela, IpociieAsiBAaHEeTO TPsiOBa 1a
MPOJBIDKY U Tpe3 TO3M nepro. [Ipy nanueHTH, pa3Buiiv TexXKa HHPEKIHUS WIN CETICHC, ICYCHUETO C
roauMymab He TpsiOBa 1a mpoabiokaBa (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-moJgaTIMBA KbM Pa3BUTHE HA TEKKU MHPCKIUU.

[Ipu marmenTw, JIeKyBaHU C TOTMMYMao, ce choOIaBa 3a OaKkTepruatHu (BKIFOYHTEIHO CETICUC 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
MOJJIOKEHH Ha ISUIOCTHA AMAarHOCTHUYHA olleHKa. [Ipy manuenTuTe, pa3Buiii HOBa CEpHO3Ha
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
roruMymMal. AKO TIpY pUCKOBH TIAIIUEHTH, JIEKYBaHU C TOJIMMYMa0, ce pa3BUe CEPHO3HO CHCTEMHO
3a0oJisiBaHe, TPSIOBA Ja ce M003Mpa HHBa3UBHA rbOMYHA HH(PEKIHA. 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(D)EKIINN.

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.

Axo ObJie THarHOCTUIIMPaHa aKTHBHA TYOEpKyJ103a, He TpOBa Jia ce 3armoysa je4eHre ¢ roImmMymao
(Bx. Touka 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 BcHuku ormcaHu MMo-10J1y ciiydau TpsiOBa BHUMATEITHO Ja ce
MPEIICHN ChOTHOIICHUETO IM0J13a/PUCK HA JICUSHUETO C FTOJTUMYMa0.

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
JIeYeHUE C MPOTUBOTYOEPKYIO3HHU CPEICTBA TPEH 3aI04YBaHE HA JICYCHUETO C TOIMMYyMal.
HasnauaBaHeTo Ha TyOepKyJIOCTATHYHO JICUCHUE, ITPEIU J1a CE 3all0YHE TPUIIOKCHHUE HA TOJIUMYMaO0,
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 Bb3HUKHAN CITy4ad Ha akTUBHA TyOepKyJio3a Mo BpeMe
Ha U CIIe/1 JICYCHHUE 3a JaTeHTHa TyOepkyno3a. [lauuenture, mpuemaniy ronuMymad, 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 TOITMMYyMa0, 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 MOIXOASIIO TTOAIBPKAIIO JIeUeHHe.

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 ga ce moaxokia ¢ 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 Bh3pact), TekyBanu ¢ TNF-0nokepu
(Hauaso Ha aedeHueTo < 18-roauinHa Bb3pact). [IprOIM3UTEIHO MOJOBHHATA OT TE3H CIydau ca
sumbomu. JIpyrute ciydan 00XBallaT pa3IudHU 3JI0KaYECTCHU 3200 IIBaHUS, 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 koHTpOaMpanuTe eTany Ha KIMHUYHUTE U3MUTBaHUS Ha Bcmuku TNF Oi0KkepH, BKIIIOYUTEIHO
Simponi, npu nanuenTute Ha gedenue ¢ TNF-anTaroHucT ca HaOM0JaBaHU TIOBEYE clyyan Ha
pa3BuTHE Ha TUM(OM B CpaBHEHHUE C MAIIMEHTUTE OT KOHTPOJIHHUTE IPYIH. B KIMHNYHUTE M3MTUTBAHUS
Ha ronmmymad ¢asa IIb u Il mpu manmenT ¢ RA, PsA u AS dectoTtaTta Ha pa3BuTHe Ha TUMGOM MPH
NalUeHTHTE, JEKYBaHH ¢ TOIMMYyMal, € TI0-BHCOKa OT CpeAHaTa 3a obmaTa nomynamnus. Cbo0IeHu ca
Clly4Jad Ha JICBKEMUS MIPH TAIUEHTH, JeKyBaHU ¢ ToauMyMa0. [Ipy manueHTn ¢ peBMaTonaeH apTpuT ¢
roJsiMa JaBHOCT M BUCOKA aKTUBHOCT HA BB3MAIUTEIHOTO 3a00JIIBaHE CHIIECTBYBA IIOBHUIIECH PHCK OT
nosiBa Ha TUM(GOM U JIEBKEMHS, KOETO yCIOXKHSBA OLICHKATa Ha PUCKA.

IIpn manmenTw, nexyBanu ¢ apyru T NF-010kepu ca cho0ImaBaHu peAKd CITydad Ha XemaTolIneHaleH
T-xnerpuen mumpom (HSTCL) B moctmapkeTuHroBust nepuon (Bx. Touka 4.8). To3u psabk THI
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 CHITBTCTBAIIIO JISYCHUE C a3aTHONPUH (AZA) niu 6-mepkanrtomyput (6-MP) 3a
BB3NATUTETHO 3a00sBaHe Ha YyepBaTa. [[OTeHIMATHUAT pUCK TPH KoMOWHUpaHe Ha AZA wim 6-MP ¢
roauMymad TpsiOBa BHUMATEIHO J1a ce OOMUCIN. PUCKBT 3a pa3BuTHe Ha XenaTtonueHaneH T-KiIeTbueH
muM¢oM TIpH MAIUeHTH, JIekyBaHu ¢ T NF-01okepu, 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 dectoraTta Ha 3JI0KQUe€CTBEHUTE 3200 IsIBaHUS, Pa3IMYHHU OT JTUMGpOM (C
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
pbKoBOJCTBA. [IpH ManeHTy ¢ HOBOIMArHOCTHIIMPAHA AUCILIa3us, JISKyBaHU C TOIMMYyMao,
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). 3HAaUMMOCTTa Ha T€3H Pe3yJaTaTH HE € U3BECTHA.

B excmopaTopHO KJIMHUYHO U3MUTBaHE 3a olleHKa Ha Apyr | NF-anTaronuct — napukcumad, npu
MAIMEHTH C YMEPEHO TeXKa JI0 TeXKKa XpOHUYHA 00CcTpyKTHBHA OenoapooHa 6onect (XOBB), ca
JTOKJIaJIBAHU TTOBEYE ChOOIIEHUS 32 3JI0KAYeCTBEHU 3200 IsIBaHMs, TPEIUMHO Ha Oenust 1pod niu
rJIaBaTa ¥ IMusATa, MPH MAUSHTUTE, JISKyBaHH ¢ MHPIMKCUMA0, B CPABHEHHUE C MMAIUEHTHTE OT
KOHTPOJIHUTE Tpynu. Benukn nanmenty ca 6mnm Texxku mymadn. CrieoBaTeHoO TpsaOBa ia ce
MOJIX0/1a C TIOBUIIIEHO BHUMAaHWE TIPY NPUIIOKeHHEe Ha KOWTo 1 Aa € TNF-anTaronuct npu nanuesTu
¢ XOBb, kakTo u Mpu MaIMeHTH C MIOBUIIICH PUCK OT Pa3BUTHUE HA 3JI0KAYECTBEHO 3a00JIsIBaHE TOPA U
TIOTIOHOIYIIICHE.

Paxk na xoorcama

[Ipu nauuenty, nexyBanu ¢ TNF-O610kupamy cpeacTsa, BKIIOYUTEIHO FOIMMyMab, ce choOiIasa 3a
menanoM u Merkel-kierbuen kapimHoMm (Bk.Touka 4.8). [IpernopsuBaT ce nepruognIHH
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 610kepu, BKIIOYUTENHO U TonnMyMad. Hakou oT cirydauTe ca ¢ etanen uszxoa. B
KIIMHUYHO W3nuTBaHe Ha apyr T NF-aHTaroHUCT ca HaOIr0JaBaHu BIIOLIABaHE 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
HEOCTATHYHOCT MPUIIOKCHUETO HAa TOIMMYyMal TpsiOBa a ObJe mpekpaTeHo (BK. Touka 4.3).

Hesposornunu croutus

IIpunoxxennero Ha TNF-aHTaroHUCT, BKIIFOYUTEITHO U TOMMMYyMa0, € 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
JeMUETTMHU3Npay Hapymenns. [Ipu manueHTn ¢ mpeamecTBamo Wik HOBOIIOSBUIIO CE
JIEMUEITMHU3MPAIIO0 HapyIIeHHe TPsO0Ba BHUMATEIHO J]a CE MPEIeHH ChOTHOMICHUETO PHCK/TI0N3a OT
neuenuneto ¢ TNF-anTaronuct, mpeau na ce 3anovne JieueHue ¢ ronumymad. TpsiOBa na ce o6chan
NpEeKpaTsBaHe Ha JICYCHUETO C TOJUMyMal, ako Bh3HUKHAT Te3H HapymieHus (BXK. 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
BeposTHOCT T NF-aHTaroHucTrTe, BKIFOUNTEIHO U TOIUMYyMa0, /1a 3acsAraTt 3alliuTara Cperry
WH(EKIUY ¥ Pa3BUTHE HA 3TIOKAYECTBEHH HOBOOOPA3yBaHHSI.

ABTOMMYHHHU NIPOLIECH

Otrocurennust Aeuuut Ha TNFo, npuunneH ot nedenneto ¢ TNF-anTaronuct, Mosxe Jia JIoBese J10
OTKJIIOYBAHETO Ha aBTOMMYHHH IPOLECH. AKO CJIeA MPUIOKEHUE Ha TOJIMMYyMal ce pa3BUsT
CUMIITOMH, XapaKTePHH 3a JIYIyC-110100€H CHHIPOM, U aHTHTeJaTa cpelry ABoiHoBeprxHara JJHK
ce MO3UTHBHUPAT, JICYUSHHUETO ¢ roJuMyMal TpsiOBa Ja ce mpeycTaHoBH (BK. Touka 4.8).

XeMaToJI0TUYHY PEaKINU

Nma cpobuieHus 3a caydan Ha MaHIUTONIEHNUS, IEBKONIEHHS, HEYTPOIIEHHs, arpaHyJIoLNTO3a,
aIUIaCTUYHA aHEMUS U TPOMOOLIMTONICHHUS IPH NALMEHTH, TosrydaBaiy | NF O10kepH, BKIIOYUTEIHO
roauMymad. Benuku nanventu TpsioBa ga ObAaT MOCHBETBAHMU /14 OTHPCAT He3a0aBHA MEIUIIMHCKA
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
roJiuMyma0.

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 v aHaKWHpPa HE CE MPETnophUBa.

CrerprerBanio npwioxkenue Ha TNF-anraronucTy v abarauent
B ximHWYHM TPOyYBaHUS ChITBTCTBANIOTO NMpuiiokeHne Ha TNF-antaronucTu u abaranent e 6uso
CBBP3aHO C TIOBHIIICH PHCK OT Pa3BUTHE Ha MH(MEKINHM B CPABHEHHE C JICUCHUETO CaMO C
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TNF-aHTaroHucr, BKIIIOYUTEIHO U CEPHO3HI HH(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. CeIrbTCTBANATAa 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 JIOITBJTHUTEITHO Ja MTOBUINN PUCKA OT HEXKEJIaHU PEaKIuH,
BKJTFOUHUTEITHO HH(EKITH.

BakcuHanuu/TepaneBTHYHU HH(EKIIMO3HU 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 NpeaBaHe Ha HHPEKIHs Ype3 )KUBU BAKCHHU MPH MAIIMEHTH, KOUTO ca Ha JIeUeHHEe C aHTH-
TNF nponykTH, ca orpaHu4eHd. YIoTpeOaTa Ha )KUBU BAKCHHYM MOJXKE Ja JJOBEJIE 10 KIIMHUYHU
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
(BKJIFOUUTENHO aHAPUIAKTHYHA PEaKIns) Ciie MPUIoKeHue Ha romumyMad. Hskou ot Te3u peakunu
ca HaCTBIIWIM CJe]l ITbPBOTO NMPHUJIOKEHHE Ha ToimMyMal. 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 év3pacm (= 65 coounu)

B knmuanyan npoyuBanus dasa Il 3a neuenne va RA, PsA, AS u UC karo 15010 He ca 3a0eisi3anu
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 mak, py JiedeHre 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 NMAMEHTH Ha Bb3pacT 45 Wix oBede TOUHH.

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 mpuiiara ¢ TOBHIIIEHO BHUMaHUE (BXK. 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 (nim GpykTo3a) (BK. 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.

45 B3auMmopeiicTBHE ¢ IPYTU JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJIEHCTBUSATA.

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
abaTarlenT He ce npenopbusa (BK. 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).

TepaneBTuunu HH(EKIIMO3HHM areHTH HE TPAOBA JIa ce MPUIIAraT ChIIbTCTBAIIO ¢ TOJIMMyMad
(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
HEOOXOIUMOCT OT KOPEKIIHS Ha J[03aTa HUTO Ha romuMymMad, Huto Ha MTX (Bk. Touka 5.2).

4.6 @epTHAUTET, )PEMEHHOCT H 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 €KCIO3ULMS Mpe3 IbPBUS TPUMECTHD. B nomyinannonHo
npoyusane ot CesepHa EBpora, irrouBamo 131 6pemennoctr (u 134 xbpMadeTa) ca HabIr0IaBaHN
6/134 (4,5%) crOUTHS Ha CEPHO3HY BPOAEHN aHOMAJIMHU CIIE €KCIIO3UIMs iN Utero ma Simponi
capsimo 599/10 823 (5,5%) cpbutus cien cucTeMHa HEOMOJIOTHYHA Tepanusl, B cpaBHeHue ¢ 4,6% B
obrrara momynarus Ha npoy4ysaneTo. ChbOTHOIIEHHSATA HA MIAHCOBETE, KOPUTHPAHU 33 CMYIIABAIIA
¢akropwu, ca cbotBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi crpssiMo cucTeMHa HEOMOJIOTHUHA
tepanust 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cipsiMo o011aTa MomyJiamms.

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 M PAXAAHETO WM OCTHATAHOTO pa3BuUTHE (BXK. Touka 5.3). HannuHUAT KIMHUYCH OIHT €
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orpanmdeH. ['omuMymab TpsOBa 1a ce U3MOI3Ba 10 BpeMe Ha OPEeMEHHOCT CaMO aKo JICYCHHUETO €
HAWCTUHA HAJIOKUTEITHO.

I'onmumymab npemuHaBa npe3 mianeHTara. Cnen sedenue ¢ TNF-010kupaio MOHOKIOHATHO
AHTHUTSUIO 110 BpeMe Ha OPEeMEHHOCTTa, aHTUTSIIOTO CE YCTaHOBSBA 710 6 Mecela B cepyMa Ha
KbpMadeTa, POJICHN OT JIGKyBaHHUTE KeHHU. B pe3yiraT Ha TOBa TE3M KbpMadeTa MOXKeE J1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE Ha HHPekuus. He ce mpenopbruBa NpuiokeHUe Ha KUBU BAKCUHH TIPU
KbpMaueTa ¢ eKCIO3MIMs Ha ronuMyMab in utero, 6 Mecena ciie/; mociiefHaTa HHKEKIHUS ¢ TOTMMYyMab
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

(epTrMTeTa IPU MUIIKH, C U3M0JI3BaHE HA AHAIIOTHYHO aHTHUTSUIO, KOSTO M30UpATEeIHO HHXHOUpa
¢yHkIHOHATHATAa aKTUBHOCT Ha Mulkst TNFo, He moka3Ba 3HauMME eeKTH BbPXY (epTUIHTeTa
(Bx. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTA 32 modupaHe 1 padoTa ¢ MAIINHH

Simponi moBnHsiBa B MaJika CTENEH CIIOCOOHOCTTA 3a modupaHe U paboTa ¢ MalMHu. Bbrpeku Toa
clie/l IPIIOKEHHE Ha Simponi MOXe J1a ce MosIBU 3aMaiiBaHe (BK. Touka 4.8).

4.8 Hexenanu JjeKapcTBeHH peaKuu

Pestome Ha npoduaa Ha 6e30macHOCT

[1pe3 KOHTpOJIMpaHHUs TIEPUO HAa OCHOBHHTE M3nuTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIH Ha TOPHUTE AUXATEIHU IbTHIIA € Onia Haii-uecTtara Hexenana peakuus (HP), kodaro ce
cpobmasa npu 12,6% ot nauneHTHTe, JeKyBaHH ¢ romuMymad B cpasHenue ¢ 11,0% npu
KOHTpOJIHUTE nanueHT. Hali-ceprosznure HP, cho0mienu 3a roauMymal, BKIIOUYBAT CEPHO3HU
MH(EKIUN (BKIIIOYUTEIIHO Cercuc, MHeBMOHMSA, TB, NHBa3uBHU rbOMYHYU U OTIOPTIOHUCTHYHH
MH(EKINN), AeMUeTMHU3UpAIly HapylieHus, peaktusauus Ha HBV, 3CH, aBroumyHHHN npoliecu
(mymryc-moj100€H CHHAPOM ), XEMaTOJIOTUYHU PEAKITUH, CEPHO3HA CUCTEMHA CBPBXIYBCTBUTEITHOCT
(BKITFOUMTETHO aHA(UIIAKTUYHA PEAKIIHsI), BACKYIIUT, TUM(OM U JieBKeMust (BK. Touka 4.4).

TabnuueH CIMCHK HAa HEXKEIAHUTE PEAKIIUK

HP, HaGmoiaBany B KJIMHUYHK M3MUTBAHUS U ChOOIICHH MPU MOCTMAapPKETHHIOBaTa yrnoTpeba Ha
roimMymab B cBeTa, ca omucanu B Tabnuna 1. B pamkute Ha cuctemo-opranaute kiacose HP ca
U30pOCHU 10 YeCTOTa CIIOpe]] CIeAHATa KOHBEHIMs: MHOTo yecT (= 1/10); wectu (> 1/100 mo < 1/10);
meuectr (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000); ¢
HEM3BECTHA YEeCTOTa (OT HAJTMYHUTE JIaHHU HE MOJKe Ja O'bJie HalpaBeHa OlleHKa). BB Besika rpyma 1o
YeCTOTa HeXKEJTaHUTE PEaKLMK Ca PEICTaBeHN B HU3XOISI PEJ [0 OTHOILCHUE Ha TSAXHATa
CEpPHO3HOCT.
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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, BKIFOUUTEIHO CENITUYCH 10K, TUETIOHS(HPUT
TyOepkyno3a, OMOPTIOHUCTUYHN MH(PEKIUH (KaTO HApUMEP
WHBa3UBHU I'bOMYHU MHPEKIINA [XHCTOIIa3M03a,
KOKITUAMOHUIOMIKO3a, ITHEBMOIIMICTO3a], OaKTepHallHa,
aTUNMYHA MUKOOAKTEpHAaTHA U TPOTO30iHA MHEKINA),
peakTHBaIMsI Ha BUpYca Ha XenaTtuT B, OakrepuaiieH apTpur,
MH(DEKITHO03eH OYPCUT

Heommasmu — nobpokavecTBeHw,
3JI0Ka4eCTBEHH M HEONPEeICHH

Heuecrtu:

Penxu:

C HeHn3BeCTHA YECTOTA:

Heomnasmu (kaTo pak Ha KoKaTa, CKBAMO3HOKJIEThYEH
KapIMHOM U MEJIaHOLUTEH HEBYC)

Jlumbowm, neBkemusi, MmenanoM, Merkel-kineTsuen kapipiHOM
Xemnartonuenaned T-kinerpueH mumdom™®, capkom Ha Kaposi

Hapymenus Ha kpbBTa 1 IMM(HaTa
cucremMa

Yectu:
Heuecrtu:
Penxu:

JleBKomeH s (BKIFOUUTEIIHO HEYTPOTICHHS), AaHEMHUSI
TpomboruTONIEHNS, TAHITUTONICHHS
AnyacTuyHa 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

Hapyuienust Ha eHJOKpUHHATA
CHUCTEMA

Heuecrtu:

Tuponaau HapyIeHus (KaTo XUIOTUPEOUIU3BM,
XUOEPTUPEOUANU3BM 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: Hapymienus 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: 3acrolinHa chbpAeyHa HENOCTATHYHOCT (HOBOIOSBUIIA 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

CTroMarrHo-4peBHHA 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
Penku: JluxeHOWaHU peakiuu, ekc(onranus Ha Koxara, BACKYJIUT
(KOXKEH)
C Heu3BecCTHA 4eCTOTa: BromiaBaHe Ha CHMIITOMUTE HA IEPMATOMHO3HUT

Hapywenns Ha
MYCKYJIHO-CKEJIETHATA CHCTEMA U
ChEJMHUTETHATA ThKaH
Penku: Jlynyc-nono0eH CHHAPOM

Hapymienus na 0b0perure u
MUKOYHHUTE MHTHIIA
Penxu: HapynieHus: Ha TUKOYHUS MEXYp, ObOpeUHH HapyIIeHHS

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 HH)KEKTUpaHe
(kaTo epuTEM Ha MSICTOTO Ha WH)KEKTUpPAHE, YPTUKAPHS,
WHIypalnuys, 00lIka, KpbBOHACSIAHE, IPYPHUTYC, Apa3HEeHe, 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

*

Hab6mronasanu npu npyru TNF Grmokepu.

B Ta3u Touka, MenuaHaTa Ha epruojia Ha npocieasBaHe (MPUOTM3UTETHO 4 TOAMHH) KaTo IS0 €
IpE/ICTaBeHa 3a BCAKO NPUIIOKEHUE Ha ToMMyMad. KoraTo npuiioskeHueTo Ha rolmmMymad € OIucaHo
CIIPSIMO J103aTa, MEMiaHaTa Ha MIEPUO/Ia Ha MPOCTeIIBaHe Ce MPOMEHs (TPUOTUZNUTENTHO 2 TOIUHU TIPU
mo3a ot 50 mg, mpubnusuTenHo 3 roauHu mpu go3a ot 100 mg), kaTo manueHTUTe MOXKE Ia ca
NPEMUHAJH OT €JJHa /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 peakiwst mpu 12,6% ot
JICKyBaHUTE C rouMymal manueHTH (dectota Ha 100 woBexkoroauuu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% npu koHTpoIHKMTE NaruenTy (dectoTa Ha 100 yoBekoroguuu: 54,5; 95% CI: 46,1,
64,0). B KOHTpOIUpaH! U HEKOHTPOJIMPAHU €TalM Ha MPOYYBAHUATA, C MEMaHa Ha MPOCIICsIBAHE
NpUOTU3UTETHO 4 TOTUHHM, YeCTOTaTa Ha MH(EKITUKM Ha TOPHUTE TUXATEeIHH ITbTHUINA Ha

100 yoBekoroaunu e 6una 34,9 cioyyas; 95% ClI: 33,8; 36,0 3a nexyBanute ¢ ronumMymal MalueHTH.

[Ipe3 KoHTpOIMpaHUs TEPUOJ] HA OCHOBHUTE M3MUTBAHUs ca HaOmoaBanu nHdeknuu npu 23,0% ot
JICKyBaHUTE ¢ rouMymal manueHTH (dectota Ha 100 woBexkoroauuu: 132,0; 95% Cl: 123,3, 141,1), B
cpaBuenue ¢ 20,2% mnpu KOHTpoIHHUTE MareHTy (dectota Ha 100 yoBekoromuuu: 122,3; 95%

ClI: 109,5, 136,2). B xonTpoMMpaHy 1 HEKOHTPOJIMPAHH ETAlH HA U3MUTBAHHUATA, C MEJaHa Ha
MpOCIIeIsABaHe MPUOIU3UTEIHO 4 TOAUHY, YecToTaTa Ha MH(ekIuu Ha 100 YoBeKOrouHu ¢ Oua
81,1 crburus; 95% CI: 79,5; 82,8 3a nexyBaHuTE C rOMTUMyMal MAIIUEHTH.

[1pe3 koHTpoMpaHus IepUo Ha n3nuTBanuATa 3a RA, PsA, AS u nr-Axial SpA ca nabnronaBanu
cepuro3Hu uHMekmu mpu 1,2% ot JeKyBaHUTE ¢ roauMyMad narueHTd u 1,2% OT narueHTuTe B
KOHTpoIIHAaTa rpyna. Yecrorarta Ha cepro3HuTe nHpeknnu Ha 100 90BEKOTOAWHY TP IIPOCIIEISIBAHE B
KOHTPOJIMPAHUS TIEPHOJT Ha M3MUTBaHuATa 32 RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% Cl: 4,6,
11,1 3a rpynara Ha romumymab ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha roiumymab ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnane6o rpynara. [Ipe3 koHTponupaHus Iepro Ha M3MUTBAHUS Ha
MHIYKIHOHHA Tepanus ¢ ronumyMad npu UC, cepuos3nu nndexuun ca Hadbmoaasanu mpu 0,8% ot
MAIMEeHTHTE, JIEKyBaHH ¢ ToMMyMa0, B cpaBHeHHE ¢ 1,5% OT manueHTUTe B KOHTPOJIHATA IpyTa.
Cepuoznurte nHMEKIUH, HAOIIOJaBaH! TP MAIEHTHUTE, IEKYBaHH C TOIIMMyMa0, BKIIIOYBAT
TyOepKyIo3a, OaKTepHanrHi HH(EKINH, BKITFOYUTEITHO CETICHC ¥ THEBMOHHMS, HHBa3UBHH I'bONYHU
WHQEKIUY 1 APYTH ONOPTIOHUCTUYHU HHpEKH. HaKou oT Te3n nHpEKIun ca 01T ¢ JieTaleH
n3X0/1. B KOHTpoMupaHUTe 1 HEKOHTPOJIMPAHUTE €TAIN HA OCHOBHUTE M3MUTBAHKSA, C MEMaHa Ha
npocieasBaHe 10 3 TOANHH, € Ha0JIo1aBaHa I0-BUCOKA YeCTOTa Ha CEPHO3HN HH(EKIINH,
BKJTFOYHMTEITHO ONOPTIOHUCTHYHY nHpekun 1 TB npu nmanmenTy, noxydasanu 100 mg ronmumymad, B
CpaBHEHHE C MaIMeHTH, nonydaBany 50 mg romumymab. YectoraTa Ha BCHYKH CEPHO3HU HHPEKITUH
Ha 100 woBekoroauuu e 6una 4,1; 95% CI: 3,6; 4,5, npu naruenture, moxyyasanu 100 mg
romumymab u 2,5; 95% ClI: 2,0; 3,1 npu manuenTute, noxydaBanu 50 mg romumMymao.

3nokauecmeenu 3ab60a26anus

Jumgpom

[To BpeMe Ha OCHOBHUTE U3MUTBAHUS YECTOTATA HA pa3BUTHE HA TUM(OM TPH JIEKYBaHUTE C
rojauMymMad MalueHTH € MO-BUCOKa OT OYaKBaHaTa B o0IIaTa rnomynamus. B koHTponupaHure u
HEKOHTPOJIMPAHUTE €TANN Ha TE3W U3MUTBAHMA, C MEIMaHa Ha TIPOCIesiBaHe 10 3 TOJIMHHU, €
HaOITI0/JaBaHa IMO-BUCOKA Y€CTOTa Ha TUMQOM MpH NarueHTuTe, nomydasain 100 mg romumymal, B
CpaBHEHHE C MaIMEeHTHTE, moiy4yaanu 50 mg ronumymad. JInMpoM e JruarHoCTUIpaH Mpu

11 yyactauiu (1 B TepaneBTnyHKTE rpynH Ha 50 mg ronumymad u 10 B TepaneBTHUHUTE TPYIIH HA
100 mg ronmumymad), ¢ gecrota (95% CI) na 100 yoBexkoroauHu 3a neprosa Ha NpocieasiBaHe Ipu
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cayuas, croTBeTHO MpH romumymad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cnyuas mpu tutare60o. ITo-rosmMa 9acT OT CiIydanTe Ha pa3BUTHE Ha JIUMQPOM ca
Bb3HUKHaIHU npu npoyuBaHeTo GO-AFTER, koeTo BKIIIOUBA MAallMEHTH C MPEIXOIHA €KCIIO3ULIKA Ha
TNF-aHTaroHUCTH, KOUTO Ca UMAJIH MO-TOJIsIMa MTPOB/DKUTEIHOCT U pepakTepHOCT Ha
3abossiBaHeTo (BXK. Touka 4.4).

3noxauecmeenu 3a60446aHUS, PAZTUYHY OM TUMPOM

B xonTpOnmpaHnuTe IEPHOIN HA OCHOBHUTE M3MUTBAHUSA, KAKTO U IO BpEME Ha MPUOIU3UTEITHO
4-roIMIIIHOTO HPOCIIEAsBAHE, Y€CTOTaTa Ha PA3IMYHUTE OT JTUM(OM 3JI0KaUYECTBEHH 3a00J1ABaHus (C
M3KIIIOUEHUE HAa HEMEIIaHOMHUS KOKEH PaK) € CXOJ[HA B IPYIUTE HA JICYSHUE C TOTUMYMal u
KOHTposHuTE TpynH. [1o Bpeme Ha mpHONMM3UTETHO 4-TOAMIITHOTO MPOCTeIIBaHe 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 HEKOHTPOJIMPAHHUTE MIEPUOIN Ha OCHOBHUTE M3MUTBAHUS, C MEIHaHA
Ha IpocieasBaHe 10 3 TOANHN, HEMETaHOMEH paK Ha KO)KaTa € JUAarHOCTHIMPAH IIPH 5 OT
YYaCTHUIUTE, MpreMay 1miane6o, 10 ot npuemanure romumymad 50 mg u 31 ot npuemanure
romumymabd 100 mg npu yecrora (95% CI) Ha 100 goBexoroaunu 3a nepuoja Ha npocienssane 0,36
(0,26; 0,49) o610 pu romumymad u 0,87 (0,28; 2,04) npwu iare6o.

ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOJIMPAHUS TIEPHO HAa OCHOBHHUTE M3MUTBAHUSA, C MEIHaHa Ha
MpOoCIeIIBaHe 0 3 TOAUHH, 37I0KaYeCTBCHH 3a00IIBaHI C M3KITIOUCHHUE Ha MEJTaHOM, HEMEJTaHOMEH
KOXKEH pak v JTUM(OM ca JJMArHOCTUIIUPAHH MIPU 5-Ma yYaCTHUIIH, pHEeManH 1amne6o, 21 ot
npueManure ronumymad 50 mg u 34 ot npuemanure ronmumymad 100 mg npu yecrora (95% CI) Ha
100 yoBekoroauuu 3a neproaa Ha npocieassane 0,48 (0,36; 0,62) o6rio 3a romumymab u 0,87 (0,28;
2,04) 3a mumare6o (Bk. Touka 4.4).

Cvobwenusn om KIUHUYHU USNUMEAHUA 3a IeYeHue Ha acmma

B excmopaTopHO KIMHUYHO MPOYYBaHE MAIMEHTH ¢ TEXKa IepCUCTUpAIa acTMa ca MOy IHIN
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 nmoaKoKHO Ha BCeKU 4 ceAMHIIU A0 ceamuiia 52. [Tpu narpeHTuTe Ha JeUeHHUe ¢ TOIUMyMa0
(n =230) ca cpoOIIIEHH OCEM 3ITOKAYECTBEHH 3a00JIIBAHUS U HUTO €HO NP MAI[MEHTUTE Ha I1anedo
(n =79). Crobuienue 3a muMpoM 1Ma 1pu | ManueHT, 3a HeMEeJIaHOMEH pak Ha KoKata MpH 2-mMa
MAIMEHTH U 3a JPYTH 3JI0KaYeCTBEHH 3200 sIBaHUs IpH 5 nanuenTd. Hsama npesanupane Ha
OIIpeziesIeH BU 37I0KaUYeCTBEHO 3a00IIsBaHE.

ITo BpeMe Ha 1Tarie60-KOHTPOIMPaHAaTa YacT Ha MPOoy4YBaHeTo yectorara Ha mossa (95% CI) na
BCUYKH 3JI0KaYeCTBEHHU 3a001sBaHus Ha 100 4OBEKOTOJUHM MTPOCIIC/IABaHE HA MAI[UCHTUTE, JICKYBaHH
¢ ronumymao, e 6ma 3,19 (1,38; 6,28). B ToBa npoyuBane yecrorara Ha mosiBa (95% CI) Ha

100 4oBeKOroMHM MpOCIesIBaHe MPHU MAMEHTUTE, JICKyBaHu ¢ roaumymad, e ouna 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
3abossBanus. [Ipu yuactHuITe Ha miane6o yecrorara Ha mosiBa (95% CI) Ha Te3u 3710KaYeCTBEHU
3abonsaBanus Ha 100 goBexoroaunu e 6mma 0,00 (0,00, 2,94). 3HaunMMOCTTa Ha T€3H Pe3yJITaTH HE €
M3BECTHA.

Hesponoauunu cvoumus

B KOHTPOJIMPAHUTE U HCKOHTPOJIHUPAHUTE NIEPHUOJIU Ha OCHOBHUTE U3INMUTBAHUA, C MC/IlMaHa HAa
npociesBaHe 10 3 rOMHH, € Ha0Jio1aBaHa M0-BUCOKA YeCTOTa Ha JIEMHUEIIMHU3AIHS TIPH
HalUeHTHTE, NOoTydaBain roaumymad 100 mg, B cpaBHEHHUE € TTAIMEHTUTE, TTOJYYaBAIN rOJIUMyMad
50 mg (Bx. Touka 4.4).

Tlosuwasane na yepHoOpoOHUmMe eH3uMu

B koHTpOIMpanus nepuoa Ha OCHOBHHUTE M3NUTBaHUs 32 RA u PsA ce mosBsBar ek NOBUIICHUS Ha
AJIAT (> 1 u < 3 X ropnara rpanuna Ha Hopmara (ULN), cbc CXOJIHM YECTOTH B IPYIHTE HA
roJuMyMald ¥ KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a ieueHne Ha RA u PsA (22,1% no 27,4% ot
NalMEeHTHUTE); KaToO B M3MUTBAaHUATA 3a ieueHne Ha AS u nr-Axial SpA npu noseye naiueHTy,
JIEKyBaHU ¢ TOIMMyMa0, ce e mosiBuIIo Jieko nopumiaBane Ha AJIAT (26,9%), oTkonkoTo npu
koHTponHuTe nanueHTH (10,6%). [To Bpeme Ha KOHTPOIMPAHUTE W HEKOHTPOJIMPAHUTE MEPUOTN HA
OCHOBHHTE M3MUTBaHUA 3a JeueHne Ha RA u PsA, ¢ MennaHa Ha pociieasiBane NPHOIU3UTEITHO

5 rogunu, yectorara Ha jiekute nosuinaBsadusg Ha AJIAT B u3nurBaHusTa 3a JeueHue 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% nipu

74



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 HaOJII0JaBaH! II0-9ECTO MPH MAI[USHTUTE, JIEKyBaHH C
ronumymab (0,4% o 0,9%), otkonkoto npu kouTponaute nanuentu (0,0%). TakaBa TeHACHINS HE
ce Ha0JIoAaBa Npy MaMeHTHTE C IcopraTuueH apTpurt. [1o BpemMe Ha KOHTPOIUPAHUTE U
HEKOHTPOJIMPAHNTE TIEPHOIM HAa OCHOBHHUTE M3MUTBAHMS, C MEAMAHA HA TIPOCIIC/IIBAHE 5 TOMHH,
yecroraTta Ha nopumasane Ha AJIAT > 5 X ULN e cxonHa npu JeKyBaHUTE C TOIMMYMal 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
NPOBIDKABAT J]a y4acTBAT, KAKTO M MPU KOPEKIMS Ha IpHeMa Ha JAPYTH JICKApCTBEHU TPOTYKTH.
Hsma choOmienu ciryuan 1mo BpeMe Ha KOHTPOJIUPaHUs 1 HEKOHTPOJIMPAHHUS TIEPHOA Ha IPOYYBAHETO
3a nr-Axial SpA (zo 1 roguna). B KOHTpoOIMpaHus EPHO/ HA OCHOBHU M3MTUTBAHUS HA HHAYKIIMOHHA
tepanus ¢ romumymad npu UC ca Br3nukHany nopumieHus Ha AJIAT > 5 X ULN B cxongHu
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 nanuenTy, npueManiy roimmMmyMa0 o BpeMe Ha eTamna Ha [oIbprKalia
Tepanus ot npoyusaneto mpu UC.

B ocHoBHM u3nuTBaHus 3a tedenne Ha RA, PSA, AS u nr-Axial SpA, equn manpeHT, BKIIOYEH 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
W3KITFOYBA POJIATA HA TOJMMYMal KaTo JOMPHUHACSII HIH yTEXKHSBAI (HaKTop.

Peaxyuu na macmomo na undxxcekmupane

B xoHTpONMpaHuTe NepruoaAN Ha OCHOBHH U3NHUTBAHUS 5,4% OT MallMeHTHUTE, ICKYBaHH C TOITUMyMao,
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
Hal-uecTara € epuTeEM Ha MACTOTO Ha MHXKEKTUpaHe. Kato 110 nosiBaTa Ha peakuyuy Ha MACTOTO Ha
MHXXEKTHpaHE HE Hajlara IpeKpaTsABaHe Ha IIPUIIOKEHUETO Ha JIEKAPCTBEHUS IIPOAYKT.

B xouTponupanute usnurBanus ¢asa IIb w/uum 111 3a neuenne na 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.

Aemoanmumena

1o Bpeme Ha KOHTPOJIMPAHN U HEKOHTPOJIMPAHH MTEPHOAN HA OCHOBHH M3MUTBAHUS C €HOTOUIIIEH
MepUOo/1 Ha TpociieasBane, npu 3,5% OT MalueHTUTe, JIKYBaHU ¢ roauMyMao, u 2,3% ot
KOHTPOJIHUTE TAIMEHTH 33 IbPBU BT ca ycTaHoBeHH ANA (B Tuthp 1:160 mm mo-Bucok). B kpas Ha
€IHOTOJIUIITHOTO IMpocie/siBaHe HamnureTo Ha anTH-dsSDNA anTurena nmpu m3xoano antu-dSDNA
otpuriarensu namueHty e 1,1%.

Cpo011aBane Ha HOJA03UPAHU HEIKEJIAHU PEAKIIMHI

Cp0o011aBaHeTO Ha MMOI03UPAHU HEXKEIIAHU PEaKIIUHU ClIe pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa 1M03BOJIABA Ja MPOIBJDKHM HAOJIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapcTBeHUS NPoAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
M0I03MPaHa HeXKEIaHa PeaKils Ype3 HaIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

I/I?,HT:.HHI/ITC.HHa arcHuus 1o HeKapCTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaitt: www.bda.bg
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4.9 Ilpemo3upane

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

51 d@apmakoaMHAMMYHU CBOIiCTBa

dapmMakoTepaneBTHYHA Tpyma: UMyHOCynpecopu, HHXUOUTOPU Ha TyMOP-HEKPOTU3UpaIus (hakTop
anda (TNFa), ATC xon: LO4AABO6

MexaHHU3bM Ha JICHCTBHE

I'onnmyMab € 4OoBEIIKO 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-cenektuH, chaoBa aaxe3nonna mojekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThuHA anxe3nonHa mosiekysa | (intercellular adhesion molecule, ICAM-1). In vitro
ronmmymab naxubupa u unaynupanara or TNF cekpenus Ha untepiaekut 6 (IL-6), IL-8 u
rpa”yonuT-mMakpodar komonoctumysupai pakrop (GM-CSF).

B cpaBHeHue ¢ rpynute Ha mianebo € HaOIr1aBaHo M OJOOpEHHE 110 OTHOIIEHHE Ha CTOHHOCTHTE
Ha C-peaxtuBHus nporeuH (CRP), kato jiedeHnero che Simponi € J0BeJIo 10 3HAYMMO TOHH)KaBaHE
CHIPSIMO U3XOJIHUTE CTOHHOCTH Ha cepymHuTe HUBA Ha IL-6, ICAM-1, MmaTpukcHaTa
metanonporenHasa 3 (MMP-3) u cemoBoennoTenHus pactexxeH dakrop (vascular endothelial growth
factor, VEGF) B cpaBHeHHe ¢ KOHTpOIHOTO Jieuenue. B nombpnHenune, HuBara Ha TNFa ca ce
TOHIKWIIN TipH TlareHTuTe ¢ RA u AS, a npu namentute ¢ PSA ca ce monmkunm HuBara Ha [L-8.
Te3u npomenu ca HaOII01aBaHU TIPHU ITbpBaTa OleHKa (ceamuna 4) ciies] 3aro4YBaHe Ha MPUII0KEHUETO
Ha Simponi ¥ KaTo IU10 ca Ce 3aIbpKaJiv 10 ceamuiia 24.

Kinnnnuba edukacHocT

Pesmamouden apmpum

EdukacHoctTa Ha Simponi e 10Ka3aHa B TpU MHOTOIIEHTPOBH, PAHIOMHU3UPAHH, TBOWHO-CIIETIH,
1ane0o KOHTPOJIMpaHu npoy4BaHus, BkitouBariy Haa 1 500 naruenty Ha Bb3pact > 18 roaunu ¢ RA
C YMEpEHO /10 CHJTHO U3pa3eHa aKTUBHOCT, JMArHOCTUIIMPAH CIIOpE] KPUTEPUNTE HA AMEPUKAHCKHS
koJiexx no peBmatonorusi (ACR), mone 3 mecena npeau ckpuHuHra. [lanuenture ca uMaiu noHe

4 oTouyHM U 4 0OJIC3HEHM CTAaBU. SIMpPONi WK 1ale0o ca OMIM MHKEKTUPAHH TIOKOKHO BEIHBK Ha
BCEKHU 4 CeIMMUIIH.

B GO-FORWARD ca onienenu 444 nanueHTn ¢ akTiBeH RA BhIpeku ctabuiiHaTa 103a OT MOHE

15 mg/cenmuuno MTX u xouTo He ca JiekyBaHu npenu ToBa ¢ TNF-anraronuct. [lanuenture ca
paHIOMHU3UpaHH Jia oiy4asar miaiebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
i Simponi 100 mg + mnane6o. [Tanuenture, kouTo ca mosyyaBanu mianedo + MTX, ca npemunanm
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 ouenenn 445 narnueHTH, JIEKyBaHH [IPEIN TOBA C €IMH WU TIOBEUE OT

TNF-anTaroHucTHTe agaauMyMad, 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 nurnca 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 paHIoMU3MNpaHU Aa MOTydaBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX unu Simponi 100 mg + mrane6o. Ha
ceaMuIia 52 marUeHTUTe ca BKIIOYEHH B OTKPUTO TBJITOCPOUYHO MPOIBIKEHUE HA IPOYUYBAHETO, B
KOETO MAIMeHTUTE, MoTydaBaliu mianeoo + MTX, kouto ca nmaiu noxe eiHa O0JIC3HEHA WK MOy Ta
cTaBa, ca MPEeMHHAIN Ha JiedeHue cbe Simponi 50 mg + MTX.

B GO-FORWARD (cpBMECTHUTE) MBPBUYHN KpaliHU ca MPOLUEHTHT MAMEHTH, IPH KOUTO €
nmocturaat ACR 20 orroBop Ha cenmuma 14 u mogoOpenneTo Ha cenmuia 24 1mo BerpocHuka 3a
OIIEHKa Ha 37JpaBociioBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
II'bpPBUYHATA KpailHa TOUKa € MPOLEHTHT MalueHTH, Ipu Kouto e gocturiat ACR 20 otrosop Ha
ceamuna 14. B GO-BEFORE chcraBHHTE THPBUYHY KPAHA TOYKH Ca MMPOLIEHTHT MAIIMEHTH, TIPH
kouTto e nocturHat ACR 50 otroBop Ha ceamuna 24 1 mpoMsHaTa B MOAH(DHUIIMPAHUS PE3YATAT IO
van der Heijde-Sharp (vdH-S) na ceaqmuna 52. OcBeH MbpBUYHHTE KPAHHU TOYKH € HAallpaBeHa 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 JKUBOT.

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. BB Bcgako ot RA
IMpoy4dBaHUsATa CIIOPE] ZII/I33171H3 Ha OIpOYUYBAHETO, MAIUCHTUTE B AbJITOCPOUYHOTO MPOABJDKCHUC Ha
NPOYYBAHETO MOXKE Ja ca cMeHsM go3ute Simponi ot 50 mg Ha 100 mg u o6paTHO MO NpereHKa Ha
JIEKaps B IPOYYBAHETO.

Ipusnayu u cumnmomu

OcnoBaure ACR pesynraru 3a go3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npencraBenn B Tabnuna 2 u onucanu no-aony. Habmonasan e
OTrOBOp IIPH IIbPBA OLIEHKA (ceaMuLa 4) ciel IbPBOHAYATIHOTO MPHIOKEHNE Ha Simponi.

B GO-FORWARD ot 89 yuactHuIM, pangoMHu3upany jia nomxydasat 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 ceamuiia 104 o ceamuiia 256.

B GO-AFTER npouentst ot nauuentute, nocturamm ACR 20 otrosop, € mo-Bucok npu

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
OCHOBHM pe3yJITaTH 3a ePUKACHOCT B KOHTOIUpanuTe etanu 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
ITnane6o 50 mg ITame6o 50 mg
+ + Simponi + +
MTX MTX [Tnane6o 50 mg MTX MTX
n? 133 89 150 147 160 159
OTtroBopuiin namnuenTu, %
ACR 20
Cengmuna 14 33% 55%* 18% 35%* NA NA
Cenmuna 24 28% 60%* 16% 31% 49% 62%
p = 0,002
Cenmma 52 NA NA NA NA 52% 60%
ACR 50
Cenmuna 14 10% 35%* 7% 15% NA NA
p =0,021
Cenmmua 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
Cenmmua 24 5% 20%* 2% 9% p = 0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%

a n oTpassgBa paHAOMHU3HUPAHUTE MMALIUCHTH, Z[ef/'ICTBPITeJ'lHI/IﬂT 6p0ﬁ NMauEeHTH, MOAXOAAIIN 3a OLICHKA 110 BCCKH

MPOCIEAABaH apaMeThp, MOXKE 1a BApHpa B 3aBUCHMOCT OT IIEPHO/a HA OLICHKA.
* p<0,001
NA: Henpunoxxumo

B GO-BEFORE 0cHOBHMSAT aHaJIN3 IPH MALMEHTUTE C YMEPEH 0 TEXBK PEBMAaTOUJIEH aAPTPUT
(xom6uHMpanu rpynu Simponi 50 u 100 mg + MTX cnpsmo MTX camoctositenHo 3a ACR 50) me e
CTaTUCTHYECKH 3HaunM Ha ceamunia 24 (p = 0,053). Ha cenqmura 52 B o0Iiata momysiamus IponeHThT
nanueHTH B rpynara Ha Simponi 50 mg + MTX, nocturnanmu ACR oTroBop, KaTo msjio e Oui
0-BUCOK, HO HE CHTHU()MKAHTHO pa3iindeH B cpaBHeHHe ¢ MTX camocrostento (Bx. Tabnura 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 camocTosTeTHO ipy TTOKa3aHaTa MOITyJIalis B CpaBHEHHE C
o011ara momyJnamms.

B GO-FORWARD u GO-AFTER ca HabmtoaBanu KITMHUYHO U CTATUCTUYECKH 3HAYHMH OTTOBOPH
0 pe3yJiTaTa 3a akTHBHOCT Ha 3a0osaBaHeTo (DAS28) 3a Bcekn peiBapUTEIIHO OIIPEaeIICH MEPUo.]
Ha orleHka Ha ceamuiia 14 u cemmuma 24 (p < 0,001). Cpexn mareHTUTE, OCTaHAIIN HA JIEYEHHE 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
MPOYYBAaHETO U ca JIEKyBaHH chc Simponi, otroBopute 1o DAS28 ca 6uiu nogoonu ot ceamuna 104
1o cenmuia 256.

B GO-BEFORE e u3smepen 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 nmocTurHany 3Ha4uM KIMHAYEH OTTOBOP B CPaBHEHUE ChC 7% OT
nalnueHTuTe B rpynata Ha nane6o + MTX (p = 0,018). Mexay 159-te yyacTHHLN, paHIOMU3UPAHHU Ha
Simponi 50 mg + MTX, 96 ca ocraHanu Ha ToBa jedeHne Ha ceamuna 104. Cpen Tx 85, 66

53 naruentu ca umanu orroop ACR 20/50/70 crotBeTHO Ha cenmunia 104, Cpen manueHTUTe, KOUTO
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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,
KOHTO U3MepBa peHTreHorpa)cku Opos v pa3Mepa Ha CTaBHUTE €PO3HH U CTEIICHTA Ha CTCCHSIBAHE HA
CTaBHOTO MPOCTPAHCTBO HA PBIETS/KUTKUTE U cThlanarta. OCHOBHUTE pe3yJTaTH MpH A03a Simponi
50 mg Ha ceamuna 52 ca npeacraBeHu B Tadmuia 3.

BposT nmanuenTty 6e3 mosiBa Ha HOBM €PO3WH WM C IPOMSIHA CTIPSIMO M3XOIHUTE CTOMHOCTH Ha OO
pesyarat o vdH-S < 0 e 3Ha4rMO MO-BUCOK B TpyIaTa Ha JICUYeHHE ChC Simponi B CpaBHEHHE C
koHTponHaTa rpyna (p = 0,003). Pentrenorpadcekure edextu, HabnronaBaHu Ha ceiMuIa 52, ca ce
3anasuim 1o ceamuiia 104. Cpen manueHTHTe, KOUTO ca MPOIBIDKUIN YYaCTHETO CH B TPOYUYBAHETO U
ca JIeKyBaHU ckC Simponi, peHTreHorpadckute eQexT ca owmmm nogooHu oT ceamumna 104 mo
ceamuiia 256.

Tabuauna 3
Cpeanu peHTreHorpagcku NIpoMeHH CIPSIMO M3XOJHUTE CTOHHOCTH B 00LIMS Pe3yJITAT 10
vdH-S Ha ceamumna 52 B o6mara nonynauusi B GO-BEFORE

Mnanedo + MTX Simponi 50 mg + MTX

ne 160 159
OO0y pe3yarar
W3xoaHu CTOHHOCTH 19,7 (354) 18,7 (32,4)
[TpoMsiHa OT U3XOJAHHUTE CTOHHOCTH 1,4 (4,6) 0,7 (5,2)*
Pe3yJirar 3a epo3usi
UsxonHu cTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT M3XOAHUTE CTOWHOCTH 0,7 (2,8) 0,5(2,1)
Pe3yarat 3a CCII
W3XoaHM CTORHOCTH 8,4 (17,8) 7,9 (16,1)
ITpoMsiHa OT M3XOJHUTE CTOWHOCTH 0,6 (2,3) 0,2 (2,0)**
8 1 oTpa3sBa paHIOMU3MPAHUTE TAHEHTH
* p=0,015
= 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 4upe3 nHekca 3a naBanuaHoctT Ha HAQ DI. B te3n npoyuBanus na ceamuna 24,
Simponi moka3Ba KJIMHUYHO U CTATUCTHYECKU 3HAYMMO 10100peHue Ha nokaszatenure Ha HAQ DI ot
W3XOJTHUTE B CPAaBHEHHE C KOHTPOIHHTE NManueHTu. Cpel MalueHTHTe, OCTaHATN Ha JISYeHHE ChC
Simponi, 3a KoeTo ca OMIM paHAOMHU3UPAHH B HAYAJIOTO Ha Mpoy4BaHeTo, nogodpenuero B HAQ DI
ce e 3aabpxkano Jo ceaqmuna 104, Cpen nanueHTUTe, KOUTO ca MPOABIDKUIIN YYaCTHETO CH B
NPOYYBAaHETO U ca JIEKyBaHU chc Simponi, mogodperuero B HAQ DI e 6uio nogo6Ho ot cenmuna 104
Jo cenmuna 256.

B GO-FORWARD npu maneHTuTe, JeKyBaH! CbC SIMpPoni, € 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 cpaBHEeHUE ¢ TAMEHTUTE Ha Ulanedo Ha ceqmuna 24. CpeJ| maieHTuTe, OCTaHAIN Ha
JiedeHrne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHU B HAYAJIOTO HA MPOYYBAHETO, MTOJT00PEHUETO
B TeniecHuTe PpyHKmu Ha SF-36 ce e 3agppkano o cenmuna 104. Cpen nanueHTUTE, 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 mocturHato cTaTUCTHYECKH 3HAYMMO TOJ0OpEeHHEe 110 OTHOIIEHHE Ha yMoparta,

HU3MEpCHA 4Ype3 (bYHKLII/IOHaJ'IHa OIICHKaA I10 CKaJilaTa 3a JICUCHUC Ha XpOHUYHHN 3360H$[B3HI/IH - yMoOpa
(FACIT-F).
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IHcopuamuuen apmpum

Be3zonacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHEHH B MHOTOIIEHTPOBO, PaHJOMHU3UPAHO,
riane6o kouTposmpano npoyusane (GO-REVEAL), BxkitouBamno 405 Bb3pacTHU MAIUEHTH C aKTUBCH
PSA (> 3 oTo4HH cTaBu ¥ > 3 OOJIE3HCHU CTaBH) BHIPEKH JICYCHUETO ¢ HECTEPOHTHH
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
npexamecTBaiio JedeHre ¢ TNF-anTaronuct. Simponi iy miaane6o ce npuiiarat moaKoKHO mpes 4
ceamuny. [lanmeHTHTE Ca paHAOMU3MpPAHH Ja MONTydaBaT miane6o, Simponi 50 mg wim Simponi

100 mg. [TanmenTuTe, KOUTO ca MoMy4yaBaju Manedo, ca mpeMuHanu Ha Simponi 50 mg cnen
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/ceamMnuHo0). ChbBMECTHUTE IbPBUYHU KPAaHHHU TOYKH €A MPOLEHTHT NAllUEHTH,
nocturan ACR 20 otroBop Ha ceamuiia 14 1 IpoMsiHa Ha U3XOJAHHUTE CTORHOCTH Ha o0mIus PsA,
Monudutmpan o vdH-S pesynrart, Ha cenmuria 24.

Kato 1150 He ca HaOM0JaBaHu KIIMHUYHO 3HAYUMH Pa3iuyusl B TOKa3aTeInTe 3a ehUKACHOCT MEXKIY
cxeMuTe Ha mpmwiarane Ha Simponi 50 mg u 100 mg Ha ceamuna 104. Criopen nu3aiina Ha
NPOYYBAHETO MAIIUEHTUTE B IBITOCPOYHOTO MPOIBIDKEHNE Ha MTPOYYBAHETO MOXKE J]a Ca CMEHSITH
nosute Simponi ot 50 mg Ha 100 mg u 0OpaTHO MO MpeleHKa Ha JieKaps B IPOYYBAHETO.

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

Tabéauua 4
OcHoBHH pe3yJrTaTtu 3a epuracHocrra 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<0,05 3a BCHUKU CpaBHEHHUS;

N 0Tpa3siBa paHAOMH3UPAHHUTE MAIIUCHTH; ACHCTBUTEIHUAT OPOil MAIIMEHTH, TTOXO/IAIIH 3a OLIEHKA 10 BCEKU
HpOCIesIBaH MapaMeThp, MOXKe Jia Bapupa B 3aBUCHMOCT OT NEpHO/ia Ha OL[EHKa

ITnow Ha ncopuasuca u UHOEKC Ha medicecn

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 cbe 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

80




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 manuentH, 64, 46 u 31 manuentu ca umanu cborBeTHO ACR otrosop 20/50/70. Cpen nmanuenTure,
KOHUTO Ca MPOIBIDKIIIN YIaCTHETO CH B IPOYYBAHETO U ca JIEKyBaHU ChC Simponi, ca HaOIr01aBaHn
noxo0uu yectotu Ha ACR 20/50/70 otrosop ot ceamuiia 104 10 cenmuria 256.

CraTHCTHYECKH 3HaYMMHU OoTroBopu 1o DAS28 ca mabmomasanu Ha cenmurm 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 TeleCHUTe (PYHKIMM, olleHeHa Bb3 ocHoBa Ha HAQ DI, xakTo u 10 3HaUnMO
noJo0peHre B Ka4eCTBOTO Ha )KUBOT, CBHP3aHO ChC 3IPaBOCIOBHOTO CHCTOSHHE, OLICHEHO Bb3 OCHOBA
Ha TI0Ka3aTeJINTe 3a TeJIECHN (PYHKIUU U TIcuXudecko cheTossaue Ha SF-36. [Ipu mannenTure,
OCTaHaJM Ha JISYCHHE ChC Simponi, 3a KOETO ca OMIIM paHAOMHU3UPAHH B HAYaJIOTO HA TIPOYYBAHETO,
DAS28 u HAQ DI otroropute ce 3ana3par npe3 ceamuia 104. Cpen nanueHTUTe, KOUTO ca
MPOIBIDKHITN YIaCTHETO CH B ITPOYYBAHETO U ca JeKyBaHH chc Simponi, DAS28 u HAQ DI
otroBopute ca Omnm momobuu ot cenmuna 104 mo cemmura 256.

Penmeenocpagcxu omeosop

CTpyKTYPHOTO YBpEXJaHe Ha PHIIETE U XOIUIIATa € OI[CHEHO PEHTreHorpad)cKu Upe3 MpoMsHa Ha
u3xoaHuTe croitHocTn 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
croiiHocTH B o01ust 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 nauueHTu, KOUTO
ca Ouy pangoMu3upany Ha Simponi 50 mg, ca HaMMYHKM PeHTreHorpad)CKu JaHHU Ha ceaMuia 52 3a
126 naruenTy, oT Kouto 77% He ca ImoKasaju MPOrpecusi B CPaBHEHUE C U3XOJHUTE 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 U3XOIHUTE CTOMHOCTH OT cenmuria 104 mo ceqmuia 256.

Axcuanen cnonounoapmpum

Auxunosupauy cnonounum

EduxacHoctTa n 0e30omacHOCTTa Ha Simponi ca OLEHEHH B MHOTOLIEHTPOBO, PaHIOMHU3UPAHO,
JIBOMHO-CJIATIO, TUTane00 KoHTpoupano npoyusane (GO-RAISE), Bkimtousaiiio 356 Bb3pacTHU
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 mpoyuBaneTo ca BKIIIOUEHH MALUEHTH C aKTUBHO 3a00JIsIBaHE HE3aBUCUMO OT HACTOSILO
wim npeaunrHo jederne ¢ NSAID unn DMARD, Ho HenekyBanu ¢ TNF-anraronuctu. Simponi nim
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). [TspBuyHaTa KpaifHa TOUKa € MPOIEHTHT MAIlHEHTH,
nmocturand ASAS 20 otroBop Ha ceamutia 14 (I'pyma 3a orieHka Ha aHKIJIO3UPAIIHS CIIOHIMIIAT
[ASAS]). JannuTe 3a mnanedo KOHTpoJMpaHaTa epUKacHOCT ca CbOMpaHy U aHATU3UPAHH JI0
cenmuia 24.

OcHoBHHTE pe3ynTaTy 3a no3ata oT 50 mg ca npencraBeHu B Tabmuna 5 u onucanu no-goiy. Karto
IU10 He ca HaOMroaBaHy KJIMHHYHO 3HAYMMH PA3IMYUs B IOKA3aTEIUTE 332 PUKACHOCT MEKITY
Simponi 50 mg u 100 mg na ceamuria 24. Criope au3aiiHa Ha IPOYYBAHETO MAIHEHTUTE B
JUBJITOCPOYHOTO MPOAB/DKEHUE HA TPOYUBAHETO MOXKE J1a ca CMEHsUIH o3uTe Simponi ot 50 mg Ha
100 mg u oOpaTHO 1Mo MpeleHKa Ha JeKaps B IPOYYBaHETO.
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Ta6auna 5
OcHoBHH pe3yaTaTH 3a epukacHoctTa oT GO-RAISE

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

* p<0,001 3a BcHUKH CpPAaBHEHHUS

N OTpa3sBa paHAOMHU3HPAHUTE NALMCHTH; NEHCTBUTEIHUAT OpOH MAIlEHTH, TIOAXOISIIH 32 OLEHKA IO BCEKU
MpOCIeIIBaH MapaMeThbp, MOKe []a Bapupa B 3aBUCUMOCT OT IIepHO/ia Ha OIICHKA

Cpen manmeHTuTe, KOUTO ca MPOABIDKIIIN YIaCTHETO CH B IIPOYUBAHETO M Ca JIEKyBaHH ChC Simponi,
opost mamenTn ¢ ASAS 20 u ASAS 40 otroBop e mogo0eH ot ceamuia 24 1o ceqmuia 256.

Ha cenmuna 14-a u 24-a ca HaOJIt0JaBaHU U CITy4ad Ha CTATUCTHYCCKU 3HAYMMHU OTIOBOPH TI0
BASDAI 50, 70 u 90 (p < 0,017). ITongoOpeHue Ha OCHOBHUTE MOKA3aTENIN 32 aKTUBHOCT Ha
3a0o0IsBaHeTO € HaOII0aBaHO MU TEPBaTa OIeHKa (ceaMuIia 4) clie] MbPBOHAYATHOTO MPHIIOKEHHUE
Ha Simponi, KO€TO € IPOABIKIIO A0 cenmuna 24. Cpen marueHTuTe, KOUTO Ca MPOIBIDKIIIN
Y4aCTHETO CH B POYYBAHETO U Ca JICKYBaHH ChC Simponi, ca Ha0JII01aBaHU MOA00HH CTEIICHH Ha
poMsiHa OT u3XoaHuTe croitHoCTH Mo BASDALI ot ceamuma 24 no cenmuna 256. Tpaitau pesynratu
ca HaOiroraBanu nipu nanweHTy ¢ ASAS 20 otroBop Ha cenmuiia 14 He3aBrucHMO OT ynorpebaTa Ha
DMARD (MTX, cyndacanazud u/mim XuJpOKCHXIOPOKBHH), pe3ynraTa 3a HLA-B27 anturena mnmm
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 MMOJ00HHM OT ceamuia 24 1o ceamura 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 akTuBeH nrAXial SpA (ompe/eseHu KaTo MaueHTH, KOUTO OTTOBapST Ha KPUTEPUHTE 32
KJacupuIrpaHe Ha akCHaJleH COHAWIoapTpuT Ha ASAS, HO He OTroBapsAT Ha Monudunupanute New
York kpurepun 3a AS). [lanenTrTe, BKIIOYEHH B TOBA IPOYYBaHE, Ca UMAJIH aKTUBHO 3a00JIsBaHe
(ompeneneno kato BASDAI > 4 u o Bu3yasna aHanorosa ckaia (VAS) 3a o0iia 0osika B rppba > 4,
Bceku 1o ckana 0-10 cm), Berpexu HacToso i npeauinHo Jeuenne ¢ HCTIBC u He ca jiekyBaHu ¢
OuosIorn4Hu NpoAyKTH, BKIrounTenHo ¢ TNF-anraronuctu. [lanuenture ca pangoMu3upanu aa
noJrydaBaT mane6o wiu Simponi 50 mg, IputokKeH MoIKOXKHO, Ha Beeku 4 ceamunu. Ha ceamuia 16
MAIMEHTHUTE BJIM3aT B OTBOPEHa ()a3a, B KOSITO BCHUKHM ca MOoTy4driid Simponi 50 mg, npuaoxeH
MIOJIKOKHO, Ha BCEKH 4 CeIMUIIM A0 ceamuLa 48, KaTo € HampaBeHa OlleHKa Ha e(hUKacHOCTTA JI0
cenMula 52 u npociuensBane Ha 6e3onacHoctTa 1o cenmuna 60. [pubnuzurenno 93% ot
MalMEeHTHTE, KOMTO MOMydYaBaT Simponi B HAYal0TO Ha OTBOPEHOTO MPOABIDKEHKE (ceamMuria 16)
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ocTaBarT Ha JIeUueHHe JI0 Kpas Ha IPoy4uBaHeTo (ceamuna 52). AHaNIU3UTe ca M3BbPIICHH KAaKTO 32
Bcnuku JiekyBanu (All Treated, AT, N = 197), Taka 1 3a OOCKTUBHH MPHU3HAIM HA Bh3MAJICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nosuiiied CRP w/uiau HaCTOSIIH
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 Tabnuia 6 U ca ONMUCAaHU MO-I0TY.

Ta6auna 6
OcHoBHu pe3yataru 3a epukacuHoct oT GO-AHEAD na ceqmuna 16

IMonoOpennst HA NPU3HAIU U CUMIITOMU

Bceuukn nekyBaHU NOITyJTaliuu [Tomynanus ¢ 06eKTUBHU
(AT) npu3HaIm Ha pe3nanenue (OSI)
iae6o Simponi 50 mg mianedo Simponi 50 mg
n? 100 97 80 78
Otroopuin, % nauMeHTH
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% ST%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
pEMUCHS 18% 33%* 19% 35%*
ASDAS-C"< 13 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
HNuxuoupane Ha Bb3NaJleHHETO B CAKpoWJInavyHuTe craBu (SI), usmepeno upe3 AMP
ITnane60o Simponi 50 mg ITnare60 Simponi 50 mg
n¢ 87 74 69 61
CpenHa npoMsiHa Ha
SPARCC! SIMP
CKOp Ha CakpoMJIna4yHaTa
crasa -0,9 -5,3** -1,2 -6,4**

a n OoTpassBa paHJOMHU3HUPAHU U JICKYBAaHU NMAlUCHTHU

Ckop Ha C-peakTHUBHUSI POTEHH, OI[CHIBAIl aKTHBHOCTTA Ha 3a00sBaHeTo aHkuio3upar crionammt (AT-ITnane6o,
N =90; AT-Simponi 50 mg, N = 88; OSI-ITnaue6o, N = 71; OSI-Simponi 50 mg, N = 71)
n oTpa3saBa Opos MALMEHTH ¢ U3X0THO HUBO U SIMP nanHm Ha cemmuma 16

SPARCC (Koncoprmym Ha Kanaza 3a n3cinenBane Ha CIIOHAUIIOAPTPUTA)
p <0,0001 cpaBHeHHe Ha Simponi cpsMo TIAEe60
p < 0,05 cpaBHeHHe Ha Simponi CpsIMO LIAEe60

CTaTHCTHYECKHU 3HAYMMH TI0I00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHH MTPH MAIUEHTH C
TeXBK akTHBeH nr-Axial SpA, nexyBanu csc Simponi 50 Mg B cpaBHeHHeE ¢ manedo mpe3

ceamuna 16 (Tabmuna 6). [Ipu mepBarta onenka (cemqmuiia 4), cie/l TbPBOHAYAITHOTO MPHIOKEHUE Ha
Simponi, ca HaOmogaBanu mogoopenus. SPARCC pesynrarst, uamepex upes AMP, nokassa
CTaTUCTHYECKH 3HAYMMO HaMaisiBaHe Ha S| CTABHOTO Bh3IMANICHUE HA ceiMUTIa 16 P MaIMeHTH,
JeKyBaHH cbc Simponi 50 Mg, B cpaBHenue ¢ manedo (Tadbmuna 6). bonkara, onenena or O0ma
Oosnka B repOa 1 HowHa Oojka B rbpba VAS, u akTHBHOCTTA Ha 3a00JI1BaHETO, U3MEPEHA Upe3
ASDAS C, cbli10 MOKa3BaT CTATUCTHYECKU 3HAYMMO TOJ00pEHHE OT U3XOAHOTO HUBO 10 ceamuiia 16
NpY MAIKMEHTH, JIeKyBaHH ¢b¢ Simponi 50 mg B cpaBHeHue ¢ mianebdo (p < 0,0001).

CraTHCTHYECKHU 3HAYMMH TI01I00peHus B phOHaYHATa MOOMITHOCT, olleHeHn upe3 BASMI
(MeTposornueH MHIEKC 3a aHkuao3upai cronauaut 1o bar (Bath Ankylosing Spondylitis Metrology
Index)) u Ha ¢u3nueckara pynkms, oneHeHa upe3 BASFI, ca HaOmoaBaHu py MAalMEHTH JICKYBaHH
cbe Simponi 50 mg, B cpaBHEHHE € MAIMEHTHTE, JieKyBaHu ¢ mwiane6o (p < 0,0001). Manuenrure,
JIEKyBaHU ChC Simponi, UMaT 3HAYUTEITHO IO-TOJISIMO MOI00OpPEHUe Ha Ka4eCTBOTO Ha JKUBOT,
CBBP3aHO ChC 37[paBeTo, orieHeHo upe3 ASQoL, EQ-5D, u SF-36 dhusnyecku u ncuxudecku
KOMITOHEHTH, ¥ IMaT 3HaYUTEIIHO MO-TOJIIMO OA0OpEeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
[0-TOJIIMO HaMaJIeHUe Ha o01aTa paboTOCIIOCOOHOCT U MOHMKABAaHE HAa aKTUBHOCTTA, OLIEHEHO Ype3
BBeIIpocHUKAa WPAI, cripsmMo manueHTrTe, npueMaiiy miamnebo.
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CTaTUCTHYCCKU 3HAYMMU PE3YJITaTH ChIIO ca AeMOHCTpHpaHu B omysiamnusra OSI mpe3 cenmuiia 16
332 BCUYKHU KPaliHU TOYKH, OMIMCAHU T0-TOPE.

IIpu nBere AT u OSI nmomymanuu, mogoOpeHusITa 110 OTHOIICHWE Ha PU3HAIINTE U CHMIITOMHTE,
rpbOHAaYHATA TOABIKHOCT, PU3NYECKUTE (PYHKINH, KAYECTBOTO HA JKUBOT U MPOM3BOIUTEITHOCTTA
HaOJII01aBaHy Tpe3 cenmuna 16 npu nanuenTH, JeKyBanu cbe Simponi 50 mg npoakmkasa npu Te3u,
OCTaHAJIM B IPOYYBAHETO MPE3 CEaMHUIIA 52.

GO-BACK

EdukacHoctTa 1 6€30MacHOCTTa Ha MPOIBDKUTEIHO JICUCHUE ¢ roiuMyMal (ITbJHa cXeMa Ha JICYCHHUE
WY ¢ HaMaJICHa YeCTOTa Ha IpUJiaraHe) B CpaBHEHHE C OTTETJISIHE OT JICYCHHETO € OLICHEeHA MPU
Bb3pacTHH NauueHTH (Ha Bb3pacT 18-45 roauuu) ¢ akTuBeH Nr-axSpPA, KOMTO MOKa3BaT
IPOIBDKUTENIHA PEMHCHS B pamkuTe Ha 10 Mecena OTKpHTO JiedeHre ¢hc SIMPONI mpu mpuiarane
Benubxk Meceuno (GO-BACK). IMoaxosiure namueHTH (KOUTO MOCTUraT KIIMHUYEH OTTOBOP 110
Mecer 4 u craryc HeakTHBHO 3a0osstBane (ASDAS < 1,3) na mecerr 7 u Ha mecent 10), kouto ce
BKJTFOYBAT B JBOMHOCsINATA (ha3a Ha OTTEIJISIHE OT JICYCHHETO, Ca PAHIOMU3UPAHH Ha
IPOIBDKUTEITHO €KEMECEUHO JIeueHre ¢hc SiImponi (mbiaHa cxema Ha jedenue, N = 63), eueHue Ha
BCEKH 2 Mecella cbc SImponi (¢ HamaseHa yectoTa Ha npuiarane, N = 63) win exxeMeceuHo JICueHue
¢ miane6o (orrerasue ot nedenuero, N = 62) mpubmusurenano mo 12 meceria.

[TepBUUHaTa KpaiiHa TOUKa 32 e(PUKACHOCT € MPOLEHTHT Ha MaUeHTUTE 06e3 000CTpsIHE Ha
3a0osiBaHeTo. [Ipy manueHTuTe, KOUTO Moiy4yaBat obocTpsie, T.e. umat ASDAS, cb0paH npu

2 TOCTIeIOBATEIHN OIIEHKH, KaTO U JIBeTe TIOKa3BaT Wi a0COIIOTEH pe3ynTar > 2,1, nin moBuimaBaHe
cien orrerysiae > 1,1 cripsimo mecerr 10 (kpasT Ha OTBOPEHUsI IEPHO/T Ha JICYCHHUETO), € Bb30OHOBEHA
eXeMeceuHara Tepanus ¢bc Simponi B oTBopeHa (ha3za Ha MOBTOPHO JICYCHHE, 3a Jla CE XapaKTepu3upa
KIIMHUYHUAT OTTOBODP.

Knunuuen omeosop cneo 080UHOCIANO cCRupane Ha J1eYeHuemo

Cpen 188 maneHTH ¢ HeaKTUBHO 3a00JIsIBaHe, KOMTO MOJTYYaBaT IMOHE e/IHA J103a OT JABOHHOCISTIOTO
neyenue, 3HaunTesHO (P < 0,001) mo-rossiM IPOIICHT MAIMEHTH HE MOJyYaBaT 000CTpsIiHE Ha
3a00JIIBaHETO, KOTATO MPOIb/oKaBaT SiMPoNi Wiy ¢ mejiHata cxema Ha jiedenue (84,1%), wim ¢
HaMmaJeHa 4ecToTa Ha mpuiarane (68,3%), B cpaBHEHMeE ¢ OTTErNIsHE OT Jieuenueto (33,9%)
(Tabmuma 7).

Tadanuna 7
AHaJIU3 HA MPOLEHTA yYacTHUIM 0e3 00ocTpsiHe®
IsiiaTa anajausupana rpyna (Ilepuon 2 — nBoiiHoCIsI)

Pa3znuka B % cnpsiMo niamne6o
Jleuennue n/N % Onenka (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
ITnaie60 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 mocniefoBaTeTHi BU3UTH, KaTo U JIBETE MOKa3BaT MM a0COMIOTHA CTOWHOCT > 2,1 mn

yBeJHMYEHHE CIIell PeKbeBaHe Ha siedennero > 1,1 copsimo mecent 10 (Busuta 23).

[TporueHTHT Ha rpemika THi | mpu MHOrOKpaTHOTO cpaBHsiBaHe Ha JiedeHueto (GLM SC QMT crpsimo muraie6o u
GLM SC Q2MT crpsimo 1uiane6o) e KoHTposupaH upe3 mocieasaiio (Step-down) recraue. [ToxydeHo Bb3 OCHOBA Ha
crparudurmpanus metox Ha Miettinen u Nurminen ¢ auo va CRP (> 6 mg/L umu < 6 mg/L) karo crparudummpar
¢axrop.

V4acTHHUIMTE, KOUTO MPEKBCBAT JICUSHHETO Mpe3 MEePHO. 2 IPEKIEBPEMEHHO U IPEH ,,000CTPSIHE™ ce CUMTAT 3a
HOJTYYHJIH ,,000CTpsiHE .

N = mbaen 6poii yuactHHIM; N = Opoit yuacTHuiym 6e3 oboctpsine; GLM = ronnmyma6; SC = noakoxHo,

QMT = npusarane BeHBK Meceuno; Q2MT = npuiarane mpes3 mMecelr.

PasznukaTa BbB BpEMETO JI0 ITBPBOTO 0OOCTPSAHE MEXLy TPpyIaTa ¢ OTTEIISIHE OT JICYUCHUETO U BCSIKA OT
IPYINTE Ha JIeUeHne ¢he SIMpPoNi e mokasana Ha ®urypa 1 (or-pauk p < 0,0001 3a Besiko
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cpaBHeH#ue). B rpymara Ha miaie6o 000CTpSIHETO 3aII04Ba IPUOIM3UTEIHO 2 Mecela Cliefl KaTo
JICYCHUETO ChC SIMPONI € CIpsHO, KAaTO MO-TOJIsIMaTa 9acT OT 000CTPSHHUATA B3HUKBAT B PAMKHTE Ha
4 mecena cnien cniupane Ha iedenueto (durypa 1).

®urypa 1: Anamus no Kaplan-Meier na BpemeTo 10 NbpBOTO 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. CTpaTudumpan no HuBo Ha CRP (> 6 mg/ unu < 6 mg/l).
ObocTpsaHeTo e onpegeneHo kato ASDAS npu 2 nocneaoBarenH BU3UTK, KaTo U ABeTe noka3seaT unu abconioteH
pesynTar 2 2,1, unu noBuleHne cnea, otTernsaHe ot neyenuneto = 1,1 cnpamo meceyy 10 (Busuta 23). YuyacTHuLuTe,
KOMTO HAMAT oBocTpsAHe, ca LigH3ypupaHn No BpeMe Ha OTTErnAHe OT NeYeHneTo unu Ha mecel 13 ot nepuog 2 Ha
ABoliHocnAnNoTo neyeHune. Hayanoro Ha nepuoga 2 npeacrasnasa [eH 1 oT aHanusa no Kaplan-Meier 3a yanata
aHanusupaHa rpyna.

Knunuuen omeogop KoM nosmopHo neuenue npu obocmpste Ha 3a00116aHemo

KauHU4HUAT 0TTOBOp € omnpeneneH kato noxoopenue Ha BASDAI > 2 wim > 50% cnpsimo cpenHara
CTOWHOCT Ha 2 mocienoBarenHu oneHku mo BASDAL, cbp3anu ¢ obocTpsiHe Ha 3abomsBaneTo. OT
53 y4acTHHIIM 1O cXxeMaTa ¢ HaMaJieHa YecTOoTa Ha IPUJIaraHe Uik OTTErJIsIHE OT JICUEHHETO, KOUTO
UMaT MOTBBPICHO 000CTpsiHE Ha 3abossiBaHeTo, 51 (96,2%) nocTuraT KJIMHUYEH OTTOBOP KbM
Simponi B pamkuTe Ha MbpBUTE 3 Mecena OT Bb30OHOBSBAHE HA JICYEHHETO, BHIIPEKU Y€ MO-MaJIKO
nanuenTn (71,7%) ycnssar aa ro moaabpiKaT Mmpe3 BCHUKHUTE 3 Mecelia.

Ynyepozen xonum
EduxacHoctTa Ha Simponi € olleHeHa B IBE€ PaHAOMHU3HPaHH, IBOMHOCIIEIIH, I1a1e00-KOHTPOJIHPaHH
KIIMHIYHU TIPOYYBaHUS IIPH Bh3PACTHH MAI[USHTH.

[IpoyuBanero 3a nagykunonHa tepanust (PURSUIT-Unaykius) oueHsBa NalMEeHTHTE 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 npoy4yBaHeTo 3a yCTaHOBsIBaHE Ha j03aTa, 761 mauueHTtu ca
Owmn pangoMu3upanu Ja nosrydat wid 400 mg Simponi sc Ha ceamuna 0 u 200 mg Ha ceamuriia 2,
200 mg Simponi sc Ha ceamuia 0 u 100 mg Ha ceamuiia 2, M miaredo sc Ha ceamuia 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.

Pesynrature ot nmpoyusane 3a nonabpskaina tepanusi (PURSUIT-TIlonnbpkane) ce ocHOBaBaT Ha
olleHKaTa Ha 456 MalMeHTH, KOUTO ca MOCTUTHAIY KIIMHHYCH OTTOBOP OT MPE/IIeCcTBaIa
WHAYKIWOHHA Tepamus cbe Simponi. [lanmentute ca panaoMusnpann Aa moiydat Simponi 50 mg,
Simponi 100 mg wu miare6o, IPUIToKEHH MOIKOKHO Ha BCCKHU 4 ceamuIt. Pasperienn ca oumu
CHITBTCTBAIIY TTOCTOSHHH JIO3H MEPOPATHU aMUHOCATUIIMIIATH W/HIH UMyHOMOynaTopu. Jlo3nute Ha
KOPTUKOCTEPOUIUTE € TPSOBAJIO Ja Ce HAMAJIST MOCTEIIEHHO TIPY 3aIi0YBaHe Ha MPOYYBAHETO 32
nogabspxama tepanust. OueHer e eekTbT Ha Simponi npe3 ceamuna 54 B ToBa MpoyYBaHe.
[MaumeHTHTE, KOUTO Ca MPUKIIOYIIN IPOYYBAHETO 32 MOAbPIKAIIa Tepanus 10 ceaMuna 54
MPOJBIDKABAT JICYEHUETO B PA3IIMPEHO MPOyYBaHe, KaTo epUKacHOCTTa € orleHeHa J0 ceamuna 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,
HU3MEPEHO TIOCPEICTBOM BBIIPOCHUK 3a Bh3manuTe Ha 6osecT Ha uepBata (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Ta6auna 8
OcHoBHU pe3yiaTaTu 3a kJInHHYHA epukacHocT oT PURSUIT - Uuayknmusa u PURSUIT -
IMopabpxane
PURSUIT-Unaykuus
Simponi
Inaue6o 200/100 mg
N = 251 N = 253
IIpoueHT NauueHTH
[TanMeHTH B KJIMHWYEH OTTOBOP Ha ceaMuma 62 30% 51%**
ITanyenTy B KIMHAYHA PEMMCHS HA ceaMuIa 6 6% 18%**
[TarueHTH € JIMTAaBUYHO O3/[paBsSBaHE Ha 29% 42%*
ceamuna 6°
PURSUIT-ITogabp:kane
Simponi Simponi
ILnanedo? 50 mg 100 mg
N =154 N =151 N =151
IIpoueHT MauueHTH
Iopnwepxkane Ha knuHUYHUA oTroBop ([lanuenTu 31% 479> 5006%*
B KJIMHHYEH OTTOBOP Ha ceamMuiia 54)°
Tpaiina pemucus (IlanmenTn B KJII/IHI/Iqua 16% 23049 289
pemucus Ha ceamuiia 30 u cenmuna 54)

N = 6poii manueHTH

** p<0,001

* p<0,01

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

a

Omnpenenexn karo Mayo ckop < 2 Toukd, 0e3 HHIUBHIyaJIeH CKop > 1

Omnpenenex kato 0 nnu 1 3a eHAOCKOIICKH CKOp 0T Mayo ckop.

Camo 3a MHAYKIIMOHHA Teparnus Ha Simponi.

[Manmentute ca onenenn 3a aktuBHOCT Ha UC upe3 yactuueH Mayo CKop Ha BCEKH 4 ceqMHUIH (3arydaTa Ha OTTOBOP €
MOTBBPJICHA eHA0CKONICKH). ETO 3a10 manuenT, KOHTo € Mo IbpKall OTTOBOP, € B CHCTOSTHHE Ha TPAcH KIMHUYCH
OTTOBOP TIPH 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.

Y9 TIpw manmenTHTe ¢ Tersto mox 80 kg, Mo-roIAMa gacT OT MAIHEHTHTE, TIpHeMany 50 mg MoIIbpIKaIIa Teparis, 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 ¢ mo3a 100 mg (42%, p < 0,005), B cpaBHEHHE C MAIHEHTUTE B TPyIara ¢ miamebo
(27%).

Cpen 54% ot naunenture (247/456), KOUTO ca MpUEManH ChIIBTCTBAIIN KOPTUKOCTEPOHUIN TIPH
3anouBane Ha PURSUIT-Ilognbpxkane, manueHTHTE, KOUTO Ca MOAIBPKATH KIMHIYCH OTTOBOP [0
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
1o-roJisiM B rpymara ¢ jgo3a 50 mg (41%, 32/78) u rpymnara ¢ go3a 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 IoAabpIKa 10 ceamuiia 216.

IIpu manueHTH, KOUTO HE MOCTUTAT KIIMHIYEH OTroBop Ha ceamuna 6 B npoyusanusta PURSUIT-
Wunykuus e npuiosker Simponi 100 mg xHa Bceku 4 ceamuity B mpoyuBanero PURSUIT-
IMonnwspxane. Ha ceqmuna 14, 28% 0T Te3u nanyeHTH NOCTUraT OTTOBOP, ONPEAETIEH Ype3 YaCTUICH
Mayo ckop (mo-HUCHK C > 3 TOYKH B CPABHEHHE C HAYaJIOTO HA MHAYKIIMOHHATa Tepanus). Ha
cenMula 54, KIMHUYHNUTE PE3yITaTH, HAOMI0JaBaHU NP TE3U MALMEHTH €A CXOJHH C KIMHUYHHUTE
pes3yiaTaTH, ChbOOIICHH 3a MALUEHTUTE, KOUTO IIOCTUTAT KIMHUYEH OTTOBOP Ha cenMuna 6.

Ha cenmunia 6, Simponi 3HaunMo 1o00psiBa KAY€CTBOTO Ha KUBOT, U3MEPEHO C IMIPOMSHATA OT
U3XOHO HUBO B crienuduyHo 3a 6onectra u3mepsane, 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
MOTBPIKAHO HA ceAMHUIIA S4.

[MTpubnu3utenno 63% ot marreHTUTe NOMy4YHIH SIMPONI B HAYAJIOTO HA PA3IIUPEHOTO MPOYUBAHE
(cemMuita 56) octaBar Ha J€UCHHUE JI0 Kpas Ha MPOyYBaHETO (TIOCICIHO MPHIOKEHUE Ha TOIMMyMa0
npe3 ceamuriia 212).

VIMyHOT€HHOCT
B npoyuBanusita ¢dasa I11 3a neuenne Ha RA, PsA u AS 1o cenmuna 52 nipu 5% (105/2 062) ot

NalUCHTHTE, JIEKYBaHH C TOJIMMyMa0, ca OTKPUTH aHTHTEIIA CPEIly TOIMMyMad U, KbJICTO ca
U3CJIC/IBAHHU, TOYTH BCUYKU aHTHTENA ca OMIM HeyTpaiu3upalnd in vitro. Ipu pasznudxu
PEBMATOJIOTMYHM TTOKA3aHUS ca HAOIOJaBaHU CXOHU CTOHHOCTH. ChIbTCTRAIUAT pueM Ha MTX
BO/IH /IO ITO-MaJTbK POIEHT MAIMSHTH C aHTHTEJa CPEILy TOJMMyMab B CpaBHEHHE C MAIlUEHTHUTE,
JIeKyBaHH ¢ Tonmumymab 6e3 MTX (choTBeTHO mprbmusuTenno 3% [41/1 235] u 8% [64/827]).

ITpu nr-Axial SpA ca oTKpuTH aHTUTENA cpely ronumymad npu 7% (14/193) ot marmenrure,
JISKYBaHH ¢ ToiMMyMad 10 ceamuiia 52.

I1pe3 54-a cenmuua Ha ¢a3a Il u dasa Il npoyusanus npu yimeposeH Koaut npu 3% (26/946) ot
JIeKyBaHUTE MALMEHTH C TOIMMYMal, ca OTKPUTH aHTUTeNa KbM ronumymad. Lleiicer u ocem
nporieHTa (21/31), OT aHTHTSUIO-TIOJIOKHUTEITHUTE MAIIMEHTH, Ca UMAJIF HEYTPAIU3UPAIIH aHTHTEIA
in vitro. ChIbTCTBAIIOTO JICYEHHE C UMYHOMOTYJIaTOPH (a3aTHOINpHH, 6-MepkanTonypud u 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 cenmuna 228 ca OTKPUTH aHTUTea KbM roaumymad npu 4% (23/604) ot
JISKyBaHUTE MAIMEeHTH ¢ roaumyMad. OcemaeceT u jBa nporenra (18/22) ot aHTUTSIO-
MOJIOKUTEITHUTE MAIMEHTH Ca MMAITH HeyTPATM3UPAIIY aHTHTeNa in 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 @apmakoKMHeTHYHH CBOWCTBA

Abcopbyus

Crient €IHOKPATHO MOAKOXKHO MPHUIIOKEHHE HA TOMMyMal MPH 3paBu JOOPOBOJIIIN WK MAUEHTH C
RA, cpemnoTo BpeMme 3a mocThraHe Ha MakCUMaiiHa cepyMHa KoHneHTpanus (Tmax) Bapupa oT 2 1o

6 muu. [ToaKOKHOTO HHKEKTHpaHe Ha 50 mg romumymab Ha 3paBU JOOPOBOJIIIK BOIHU /10 TIOCTUTAHE
Ha CPEJIHO * CTaHAAPTHO OTKJIOHCHHE B MaKCUMaiHa cepyMHa KoHIeHTparwms (Cmax) 3,1 £ 1,4 png/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
(hapMaKOKMHETHKA, CE OYaKBa a0CONMOTHAaTa OnoHaIMYHOCT Ha 50 Mg wiu 200 Mg romumymab na e
CXOJTHA.

Pasnpeodenenue
ITpu eIHOKPATHO 1.V. IPUIIOKEHHUE CPEIHUAT 00eM Ha pasnpeaenenue e 115 £ 19 ml/Kkg.

Enumunupane

CHCTEeMHUST KIMPBHC Ha TOIMMYMab e nu3uuciieH Ha 6,9 + 2,0 ml/nneBHo/kg. TepMUHATHUAT
MIOJTY’)KUBOT € U3YHCIIEH Ha IpuOm3uTenHo 12 + 3 nHu npu 3ApaBu JOOPOBOJIIIH, KATO CXOIHH
CTOWHOCTH ca HaOmonaBaHu u mpu naruedTn ¢ RA, PsA, AS wm UC.

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

4 cenMuUIM CEpyMHUTE KOHLIEHTPALMHU IOCTUTaT CTAllMOHAPHO ChCTOsIHKME Ha cenmuua 12. Ipu
chbTcTRAIIA yioTpeda ¢ MTX, neuenuero ¢ 50 mg roimMymad MOKOKHO Ha BCEKHU 4 CEAMMUIIN
BOJIM JI0 CpEHHM (* CTaHIAPTHO OTKIOHEHHE) Hali-HUCKU CEpyMHH KOHIIEHTPAIUK B CTAIIMOHAPHO
cberostaue oT npudnusutenso 0,6 £ 0,4 ng/ml npu nanmeHTy ¢ akTuBeH RA He3aBHCUMO OT
neuennero ¢ MTX, npubnuzurenno 0,5 = 0,4 pg/ml npu nanueHTH ¢ akTuBeH PsA u npubnu3nutenHo
0,8 £ 0,4 png/ml npu marentu ¢ AS. Tlpu nanuentu ¢ Nr-Axial SpA, cpennure 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 Hall-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 MokKasea, 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 cenqmunu cien HavanoTo Ha TepanuAara. Jledennero ¢ 50 mg nin 100 mg romumymab MOAKOKHO Ha
BCEKH 4 ceIMHIIM IO BpEME Ha IIEpUo/ia Ha MOANbPKAHE, BOJU 10 CPEAHN CTALlMOHAPHU Hal-HUCKHU
CepYMHH KOHIIEHTpau# oT choTBeTHO mpudmusurenHo 0,9 + 0,5 ng/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 TI0Ka3Ba CHIIECTBEH ePEKT BHPXY
CTaIlMOHAPHUTE HAal-HIUCKY HUBA HAa TOJIMMYyMa0.

[NarnuenTuTe, pa3BUIIM aHTUTENA CPEILY TOTMMYMa0, KaTo IISJI0 ca ¢ HUCKU CTOMHOCTH Ha
Hali-HUCKHUTE CEPyMHH KOHIICHTPAIIMU Ha FOJIMMyMa0 B CTAI[MOHAPHO ChCTOsIHUE (BK. ToUKa 5.1).

Jluneiinocm

IIpu emHOKPAaTHO MHTPABEHO3HO MIPUIIOKEHHE MTPH MAIeHT! ¢ RA, romumMymMab mokassa
NpUOTU3UTETHO TUHEHHa J0303aBrcHMa (papMaKOKWHETHKA B 1030BUs nHTepBai oT 0,1 10

10,0 mg/kg. Crnen enuHUYHA MOIKOXHA 1032 B 1030BHs 1uana3oH ot 50 mg no 400 mg npu 3apaBu
JI0OpOBOIIIIH ce HabJTI01aBa MIPUOIU3UTEITHO MPOIOPITHOHATHA Ha 103aTa (DapMaKOKHHETHKA.

Brusnue na menechomo mez2io 6bpxy papmMakokuHemukama
ChliecTBYBa TEHICHIUS KbM ITOBHIIIABAHE HA KJIMPHHCA Ha TOJIMMYyMab ¢ TIOBUIIABAaHe Ha TEIECHOTO
Teriao (BK. Touka 4.2).

5.3 IlpeakJuHUYHU TaHHH 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 IIpu AbJTOO0IalIaT MakKali, HsiMa JaHHU 34 TOKCUYHOCT IIPpU MaﬁKaTa,
6M6pHOTOKCI/I‘IHOCT HJIM TCPATOICHHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BelIeCTBA
Copowuroun (E 420)

XHUCTUIVH

XUCTUAWHOB XUAPOXIOPHT MOHOXUAPAT
[Homucop6ar 80

Bona 3a unxxeknuu.

6.2 HecbBMecTHMOCTH

[IpenBun nuricaTa Ha MPOYYBAHHUA 32 HECHBMECTUMOCTH TO3H JIEKApCTBEH MPOIYKT HE TPsIOBa aa ce
CMECBA C JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpok Ha romHocT
2 TOJTMHH
6.4 ChnenuaJHM YCJI0BHS HA ChXpaHeHHe

ITa ce cexpansBa B xnaquiank (2°C — 8°C).
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Jla He ce 3ampassiBa.

CoxpaHsBaiiTe peABApUTEITHO HATBITHEHATA MHCAKA WM TIPEIBAPUTEITHO HAITBIHEHATA CIIPHHIIOBKA
B KapTOHEHATa OIaKOBKa, 3a Ja Ce MPE/Ia3u OT CBETIMHA.

Simponi moxe f1a ce chXpaHsBa MPU MakCHMaliHa Temreparypa 10 25°C, eTHOKpaTHO 3a TePHOJ 10
30 mHU, HO HE U CIie] IaTaTa Ha U3THYaHe Ha MbPBOHAYAIHUS CPOK HA TOJHOCT, HAleYaTaH BhPXY
KapTOHEHaTa onakoBKa. HOBUAT cpok Ha FOJHOCT TPsIOBa Ja ObJic HAMCAH BhPXY KapTOHEHATA
omakoBKka (70 30 qHM OT JaTaTa Ha U3BAKIAHE OT XJIAMIHHUKA).

Benubx cien kato Simponi e chXpaHsBaH IpH CTaliHa TeMIeparypa, He TpsioBa Jia ce BpbIia OTHOBO
3a CbXpaHEHHUE B XJIAJAWIHUK. Simponi TpsiOBa Aa ce U3XBHPIIH, aKO HE ce M3MOJI3Ba B PAMKUTE Ha
30 nHU pu ChXpaHEHUE Ha CTaliHa TeMIIepaTypa.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

Simponi 100 mg MHXEKIMOHEH Pa3TBOP B MPEIBAPUTEIHO HABJIHCHA NHCAJIKA

1 ml pa3TBOp B IpeaBapUTEIHO HAITBJIHEHA CIIPUHIIOBKA (CTHKIO TH ) ¢ PpukcupaHa uria
(HepBKIacMa cTOMaHa) U Karaue Ha uriara (ryma, ChbpiKa JaTeKC) B PEIBAPUTEITHO HAITbJIHEHA
nucajka. Simponi ce 10CTaBsl B OIAKOBKH, ChABPKALIM | MpeaBapuUTEIHO HAIBJIHEHA MUCAJIKA U
IPyNOBH OMAKOBKH, ChABPKALIH 3 (3 ONAaKOBKH OT 1) IpeABapUTEIHO HAITBIHEHH MTUCAJIKH.

Simponi 100 mg WHKEKIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBJIHCHA CIPUHIIOBKA

1 ml pa3TBOp B IpeaBapUTEIHO HAITBIHEHA CIIPUHIIOBKA (CTHKIO THH ) ¢ pukcupana uria
(HepBKIacMa cTOMaHa) U Karaue Ha uriara (ryma, Chbpika JaTekc). Simponi ce 10CTaBs B
OIIaKOBKU, CbAbpiKallnu 1 NpEeABAPUTEIIHO HAITBJIIHCHA CIIPUHIIOBKA U I'PYIIOBH OIIAKOBKHU, CbAbpPiKalln
3 (3 omakoBKkH OT 1) mpeBapUTEITHO HAITBIHEHH CIIPHHIIOBKH.

He Bcruku BUAOBE ONMAKOBKK MOTaT 1a ObAaT MMyCHATH B TIpoJax0a.
6.6 CrhenuaJHu npeanasHu MEPKH NP U3XBbPJIsiHe U padoTa

Simponi ce 10CTaBs KaTo MpeIBAPUTEITHO HAITBJIHEHA ITHCAJIKa 3a €IHOKpaTHa yrnoTpeba, HapeueHa
SmartJect win npeaBapUTEIHO HAITBIHEHA CIIPUHIIOBKA 32 €JHOKpaTHa yrorpeda. BbB Besika
OIaKOBKa MMa MHCTPYKIIMH 33 YIOTpeba, B KOUTO MOPOOHO € OMKMCAHO KaK Ce M3I0JI3Ba MHUcaiKaTa
wnu cripuHItoBkara. Ciiel n3BakIaHe Ha MpeABapUTEIHO HAITbIHEHATA TUCAIKa WITH TIPEABAPUTEIHO
HaIbJIHEHATA CIIPHUHIIOBKA OT XJIQJIMITHUKA, TPEIH HHXKEKTUPAHETO Ha Simponi TpsiOBa J1a ce n3vyaka
30 MuHYTH, 3a JIa MOY€e Pa3TBOPHT Ja JJOCTHUTHE CTaifHa TemrepaTypa. [TucankaTa Wik CIPHHIIOBKATA
He TpsOBa J1a Ce pa3KJallaT.

Pa3TBOpBT € OHCTHP J0 JIEKO OMAIeCIeHTEH, Oe31BETEH /IO CBETIIOKBIIT H MOXKE JIa ChIbprKa MaJIKU
MPO3pavyHy MU Ol MPOTEHHOBH YacTHIINA. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
NpoTenHH. Simponi He TPsIOBa J1a ce U3MOI3BA, aKO PA3TBOPBHT € C MPOMEHEH LBAT, MBTCH HJIH
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.

Hewmsnon3sanusar JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MAaTCpUAJId OT HETO TpSIGBa na C€ U3XBBPJIAT
B CBbOTBETCTBHUE C MECTHUTC N3UCKBAHUS.

7. HHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden
Hunepnannus
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8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/005 1 npeaBapuTeIHO HATBIHEHA TTHCATKA
EU/1/09/546/006 3 mpeaBapuTeIHO HAITBIHEHN IHCAIIKA

EU/1/09/546/007 1 npeaBapuTeIHO HATBIHEHA CIIPUHIIOBKA

EU/1/09/546/008 3 mpeaBapuTeIHO HAITBIHEHH CIIPUHIIOBKH

9. JATA HA ITbPBO PASPEINIABAHE/ITOJHOBABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

[Jara Ha mppBo paspemasane: 1 okromBpu 2009 r.
Jlata Ha nocaenno mogHoBsBane: 19 ronu 2014 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2024

[MonpoOHa nH(popMaITUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHuus 1o Jekapcerpata http://www.ema.europa.eu.

91


http://www.ema.europa.eu/

MNPUJIOXKEHHUE |1

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.  NIPOU3BOIUTEJ HA BUOJIOI'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

JlekapCTBEHUST MPOAYKT CE OTIYCKa MO OrPaHUUCHO JIeKapcKo npeanucanue (Brxk [punoxenue I
Kpatka xapakTepucTika Ha IPOJIyKTa, Touka 4.2).

B. JAPYI'N YCJIOBUS U UBUCKBAHMU S HA PABPEHIEHUETO 3A YIIOTPEBA
o IMepuoanyHu aKTyaau3upaHu Jokaaau 3a 6ezonacHoct (ITAJIB)

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 CII€/IBALIN aKTyaJIN3aLIH, ITyOJUKYBaHU HA €BPOIICHCKUS
yeOmopTa 3a JeKapcTBa.

I'.  YCJIOBUSA U OI'PAHUYEHUA 3A BE3OITACHA U EOUKACHA YIIOTPEBA HA
JIEKAPCTBEHMUS TPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (ITYP)

IMputexarenst Ha pasperieHueTo 3a yrnorpeda ([TPY) tpsOBa 1a U3BbpIIBA H3UCKBAHUTE ACHHOCTH 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(1UTe) TO METUIITHCKH CIISITAANCT(H), OTHOCHO MTPOBIDKABAIIOTO JIEYEHHE C POTYKTa.

HanomHusimaTa kapTa Ha NalMeHTAa TPAOBa 1a ChABbPIKA CICTHUTE KIIOYOBH MTOCIAHMS:

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,

OTIOPTIOHUCTUYHY HHPEKIHH, TyOEpKyi03a, peakTuBUpaHe Ha xemaTuT B u undexnys, ciex
HPHUIOKEHUE Ha )KMBU BaKCHHH TIPH Jiella ¢ eKCIIO3MIKs Ha ronumymMat in utero, u kora aa ce
noTbpcu momorir ot MC.

o JlanHu 3a BpB3Ka ¢ IpeANUCBaIIMs JeKap.
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NPUJIOXKEHHUE Il

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 nmkekIHOHEH Pa3TBOP B IPEABAPUTEIIHO HAIThIHEHA ITHCAIKA
roimumMyMab
3a manueHTH B IeTcka Bh3pacT < 40 kg

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensaputenHo HambiHeHa mucanka ot 0,45 ml cpabpixa 45 mg ronmumymad.
1 ml ceapprka 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

WHKeKIMOHEeH pa3TBOp B MPE/IBAPUTEITHO HalTbIHEeHa mucanka (VarioJect)
1 npenBapuTenHO HAITBIHEHA THCAJIKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

Ja He ce pa3kiania.
[Ipenu ymorpeba mpoverere TUCTOBKATA.
[onkoXXHO TpUITOKEHHE

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT 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

Ila ce chxpaHsBa B XA MIIHHK.

Jla He ce 3ampa3siBa.

ChxpaHsBaiTe MPEIBAPUTEIIHO HAITBIHEHATA MTHCAJIKA B KAPTOHCHATA OMAKOBKa, 3 J1a CC MPE/asH OT
CBETJIHHA.

Moske na ce cbxpaHsBa npu cTaitHa Temmeparypa (10 25°C), emnokpatHo 3a nepuoa A0 30 1HU, HO HE
H CJIe/ AaTaTa Ha M3THYaHEe Ha TbPBOHAYAIHHS CPOK Ha TOTHOCT.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/009

13. TAPTHUJAEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 45 mg/0,45 ml

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 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:

Morts, mpoueTeTe NpUIoKeHaTa JIMCTOBKA

He pazknamaiite npogykra

[TpoBepere cpoka Ha TOMHOCT U 3AIIUTHATA JICTIEHKA
U3zuakaiite 30 MUHYTH MPOAYKTHT JIa IOCTUTHE CTaifHA
TeMIieparypa
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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. NME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBE/KJAHE

Simponi 45 mg/0,45 ml umkekmys
roumMyMao
S.C.

‘ 2. HAYMH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,45 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IIPEJIBAPUTEJIHO HAITBJIHEHA ITUCAJIKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 50 mg MHXeKINOHEH Pa3TBOP B IPEIBAPUTEIHO HAITBIHEHA THCAIIKA
rorumMymab

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHHIIECTBO(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

WHKeKIIMOHEH pa3TBOP B MPEBAPUTEITHO HAITBJIHEHA MUcajka (SmartJect)
1 npenBapuTEIHO HAITBIHEHA MTHCATIKA

‘ 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 octaBere mucankara 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

Jla ce chXpaHsBa B XJIaJMITHHK.

Jla He ce 3ampassiBa.

CoxpaHsBaiiTe MpeABAPUTEIIHO HATbIHEHATA MTHCAIKa B KAPTOHEHATa OMaKOBKa, 3a J1a ¢e MPEAnasu OT
CBETJIHHA.

Mosxe na ce chXpaHsiBa MpH cTaifHa TeMmeparypa (1o 25°C), exHokpaTHO 3a repuoy 1o 30 THU, HO He
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATIHUSA CPOK Ha TOHOCT.

10. CHEIUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/001

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 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 50 mg uHKXEKIMOHEH Pa3TBOP B MPEABAPUTETHO HAMTbJIHEHA MTHCAIIKA
roumMyMao

2. OBSIBABAHE 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

WHKeKIIMOHEH pa3TBOP B MPEBAPUTEIIHO HAITBJIHEHA MUcajka (SmartJect)
1 npenBapuTeNHO HAITBJIHEHA MTUCATIKA
ToBa e yacT OT rpymnoBaTa OlakoBKa U HE ce IIPOoAaBa OTAEIHO.

| 5. HAYMH HA IPIWJIATAHE M MbT(MIIA) HA BBBEXKJIAHE

[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 chXpaHsiBa B XJIaHIHHUK.

Ja He ce 3ampassiBa.

CoxpaHsBaiiTe MpeABAPUTEIIHO HATbIHEHATA MTHCAIKa B KAPTOHEHATa OMAaKOBKa, 3a J1a ¢e TMPEAnasu OT
CBETJIMHA.

Moske na ce cbxpaHsBa pu cTaitHa Temneparypa (10 25°C), emnokpatHo 3a nepuoa A0 30 1HU, HO HE
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATHUSA CPOK Ha TOHOCT.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/002

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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
WHKEKITHOHCH Pa3TBOP B MPEIBAPUTEIIHO HATBIHCHA TTHCANIKA
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

WHKeKIMOHEeH pa3TBOp B MPEIBAPUTEIIHO HAITBJIHEHA mucanka (SmartJect)
['pynoBa onakoBka: 3 (3 ormakoBkH 1o 1) npeaBapuTeIHO HATBIHEHH MHUCATIKH

| 5. HAYMH HA IPUWJIATAHE M MbT(MIIA) HA BBBEXKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT 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. CHEIMAJIHU IPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/002 (3 omakoBKH, BCsKa ChIbprkalia Mo 1 nmpeaBapuTeHO HAITbIHCHA MTHCAJIKA)

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HICHTU(DHUKATOD

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

PC
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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 pazxinamaiite 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 ITNCAJIKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 50 Mg HHKEKIIHOHEH 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

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,5ml

| 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 uHXeKINOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbIHEHA CIIPUHI[OBKA
rorumMymab

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHHIIECTBO(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 npenBapuTEIHO 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 J0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaJMITHHK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MpeABAPUTEIHO HATbIHEHATA CIIPHHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a Ce
Npena3y OT CBETIINHA.

Mosxe na ce chXpaHsiBa MpH cTaifHa TeMmeparypa (1o 25°C), exHokpaTHO 3a repuoy 1o 30 THU, HO He
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATIHUSA CPOK Ha TOHOCT.

10. CHEIUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/003

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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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 UHKXEKIHOHEH Pa3TBOP B MPEABAPUTETHO HAITBJIHEHA CIIPUHIIOBKA
roumMyMao

2. OBSIBABAHE 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 npenBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA
ToBa e gacT OT rpyrnoBaTa OlakoBKa U HE Ce IIPOAaBa OTAEIHO.

| 5. HAYMH HA IPIWJIATAHE M MbT(MIIA) HA BBBEXKJIAHE

[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:
AKo ce chbXpaHsBa Ha cTalfHa TeMIepaTypa, TOJIeH J0:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce chXpaHsiBa B XJIaHIHHUK.

Ja He ce 3ampa3siBa.

ChxpaHsBaiiTe MpeABAPUTEIIHO HAIbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAKOBKa, 3a J1a Ce
npeanasy OT CBET/IMHA.

Moske na ce cbxpaHsBa pu cTaitHa Temneparypa (10 25°C), emnokpatHo 3a nepuoa A0 30 1HU, HO HE
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATHUSA CPOK Ha TOHOCT.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/004

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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
HHKEKITHOHEH Pa3TBOP B MPEABAPUTEITHO HAMTBJIHEHA 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 onakoBky 1o 1) npeBapuTeIHO HATBIHEHH CIIPUHIIOBKH

| 5. HAYMH HA IPUWJIATAHE M MbT(MIIA) HA BBBEXKJIAHE

[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 TOCETI'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 ymotpeba ocraBere cipuHiioBkara 30 MUHYTH Ha CTaifHa TemMriepaTypa 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 HAIIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a J1a Ce
MpeAna3y OT CBETIUHA.

10. CHEIMAJIHU IPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/004 (3 omakoBKH, BCsKa ChIbprkaliia o 1 mpeaBapuTeHO HATbIHEHA CIIPUHIIOBKA)

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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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 Ha TOIHOCT U 3AILUTHATA JIETIEHKA

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 ITbT HA BBBEXK/JIAHE

Simponi 50 mg
HHKEKITUS
roumMyMab

s.C.

| 2. HAYMH HA NTPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,5ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IIPEJIBAPUTEJIHO HAITBJIHEHA ITUCAJIKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 100 mg WHKEKIIMOHEH Pa3TBOP B MPEBAPUTEIIHO HAITBIHCHA THCATIKA
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

WHKeKIIMOHEH pa3TBOP B MPEBAPUTEITHO HAITBJIHEHA MUcajka (SmartJect)
1 npenBapuTEIHO HAITBIHEHA MTHCATIKA

‘ 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 NPEAYHPEXIEHUSA, AKO E HEOBXOAUMO

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 J0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaJMITHHK.

Jla He ce 3ampassiBa.

CoxpaHsBaiiTe MpeABAPUTEIIHO HATbIHEHATA MTHCAIKa B KAPTOHEHATa OMaKOBKa, 3a J1a ¢e MPEAnasu OT
CBETJIHHA.

Mosxe na ce chXpaHsiBa MpH cTaifHa TeMmeparypa (1o 25°C), exHokpaTHO 3a repuoy 1o 30 THU, HO He
W CJIe]T 1aTaTa Ha U3THYaHe Ha MbPBOHAYAIHUSA CPOK Ha TOHOCT.

10. CHEIUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UWJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/005

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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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 WHKEKIIMOHEH Pa3TBOP B MPEBAPUTEIIHO HAITBIHCHA THCATIKA
roumMyMao

2. OBSIBABAHE HA AKTUBHOTO BEIIECTBO

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

WHKeKIIMOHEH pa3TBOP B MPEBAPUTEIIHO HAITBJIHEHA MUcajka (SmartJect)
1 npenBapuTeNHO HAITBJIHEHA MUCAJIKA
ToBa e gacT OT rpyrnoBaTa OlakoBKa U HE Ce IIPOAaBa OTAEIHO.

‘ 5. HAYUH HA ITIPUJIATAHE U II'bT 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:
AKo ce chbXpaHsBa Ha cTalfHa TeMIepaTypa, TOJIeH J0:
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce chXpaHsiBa B XJIaHIHHUK.

Ja He ce 3ampa3siBa.

CoxpaHsBaiiTe MpeABAPUTEIIHO HATbIHEHATA MTUCAIKa B KAPTOHEHATA OMAKOBKa, 3a J1a Ce MPEANa3u OT
CBETJIMHA.

Moske na ce cbxpaHsBa pu cTaitHa Temneparypa (10 25°C), emnokpatHo 3a nepuoa A0 30 1HU, HO HE
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATHUSA CPOK Ha TOHOCT.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIHIEHUETO 3A YIIOTPEBA

EU/1/09/546/006

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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
WHKEKITHOHCH PAa3TBOP B MPEIBAPUTEITHO HAITBIHCHA THCANKA
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

WHKeKIMOHEeH pa3TBOp B MPEIBAPUTEIIHO HAITBJIHEHA mucanka (SmartJect)
['pynoBa onakoBka: 3 (3 ormakoBkH 1o 1) mpeaBapuTeTHO HATBIHEHH MHUCATIKH

‘ 5. 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 IpeIBapUTEIHO HAIBIHEHATA MHMCATKa B KAPTOHEHATa OMAaKOBKa, 3a Jla Ce MPEe/Ina3u OT
CBETJIMHA.

10. CHEIMAJIHU IPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/006 (3 omakoBKH, BCsiKa ChIbprkaiia mo 1 nmpeaBapuTeiHO HAITbIHCHA ITHCATIKA)

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

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

PC
SN
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JAHHU, KOUTO TPABBA JA CBABbP/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 WHKEKIIMOHEH 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

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1mi

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C TIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Simponi 100 mg WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HATBIHEHA 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 npenBapuTEIHO 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

T'onen mo:
AKO ce chXpaHsBa Ha cTaifHa TeMIIepaTypa, TOJICH J0:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaJMITHHK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MpeABAPUTEIHO HATbIHEHATA CIIPHHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a Ce
Npena3y OT CBETIINHA.

Mosxe na ce chXpaHsiBa MpH cTaifHa TeMmeparypa (1o 25°C), exHokpaTHO 3a repuoy 1o 30 THU, HO He
W CJIe]T 1aTaTa Ha U3THYaHe Ha MbPBOHAYAIHUSA CPOK Ha TOHOCT.

10. CHEIUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/007

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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 WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HATBIHEHA CIIPUHIIOBKA
roumMyMao

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bcesika npenBapuTenHo HambIHEHa cpyuHIIOBKa OT 1 ml cpabspxka 100 mg romumymad.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomomniuu 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 npenBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA
ToBa e gacT OT rpyrnoBaTa OlakoBKa U HE Ce IIPOAaBa OTAEIHO.

‘ 5. HAYUH HA ITPUJIATAHE U IIbT HA BBBEKJIAHE

[a He ce paskiama.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[ToaKoKHO NPHIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT 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:
AKo ce chbXpaHsBa Ha cTalfHa TeMIepaTypa, TOJIeH J0:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce chXpaHsiBa B XJIaHIHHUK.

Ja He ce 3ampa3siBa.

CoxpaHsBaiiTe MpeABAPUTEIHO HAbIHEHATA CIIPHHIIOBKA B KAPTOHEHATA OMAaKOBKa, 32 J1a Ce
npeanasy OT CBET/IMHA.

Moske na ce cbxpaHsBa pu cTaitHa Temneparypa (10 25°C), emnokpatHo 3a nepuoa A0 30 1HU, HO HE
W CJIeT 1aTaTa Ha U3THYaHe Ha MbPBOHAYATHUSA CPOK Ha TOHOCT.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIHIEHUETO 3A YIIOTPEBA

EU/1/09/546/008

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OIIAKOBKA, 3A I'PYIIOBA OITAKOBKA, CbABPKALIA 3 OITAKOBKHA
(BKUIIOYUTEJIHO BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Simponi 100 mg
HHKEKITHOHEH Pa3TBOP B MPEABAPUTEITHO HAMTBJIHEHA 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'pynoBa nakoBka: 3 (3 ormakoBku 1o 1) npeBapuTeHO HAITBIHEHH CIIPUHIIOBKH

‘ 5. 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 NPEAYIPEXIEHUS, 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. CHEIWMAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/008 (3 omakoBKH, BCsKa ChIrbprKaliia o 1 mpeaBapuTeHO HAITbIHEHA CIIPUHIIOBKA)

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH O0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE 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 JAHHH, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJMVHNYHHU
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Simponi 100 mg
HHKEKITUS
roumMyMab

s.C.

| 2. HAYMH HA NTPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1mi

| 6. JIPYTO
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Simponi HamoMHsIIa KAPTA HA MAHEHTA

Ta3u HanoMHsIIIa KapTa ChAbpKa BaskHA HHPOpMALUS 3a O€30MacHOCT, KOsTO TpsioBa 1a Bu e
W3BECTHA TIPE/IU 3all04BaHe Ha JICYeHHUE U 110 BpEMe Ha JICUSHHETO ChC Simponi.

ITokaxkere Ta3u KapTa Ha BCEKH JIEKap, KOMTO ydyacTBa BbB Bariero neueHue.
1. HNndexunn

ITo BpeMe Ha eYeHUETO ChC Simponi MOXKe J1a CTe MO-MOJATINBH KbM pa3BUTHE Ha HH(EKINH.
HNudexnunte MoKe J1a ce pa3BUsAT MO-0bp30 U Ja ca Mo-TexKku. OCBEeH TOBa HAKOH CTapH WHPEKIHN
MOJKE J1a Ce MOSIBSIT OTHOBO.

1.1. [Ilpedu 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 mociieaHus Bu ckprHUHT 3a TyOepKyIio3a 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 speme 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. BpemMeHHOCT M BaKCHHALUA

B citydait ge cte moamy4aBanm Simponi qokarto cte 6mia OpeMeHHa € BaKHO Ja HHGOopMupate gekaps
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
TybepKyIi03a) B paMKUTe Ha 6 Mecera ciiet mocieanaTa Bu wmkekmus Simponi mo 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.
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 45 mg/0,45 Ml unkeKkMOHEH Pa3TBOP B MPEIBAPUTETHO HAITbIHEHA MUCAJIKA
3a manueHTH B 1eTcka Bh3pacT mox 40 Kg
romumyMab (golimumab)

IIpoyeTeTe BHMMATEIHO USLJIATA JMCTOBKA, IIPEIH 1A 3alI0YHETE 1A NPUJarare 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
MEAMIMHCKA CEeCTpa.

- 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
Ta3W JUCTOBKA. BrkTe 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

BB3MOKHI HEXEITaHN PEaKIUuH

Kak na cexpansBare Simponi

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ouhswnE

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 TOIMHHU M TIO-TOJIEMH 32 JICYCHUE Ha MOJIMAPTHKYJIAPEH IOBSHWICH HANOTIATHYEH

apTpUT.

Simponi O6510KHpa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMOop-HekpoTu3upai] ¢akrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3IMAINTETHUTE IPOLIECH U OJIOKUPAHETO My MOJKE Jla OTPaHU4H
BB3IAJICHUETO B Opranusma Bu.

IMonmapTHKYyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

TMomuapTUKyIapeH IOBEHUICH UINOMATHYCH apPTPUT € Bh3NATUTEIHO 3200 sIBaHEe, KOSTO MPUYHHSIBA
cTaBHa OOJIKa ¥ [TOyBaHe MPH Jela. AKO NMaTe MOJIMAPTHKYIapEH FOBEHUIIEH HANOIIATHYEH apTPHT,
mBPRBO 11ie By ObaT MPUI0KEHU IPYTH JIEKapCTBa. AKO HE € TIOBIHABATE JOCTATHYHO OT TE3H
JieKapcTBa, e Bu 0b1¢ mpusioxeHn Simponi, B KOMOWHAIMS ¢ 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
CHCTAaBKM Ha TOBA JIEKAPCTBO (M30pOCHU B TOUKA 6).

o Axo nmate Tyoepkyinosa (Th) unu apyra Texka nHpexuus.

o AKO UMaTe yMEPEHO TEeXKKa MU TeXKa ChbpACYHA HEJOCTAThUYHOCT.
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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 JIEYeHHeTo chC Simponi. CuMmnromute Ha HH(EKITHS BKIIOYBAT TIOBHIIIEHA TEMIIEpaTypa,
KallUTHIIA, 33/1yX, TPUTIONOIO0HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJIEMH ChC 3bOUTE WITU MTapeHEe
NP ypUHUPAHE.

Ilo Bpeme Ha J€UEHUETO ChC Simponi MOXKeE J1a CTE MO-MOIATIMBA KbM Pa3BUTHE HA WH(EKIIHU.
Nudexnunte MOXe Ja ce pa3BUAT MO-0bP30 U J1a ca Mo-TexKu. OCBEH TOBA HAKOU CTapH
WHDEKITHH MOKE Ja CE MOSBAT OTHOBO.

Ty6epkynosa (TF)

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 OMTU3BK KOHTAKT ¢ OoJieH min Oonemysan oT Th.

. Axo Bammsr nexap nperneHy, ye cTe U3J10KeHH Ha MOBUIIIeH PHUCK OT pa3Butue Ha Th,
MIpeIu /1a 3allovHeTe Ja M3MoI3BaTe Simponi, MOke 1a ObJieTe IEKyBaHH C JIEKApCTBA 3a
Thb.

Bupyc na xenamum B

. YBenomere Bamus siekap, ako CTE HOCUTEIM HA BUpyca Ha XenaTuT B wiu ako nMare,
WIN CT€ UMaJM XenaTut B, npeau na 3anoynere jeuyeHne cbe Simponi.

o VYBenomere Bamms nekap, ako cMsATaTe, 4e CTE 3aCTpaIlIEH! OT 3apa3sBaHe ¢ BUpyca Ha
xenatut B.

° Bammusr nexap me Bu uzcnensa 3a xenatut B.

o [Tpu manmenTH, KOUTO ca HOCUTEIH Ha BUpYyCa Ha XemaTUT B, nedeHnero ¢ 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 J]a Ca C O-BHCOK OT CPEIHUSI PUCK 32 PAa3BUTHE Ha TUM(OM.

[pu Hsxou xena u roHoIH, NeKyBanu ¢ TNF-0mokepu ca ce pa3Buin pakoBu 3a00sBaHus,
BKJIFOUUTEJIHO HETUIIMYHY BUAOBE paK, KOUTO B HAKOM CIIy4aH ca J0BEIHU 10 CMBPT.
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o B penku cnyuaun npu manuenTn, npuemariu Apyru TNF-6iiokepu, e HaOnmro1aBaH 0coOOCH U
TEXBK THIT JIUM(OM, 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-MepKanTonmypHH eTHOBPEMEHHO ChC Simponi.

o [NaruenTHTe C TEXKKA MEPCUCTHUPAILAa aCTMa, XPOHUYHA OOCTPYKTHUBHA OenoapoOHa OoiecT
(XOBb) nnmu TexXKHUTE MyIIady MOXe J1a ca ¢ TIO-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
ChpJIeYHAa HETOCTATHYHOCT IIpH JiedueHue ¢ naxuoutopu Ha TNF, BkimtounTenHo 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 € 9acT OT TATOTO. BarmaT jekap 1me pemu ganu Tpsosa ga Bu ce mpumara 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 JIajlH HAKOE OT M30pOEHNTE TI0-TOpe ChCTOSTHUS ce OTHAcs 3a Bac, roBopere ¢
Bamms nexap uim dapMarieBT, Mpey Jia 3amovHeTe Jia H3Ioi3Bare Simponi.

Bakcunanum
Yeenomere Bamus ekap, ako Hackopo Bu e paBena wim nipeacton aa Bu 671 HanpaBeHa 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.

T'oBopeTe ¢ rekaps Ha AeTeTo Bu OTHOCHO BaKCHHAIIMHATE Ha ACTETO. BCHYKK BaKCHHM TPsOBa 1a
ObJaT IOCTaBEHH 10 CXEMA IIPEIH JIa Ce TIPUIOKHU 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 - KUBOTO3ACTpaIIaBaIim.
. 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 TOAUHH 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
JieYeHHUE Ha MOJIMAPTUKYJIAPEH FOBEHWIEH HANONAaTUIEH 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 moBnusiBa B MaJika CTeneH crocodHocTTa Bu a kaparte Koseno, a 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 TprkH 3a Bac, cte anepruynu KM J1aTekc.

HenonocumocT kbM copbuTon
Toga nekapcTBo chabpika 18,45 mg copouron (E420) BbB Besika MpeABAPUTEITHO HAITBJIHCHA MTUCAJIKA.
Bceeku 0,05 ml ot nekapcrBoTo cuaspxkar 2,05 mg copburon (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 siekap wiu gapmanesT.

Kouaxo Simponi ce mpuiiara

HOHI/IapTHKyHapCH FIOBCHHWJICH MJIUOITAaTUYCH apTPUT IIPU JA€1a HAa Bb3PacT 2 TOAVHU U IO-TOJIEMU.

. Heua c tenecHo terio no-manko om 40 kg:
[penopbumrTenHara q03a Simponi 3a aera ¢ TesaecHo Terio mo-maiko ot 40 Kg 3aBucu ot
TSIXHOTO TEIJIO U BUCOYHMHA. Balmsr iekap e onpenen TOYHaTa 103a, KOATO Ja Ipuiarate.
Jlo3aTa TpsOBa 1a ce mpuiiara BeIHbK MECE4YHO, Ha €/IHa U ChIIA JaTa BCCKU MeCell.

o Heua ¢ tenecHo terio Hau-manko 40 Kg:
3a nena ¢ tenecHo terio Haii-manko 40 kg e Hannuna 50 Mg npeaBapUTeTHO HATBIHEHATA
ncajKa Wi IPeJBapUTENHO HAIThIHEHA CIIPUHIIOBKA ¢ (PUKCUpaHH 103u. 3a no3a 50 mg,
BXkTe Touka 3 ,,Kak na usnonssare Simponi® Ha Simponi 50 Mg npeaBapuTeHO HAITbIHEHATA
NHCAJIKA WM TIPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA.

. T'oBopere ¢ sekapst Bu, npean npuiioxkeHHeTo Ha ueTBbpTaTa qo3a. Jlekapsat Bu e npereHu
JIaJTH J1a TIPOIBJDKU JISYUSHUETO Che Simponi.

Kak ce npuiara Simponi

° Simponi ce mpuara uype3 WHXKEKIH 1Mo/1 Koxkarta (TIOAKOXKHO).

. 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 H3M0JI3BAJIN NIOBeYe OT HeoOXoauMaTa 103a 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, MHKEKTUPaNTe MPOITyCcHATAaTa 1032 BEAHAra
cJe/ KaTo CH CIIOMHUTE U MPOIBJDKETE MO MEPBOHAYATHATA CXEMa Ha MIPUIIOKECHHUE.
) AKO cTe 3aKbCHENHU € TIOBEYE OT 2 CEAMUIIN, MHXKEKTUpalTe poITycHaTaTa 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. Bb3MOKHHN HeKeTaHU PeaKIuu

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 HUMYHHATa CUCTeMa, HapeYeHM:

- aymyc (psigko). CHMIITOMHTE MOTAT Jia BKJIFOYBAT CTaBHA OOJIKa WITH OOpUB 10 Oy3HTe
WJIN pPBLETE, 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, OOPUBH 10 KOXKATa U 3aMBIIICHO 3PCHHE.
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Bb3NaJIeHHE HA MAJIKMTEe KPHLBOHOCHH ChA0BE (BACKYJIHT) (PAaK0). CUMOTOMUTE MOTaT Aa
BKIIIOYBAT TOBHUIIIEHA TEMIIEPaTypa, TI1aBo0one, 3aryda Ha Teryio, HOUTHHU U3MOTIBaHs, 0OpHB
¥ HEBPOJIOTWUYHH ITPOOIIEMH KaTO U3TPHIIBaHE TN MpaBydKaHe.

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 HACHHSBAHE WM KbPBEHE, HIIU CHITHA 0JIEIOCT.

pak Ha KPBbBTA (JieBKeMus) (PsaaKo). CUMOTOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT
MOBHIIIEHA TEMITEPaTypa, 9yBCTBO Ha YMOpa, YeCTH WH(EKIINH, TIECHO IOCHHSIBAHE W HOIITHU
W3MNOTSBAHMUSL.

Kaxete He3abaBHO Ha Bamms nekap, ako 3a0eIekuTe HAKOH OT H30POSHUTE CUMIITOMH.

IIpu npunoxkenne Ha Simponi ca HAOIIOAABAHU CJIeTHUTE JONMBJIHUTEIHN HeXKeJTAH! PeaKkum:
MHoOro 4ecTu HeKeNNaHH peakiny (MoXe J1a 3acerHar moseye ot 1 Ha 10 aymm):

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 KPBHBEH 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,
KpbBOHACs/IaHe, ChPOEK, U3TPHIIBAHE U JIPA3HEHE)

Kocoman

OO6puB 1 cbpOex Ha KOXKaTa

bescbaue

YyBCTBO Ha IOTHCHATOCT

YyBcTBO Ha criaboct

CuynBaHe Ha KOCTH

Hduckomdopt B 0b6acTTa Ha TPbAHMS KOII

Heuectu Hexenanu peakiuu (Moxke 1a 3acersat 10 1 Ha 100 aymm):

brOpeuna nnpexus
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PakoBu 3a00ms1BaHus, BKIFOUUTEITHO PaK Ha KOXKaTa U HEPAKOBU 00pa3yBaHUs WU OyYKH,
BKITFOUUTEITHO OEHKHU

Koxuu mexypu

Texxka nHdeKIHs pa3npocTpaHeHa U3 LEeNUs OPraHU3bM (CETICHC), B HAKOU CIIy4au
BKJTFOUMTEITHO HUCKO KPHBHO HaJsiraHe (CENMTHYEH 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

Bramanenune Ha 0KOTO (KOHIOHKTUBHT)

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 peakimu (Moxe ma 3acersat no 1 va 1 000 gymm):

HeBBb3MOXKHOCT Ha KOCTHHUS MO3BK J1a TIPOU3BEXK/IA KPHBHU KIETKH

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-kineTbueH KapiuHOM (BT PaKk Ha KOXKaTa)

JluxeHouTHU peakiuu (ChPOSIT YepBEHUKABO-ITMIIAB KOXKEH OOPHUB H/HITH 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-4eCcTO MPOsSBEHN 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:

Psagbk TN pak HA KpBBTa, 3acsralll IpeAMMHO MIIau Xopa (XenaTtonveHaneH T-kiueTbueH
TuMpoMm)

Capkom Ha Kanomu-psijiko cpeliad pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepreceH BUpyc 8.
Capxom Ha Kanommm Haii-uecTo ce cpea noj ¢popmara Ha IypIlypHH U3MEHEHHUS BEPXY
KOJXKaTa.
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o BrioriaBane Ha 3a00sBaHe, HAPEUCHO ,,IEPMATOMHO3UT (KOETO Ce MPOSBSBA KATO KOXKEH
00OpHB, IPUAPYIKEH OT MyCKYJIHA CIab0CT)

Cpo0maBaHe HA HeKeJAHH PeaKIHH

AKXO NOJTyuHnTe HAKAKBU HEXKEIIAHU JICKAPCTBEHU PeaKlny, yBeroMeTe Bamms siekap, hapmaneBT uim
MeIUIUHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHN HEONTMCAHH B Ta3W JIMCTOBKA HEXKEIAHH
peakin. MokeTe ChII0 Ja ChOOIIUTE HEeXKENaHH PEaKIMU JTUPEKTHO Ype3 HAlMOHATIHATA CHCTEMa 32
CbOOLIaBaHE B:

V3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,Jlamsin I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Kato crobuiaBaTe HeXxeIaHN peakiiy, MOXKETe Ja 1aJeTe CBOS MPHHOC 3a MOJTyJaBaHe Ha [TOBEYE
MH(QOpPMAIUI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce cbXxpaHsiBa Ha MSICTO, HEIOCTBITHO 3a Jela.
o He u3nosnsBaiite ToBa JIeKapCTBO ClIE/l CPOKA HAa TOJHOCT, OTOESI3aH BbPXY €THKETa Clel

»EXP* 1 BbpXy KapTOHEHaTa onakoBKa cien ,,l'oneH 10:“. CpoKbT Ha TONHOCT OTrOBaps Ha
MOCJIEIHUS ACH OT IIOCOUYEHHS MECell.

o Ha ce cpxpanspa B xmagmmHuK (2°C — 8°C). [la He ce 3ampa3sBa.

o CobxpaHsBaiiTe IpeBApUTEITHO HAITBIHEHATA MICAJIKA B KAPTOHEHATa OMaKOBKa, 32 J1a ce
npeanasy oT CBETIHHA.

o ToBa jekapcTBO MOKE J1a Ce ChbXpaHsBa CHIO U3BHH XJIAIMITHHUKA, TPU MaKCHMaJTHa

Temmeparypa 1o 25°C, enHokpartHo 3a ieproa A0 30 JHH, HO HE U Clie]] JaTaTa Ha M3THYaHe Ha
IIbPBOHAYAJIHUS CPOK HA FOJIHOCT, HAalleYaTaH BbPXY KapTOHEHATa ornakoBka. Hamnwuiere HOBUsI
CPOK Ha TOJIHOCT BbpPXY KapTOHEHATa OMaKOBKa, BKIIOYUTEIIHO JIeH/Mecel/roanHa (He roBeye
ot 30 nHu, cie] KaTo JIEKapCTBOTO € M3BAJICHO OT XJIaAWIHKKa). He BpbiiaiiTe TOBa J€KapCTBO
00paTHO B XJIaIUITHUKA, CJIE/l KaTo € JOCTHIHAJIO CTaliHa Temieparypa. M3xBbpiere ToBa
JIEKapCTBO, aKO He Ob/Ie M3M0I3BAaHO B PAMKUTE HA HOBHSI CPOK HA TOJJHOCT MITH CPOKA Ha
TOJIHOCT HalleyaTaH BbPXYy OMAKOBKATa, B 3aBUCHMOCT OT TOBA KOIi € MO-paHeH.

° He u3non3BaiiTe TOBa JIEKAPCTBO, aKO 3a0CNICKUTE, Y€ PA3TBOPBT HE € OUCTHP JI0 CBETIIOKBIIT,
Yye € MbTEH WJIU ChIIbPKa Uy>KIU YaCTULH.
° He u3xBbpisiiTe gekapcTBaTa B KaHAIM3AlMATA WIM B KOHTEMHEPaA 3a JOMAIIHU OTHAbIIH.

[TonmraiiTe Bamus JICKap Wi (1)apMaI_I6BT KakK J1a U3XBBPJIUTC JICKAPCTBATa, KOUTO BEYC HC
n3noa3pare. Te3n MCPKHU 1€ CIIOMOIr'HAT 3a OI1a3BaHC HAa OKOJIHATa Cpca.

6. Cl,m,pma}me Ha onMaKoBKaTa M JO0IIbJHUTEC/IHA I/IH(l)OpMaIH/ISI

Kakso cpabp:xa Simponi
AxTHBHOTO BeniecTBO € ronumymad. Exna 0,45 ml npeaBapuTenHo HamrbJIHEHATA HCATIKA ChIbpKa
45 mg romumyma6. 1 ml ceaspxa 100 mg ronumyma.

Jpyrute cbetaBku ca: copouron (E420), XMCTHIUH, XUCTHIUHOB XUAPOXIOPH MOHOXHPAT,
mosrcopOar 80 1 BoJa 3a MHKEKITHH. 3a TOMMBIHUTETHA HH(opMalms oTHocHO copbuTon (E420),
BUKTE TOYKA 2.

Kak n3rue:xxga Simponi 1 KaKBO CbAbpPka ONMMAKOBKaTa

Simponi ce ocTaBs KaTo WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbITHEHA NIHCANKA 32
eHOKpaTHa ynotpeda, VarioJect. Simponi ce 10CTaBs B ONIAaKOBKH, ChAbPKAIIY | IPeBapUTEITHO
HaITbJIHEHA MTUCAJIKA.
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Pa3TBOpPHT € OUCTHP 10 JIEKO ONANECIeHTEH (C TepiieH OIICHK), O€3IIBETEH A0 CBETIOXKBIT U MOXKE Ja
CBhIBprKa MAJIKU TIPO3PavYHH WIU OENTM MTPOTENHOBU YacTulk. He m3mon3Baiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH IBST, MbTCH WM ChABPIKAIl] BUIUMU UYyKU YACTHIIH.

IpuTexaTes HA pa3pelIeHNETO 32 yNOTPeda U MPOU3BOTUTEI

Janssen Biologics B.V.
Einsteinweg 101
2333 CB Leiden

Hunepnannus

3a AombAHKUTENHA HH(POPMAITUS OTHOCHO TO3H JICKAPCTBEH MPOAYKT, MOJIS, CBBPXKETE CE C TOKATHUS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHeTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JIxoHchH brarapus” EOO/
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)Mada

Janssen-Cilag ®oppakevtiky Movorpécmnn
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
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Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/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: +3176 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



France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@IJNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvbmpog

Bapvépoc Xatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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
Janssen_safety slo@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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIEAHO Mpepasriiexkaane Ha JucroBkara 10/2024

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBata http://www.ema.europa.eu.
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HNucTpykiun 3a ynorpeda
Simponi 45 mg/0,45 mli
MHXCKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAITBJIHCHA MUcaiKa, VarioJect
3a ynorpeba npu aena

EAHOKPATHA YINOTPEBA

I 0.45

1
|
1

Wo0.1mlL

4

3a na 3uHaere Bamnara g03a
N3non3paiiTe MACTOTO MO-TOpE, 3a Ja 3alulleTe npeanucaHata Bu noza.
IToTBBpaeTe ¢ Bamus nekap, ako HE CTe CUIypHH 3a Bamara nosa.

Baxno

Axo Bammst nekap pemu, ue Bue uinu To3u, KONTO ce rpuku 3a Bac, MoxkeTe Ja MHKEKTHpaTe
Simponi BkbIH, TpOBA J1a MOIYYUTE TMOAXOIAIIO0 00yIEHHE, 32 TOBA KaK J1a MOIrOTBUTE
HIDKeKTHpaTe Simponi.

Moutst mpodeTeTe MHCTPYKIUKTE 32 YIOTpeOa Mpean a u3noi3sare Simponi mpeIBapuTeHo
HaIThJIHCHA ITMCAJIKa M BCCKH ITHT, KOTaTO B3EMCTE HOBA IPEIBAPUTCIIHO HAITBJIHCHA MM CAJIKA.
Bb3MoxkHO € Ja nma HoBa MH(OpMAIHSL.

Moutst ipoveTeTe BHUMATEIHO ChIIO | ,,JIHCTOBKA: HHPOPMAIIKS 38 TOTPEOUTEIIA ™ peIn 1a
3all0YHETe HHXKEKTUPAHETO. Te3n MHCTPYKIMHU 3a yroTpeda He 3aMecTBaT pa3roBopa ¢ Barus gekap
OTHOCHO 3a00JIIBaHETO WJIX JIEYEHUETO Bu.

AKo He cTe IpeMUHaIN 00yUYeHHe WM UMaTe HIKaKBU BBIIPOCH, MOJISl CBBpIKETe ce ¢ Bammus nekap,
MEMIIMHCKA CeCTpa Wid GapMarieBT.

m HNudopmanus 3a cbXpaHeHUe

[a ce cpxpanssa B xnaguinauk mpu 2°C o 8°C.

Moske na ce chxpaHsBa Ipu cTaiiHa Temneparypa (10 25°C), enHokpatHo 3a nepuos A0 30 IHU, HO He
1 CJI€O JaTaTa Ha U3TUYAaHC Ha II'bpBOHAYAJIHUA CPOK HAa I'OJHOCT. Hannmere HOBUS CpOK Ha rOAHOCT
Ha 3a]{HaTa CTpaHa Ha KapTOHEHATa OMAKOBKa, BKJIFOUUTEIHO JIcH/Mecel/ToiuHa (He ToBeye OT

30 mHU, Ciie/ KaTo JIEKapCTBOTO € U3BAJICHO OT XA iiHuKa). He Bphinaiite ToBa 1eKapcTBO 0OpaTHO
B XJIQJIMJTHUKA, CJIE]] KaTO € JOCTUTHAJIO CTaifHa TeMIieparypa.

CoxpansBaiiTe Simponi npeiBapuTeTHO HAITbJIHEHA NMUCAJIKA U BCHYKH OCTAHAJIHN JIEKAPCTBA
HA MACTO, HEAOCTHITHO 32 Jena.

Onucanue

IIpeaBapuTeTHO HaITbIHEHATA MTHUCAJIKA € TIHCANKa 32 PhYHO MIKEKTHPaHe, KosATo By mo3BossBa a1a
3aa/1eTe KOHKPETHA TIpEANIcana 103a. Beska mpeaBapuTeHO HAITbIHEHA ITHCAIKa MOYKE J1a JIOCTaBh
0,1 ml g0 0,45 ml (choTBetcTBanM Ha 10 mg 1o 45 mg ronumymad) Ha cTeiku mo 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 u3znonsBaiiTe 0cTaHAIOTO KOJIMYECTBO JICKAPCTBO B MPEABAPUTEITHO HAITBIHEHATA MHCAJKA.
He npenocTassiiTe mpeBapUTETHO HAITBTHEHATA MMHCAIKA Ha APYTH XOpa.

He pazknamaiite.

&
HeoﬁxozmMa Bu e nmomonr?

Cewpixkere ce ¢ Bamus nexap, MeauIuHCKa cecTpa Wik (papMaLeBT, ako UMaTe HAKAKBH BBIPOCH. 3a
JOIIBIIHUTETHA HH(OpMAIIHS, BHXKTE JIUCTOBKATa OTHOCHO JJAHHU 32 KOHTAKT Ha JIOKATHUS
MIpeJICTaBUTEI.

Ilnanupaiite

&

IIpoBepere KapTOHEHAaTa ONMAKOBKA

IIpoBepere cpoka Ha rogHoct (caen ,, 'ogen 70:%) HanleyaTaH WM HAMKCAH Ha 3a]{HATA CTPaHa Ha
KapTOHEHATa OTIAKOBKa.

He u3nonssaiite, ako CpOKbT Ha TOJHOCT € U3TEKBIL.

He umxkektupaiite, ako nMa HapylieHHe Ha niepdopanuara Ha KapToHeHaTa onakoBka. CBbpXKeTe ce C
Bamus nexap niam ¢papManeBT 3a HOBa IIPEIBAPUTEIHO HAITbJIHEHATA [TUCAJIKA.

<

H3Banete npeaBapuTe/IHO HAITBJIHEHATA MMUCAJKA 0T KaPTOHCHATa OIIaKOBKa
Ocragere nucankarta moHe 30 MHMHYTH HA cTaiiHa TeMIepaTypa Ha MACTO, HEAOCTBHITHO 3a J€1a.
He 3aromsaiite Mo HUKaKbB APYT HA4YUH.

HNmate HY:KJA OT CJI€IHUTE KOHCYMATHBM

° 1 TaMIOH, HATIOEH ChC CIHUPT

° 1 mamy4yeH TaMIIOH WU MapJist

. 1 nenenka

. 1 xouTeiiHep 3a ocTpH OTHAABIM (BIKTE CTHIIKA 3)
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Taka nm3riaexaa Bamara NnpeaBapuTe/IHO HAITb/JIHCHA CIIPUHIIOBKA

BPBX | ThHKA KOHTPOJIHO
CKpuTa npo3opue
uria

Kanayka

He orctpansgaiire, OpaHiKeB

npenu aa ObaeTe npeana3uTes

WHCTPYKTUPAHU. Ha Urjaarta
BAJKHO:

He nHaTuckaiite opaHXeBUs

MpeAna3uTeN Ha Uriiata npeay aa
WHXXeKTHpaTe. Toil 11e ce 3aKIII0UH U

Bue HAMa na moyuurte go3ata.
BAXKHO: He otnensiite
IpEIBapUTEIHO HAITbJIHEHATa
MHUcajKa OT KoXKaTa [0 BpeMe Ha
UHXeKkTHpaHe. OpaHKeBUAT
MIpeiNa3yuTeNl Ha UIJIaTa Ie ce
3aKJIIOYM U HAMA 12 TIOJTyYUTe
I'bJIHATA J1034.

*OITACHOCT OT 3AAABSHE! [la ce chxpaHsiBa U3BbH 00cera Ha Jiela.

1. IHoarorsere ce 3a Bamara nHKeKIus

H36epeTe MSICTO HA MHAKEKTUPAaHe
N3bepete HAKOM OT CIEAHUTE YUacThIM 32 BamaTa HHKeKIus:
. IIpeanara yact Ha 6eapoTO (IPEMOPHUUTEITHO)
. JlonHaTa yacT Ha Kopema
He u3nosa3Baiite 5-canTuMeTpoBaTa 30Ha OKOJIO ITBIIA.
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o 3agHara cTpaHa Ha MUITHHIATA (AKO HHXKEKIMATA BU ce MoCTaBs OT TO3H, KOMTO Ce TPHKH 33
Bac)

N30upaiite pa3InIHO MICTO HA MHKEKTHPAHE 32 BCSIKA HHXKEKITUS, B PAMKUTE Ha TIPEIOYNTAHUS OT

Bac yuacTbk.

He umxexTupaiitTe B Koxa, KOSATO € YyBCTBUTEIHA, ChC CHHUHHY, 3a4€PBEHA, BTBBPJCHA WM C Oeme3u.

\/

ITouncrere MsICTOTO HA MHKEKTHPaHE

W3zmuiite noOpe phlieTe CH ChC CallyH U TOILIa BOJA.

ITouncreTe MACTOTO Ha MH)KEKTHPAHE C TAMIIOH, HAIlOEH ChC CIUPT, U OCTABETE Ja HU3CHXHE.
He nunaiite, He AyxalTe U HE BEUTE HAJ OYUCTEHUS YUACThK.

= )8

IIpoBepere TeuHocTTA

W3Banere npeaBapuTEIIHO HATBJIHEHATA MTUCAJIKA OT KAPTOHEHATa OMAKOBKa.

[IpoBepere TEYHOCTTa B KOHTPOIHOTO mpo3opue. Tst TpsiOBa j1a € GrcTpa /10 JIeKO onaieclieHTHa (¢
repieH OJsIChK) M O€3IBETHA 10 CBETIIOKBJITA M MOKE J1a ChJIbPXKA MAJIKU [TPO3PAYHH WK Oesn
NPOTEMHOBHU YacTHLU. Moxe Ja 3a0ee’KuTe eIHO WK TI0BeUe BB3LyIIHN MexypueTa. ToBa e
HOPMAJIHO.

He HH)KCKTHpaﬁTe, AKO TCYHOCTTA € C pa3jIMiuCH LBAT, MbTHA WJIN CbAbpPiKa IO-IroJIEMU YaCTUIIHU. 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 MIICAJIKa U3MIPABEHA, C HACOYEHO HArope CUHS Karayka.
[MouykaiiTe BHUMATEIHO C MPBCT NMPEIBAPUTEITHO HATbIHEHATA MTUCAIKa OJIM30 10 KOHTPOIHOTO
npo3opuye. ToBa Ie CIOMOTHE BB3IyIIHUTE MEXypueTa Jla Ce BAUTHAT Harope.

¢
o~
>

PA

OTtcTpaHeTe Kanmaykara
[ppxTe mpenBapUTeIHO HallbIHEHATa MHCAJKa U3MPaBeHa, Cle/l TOBa 3aBbpPTETE U U3AbpHaiiTe
Kalaykara, 3a 1a s OTCPaHuTe.

BAJKHO: He HaTucKaiiTe OpaHKeBUs ONpeANa3uTesl Ha UrjiaTa npeau 1a nHxektupare. Toi wwe ce
3aKJIFOYY ¥ Bue HAMa 1a momyduTe no3ara.

HNnxexTHpaiiTe 10 5 MUHYTH cJie]] OTCTPAHSIBAHE HA KANAYKATA.

He nocrassiiTe Kanaykara oOpaTHO - TOBa MOKE JIa TOBPEAN CKpUTATa UIJIA.

He u3non3saiite npenBapuTesIHO HAITbJIHEHATA [IUCAJIKA, AKO CTE sl U3ITyCHAIIH, CIIe]] KaTo Kalaykara €
OTCTpaHEeHa.

Cewpikere ce ¢ Bamus nexap unm papManeBT 3a HOBa MpeIBApPUTEIIHO HAITbJIHEHATA MHCAJIKA.

156




XX

orpaHuuu
TenHa
JIeHTa

XX

OtcTpaHere BB3IyIIHUTE MeXypueTa™
JpBxTe npeaBapuTeIHO Ha'bJIHEHATA [TUCAJIKA U3MIPaBEHa.
Buammarenno HatucHeTe OyTanoTo ¢ maner, qokato crpe. llle mpbcHe TeuyHocT. ToBa € HOpMAaTHO.

OpanxkeBaTa OrpaHUYNTE]HA JEHTA e U3Ue3He.
*Omcempansaganemo Ha 8b30YUIHUME MeXypuema we 2apanmupa, ue ce npuiaza mouHama 003a.

Cned omcmpanseane Ha 8b30YUHUIE MEXYPUema, Modce 0a 8UOUme TUHUs 8 KOHMPOIHOMO
nposopue. Tosa e HopmaHo.

2. MmxexTHpaiiTe Simponi kaTo u3nos3Bare NpeiBapUTEIHO 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. [IpenBapuTenHO HaTbJIHEHATA MHUCAJIKa € TOTOBA 3a U3IOJI3BaHE.

H360p Ha no3a:
0,1 ml
0,15 ml
0,2ml
0,25 ml
0,3ml
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
uHXekTHpaHe. OpaHXeBUAT NMpeANa3uTeN Ha Uriara Iie ce 3aKI04y U HiIMa Jia MoJIy4YHuTe TbHaTa
J103a.

He natuckaiite 0yTanoTo, JOKaTO BEBEXKIATE 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.

HnxexTupaiite Simponi

HpO)I’bJDKeTe Ja IPpUTUCKATE NPCABAaPUTCIIHO HAITbJIHCHATA IMUCaJIKa KbM KOXKaTa.
BuumarenHo HaTHCHETE OyTaqoTO JOKATO CIIpe.

AKoO e 3aJa]eHa MaJIKa 1033, O0yTAJI0TO IIe ce MPUABHKH CAMO MAJIKO.

JlocTaBeHaTa /1032 MOXKe J1a c€ MOTBBP/IU, KaTO Ce MOTJIIHE ITpope3a 3a M30MpaHe Ha 03aTa.
He otaensiite Bee ole peBapUTEIHO HATBIHEHATA IIMCAIKa OT KOXKaTa.
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3aapnbikTe, Cjie]l TOBA OT/AeJeTe

IIpoapinkeTe ga MpUTHCKATE PEIBAPUTEIHO HAITBIHEHATA MMHACAIKA KbM KOXKaTa 3a MPUOIH3UTEITHO
5 cexynam.

HopwmainHo € fa BuauTe Majiko KOJUYECTBO OCTAaHAJIO JIEKAPCTBO B KOHTPOIHOTO MPO30pUE.
Otnenere npeABapUTEIHO HAITBIHEHATA MHUCATKa OT KOXKaTa.

OpamKeBUAT MPEANa3uTe Ha UTIIaTa e Ce YABIDKH U 3aKITIOUH.

3. Cjen mpujiarane Ha WHKEKIHSITA

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
WITH MEJIMIIMHCKA CeCTpa.

X
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IIpoBepere MACTOTO HA NHIKEKTHPAHE

Ha mscTOTO Ha MH)KEKTHPAHETO MOJXKE Jja C€ TIOSBH MAJIKO KOJIMYECTBO KPbB MIITM TEYHOCT.
[IpuTHCcHEeTE MICTOTO Ha MHXKEKTHPAHE C TAMYK WM Mapiid U 33JIPBKTe, JOKATO KbPBEHETO CIIpE.
He pa3TpuBaiite MSICTOTO Ha HHXEKTUPAHE.

AKO e HeoOX0ITMMO, MOKETE J]a TIOKPHETe MSCTOTO Ha HHXKEKTHPaHe C JieneHka. BameTto
WH)XEKTHpaHe PUKITIoYH!
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 50 mg uH:KeKIUOHEH Pa3TBOP B NMPEIBAPHUTEHO HATbJIHEHA MUCAIKA
roauMymad (golimumab)

IIpoyereTe BHUMATEIHO LAJIATa JJMCTOBKA, IIPEIH 1A 3all0YHeTe A IPUJIarate ToBa JeKapcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNUTaiTe Bamms nekap, papmaneBT win
MEJUIUHCKA CEeCTpa.

- 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
MEJULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKHU Bb3MOKHH HEXKEIAHU PEaKIVK, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

Bamust nexap uie Bu najie u HarnmoMHsIIa KapTa Ha MalMeHTa, 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

U Wb

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

IIpu neua, Ha B3pacT 2 FOAMHM M MO-TOJIEMH, SIMPONI ce U3Io0JI3Ba 3a JICUCHNE Ha
HOJINAPTHKYJIAPECH FOBSHUIICH HIMONIATHYCH apTPHT.

Simponi OG51okupa JIeCTBUETO HA MPOTEHH, HAPEUYeH ,,TyMop-HekpoTuzupai] dakrop 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 CIIOHIUJIOAPTPHUT, ITBPBO Il By nekyBar ¢ Apyru JiekapcTBa. AKO HE CE MOBJIHSICTS
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

VIIIEpO3HUAT KOJUT € BB3MATUTEIHO 3a00IsBaHe Ha yepBaTa. AKO UMaTe yIIEepO3eH KOJIHT,
IbPBOHAYAIHO 1e By ObaT naneHu Apyru iekapceTBa. AKO T3 JeKapeTBa HSIMAT JOCTaThYHO J0OBP
edekr npu Bac, 3a neyenue na Bamero 3abonsBane nie Bu npeamumar Simponi.

MonmapTuKyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

[TonmmapTuKyapeH I0BEHWICH UINONATHYCH apTPHUT € BB3MAIUTEIHO 3a00IsBaHe, KOSTO MPUYNHSBA
cTaBHa OO0JIKa M [TOyBaHe MpH Aela. AKO UMaTe MOIHAPTUKYJIapeH IOBEHUIIEH HIHOTIaTHIEH apTpHT,
BpBO 11e By ObaT MpUIoKeH! IpyTH JIeKapcTBa. AKO HE c€ TIOBJIHABATE JOCTATHYHO OT TE3H
JeKkapcTBa, e Bu 6bae nmpuitoxken Simponi, B KOMOUHAIHS C METOTPEKCAT 3a JICUCHHE Ha
3a00JISIBAHETO.

2. Kakpo Tpsi0Ba 1a 3HaeTe nmpeaM Aa u3noja3sare Simponi

He n3noassaiite Simponi

o AKO cTe aJlepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOTMMYMa0 MM KbM HSKOSI OT OCTaHAJINTE
ChCTaBKH Ha TOBA JIEKAPCTBO (M30pOCHHU B TOUKA 6).

o Axko umare tyoepkynosa (Th) unmu npyra Texxka nHbEKIus.

o AKO UMaTe yMEpeHO TeKKa WM TeXKa ChpJeYHA HEJOCTATHYHOCT.

AKO He cTe CUTypHH J1ajli HAKOe OT M30poeHuTe ce oTHacs 3a Bac, roBoperte ¢ Bamms snexap,
(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. CuMmnromute Ha HHQEKIHS BKIIFOYBAT TIOBUIIICHA TEMIIEpaTypa,

KallUTHILIA, 3a1yX, TPUIIONOI00HN CUMIITOMH, JHAPHs, KOXKHHU PaHH, IPOOJEMH ChC 3bONTE WU MTapeHe

[IpH ypUHHUPAHE.

o [To BpeMe Ha JIe4eHHETO ChC Simponi MOXKE J1a CTe MO-TI0IaTJINBU KbM Pa3BUTHE HA HHEKITHH.

° Mudexnnnte MOXKe 11a ce pa3BUAT MO-ObP30 U Aa ca Mo-TeKKU. OCBEH TOBa HAKOU CTapH
WH(EKIIUN MOXeE JIa CE MOSIBSIT OTHOBO.
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Ty6epkynosa (TF)

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 moknanasanu cinyyan Ha T npu nanueHTH, JeKyBaHH ChC 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 ¢ O6oseH i 6onemysan ot Th.

o Axko Bammst nekap mpeneHu, ue cTe U3J0KeH! Ha TOBUIICH PUCK OT pa3Butue Ha Th,
MIpeIn /1a 3alovHeTe a U3MoI3BaTe Simponi, Moke 1a OblieTe IEKyBaHH C JIEKApCTBa 3a
Thb.

Bupyc na xenamum B

o VYBenomere Bamms nekap, ako cTe HOCUTENN Ha BUpyca Ha Xenatut B wim ako uMmare,
WM CTE UMaJH XenaTut B, nmpeau 1a 3anoynere jedyeHne cbe Simponi.

o YBenomere Bamms nekap, ako cMsATarte, 4e CTe 3aCTpalieHu OT 3apa3sBaHe ¢ BHpyca Ha
xemarut B.

° Bammust nekap e Bu nzcnenpa 3a xenarut B.

o [Tpu manmenTH, KOUTO ca HOCUTENIH Ha BUpYyca Ha XemaTUT B, nedeHnero ¢ HHXUOUTOpH

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-BHCOK OT CPEIHUS PUCK 32 PAa3BUTHE Ha JTUMQOM.

Ipu Hsixom nena u roHoIIH, JekyBaHu ¢ TNF-01okepu ca ce pa3Bwin pakoBH 3a00IsBaHus,
BKJIFOUUTEITHO HETUITMYHH BUJIOBE pak, KOUTO B HAKOU CITyYau ca JOBEJH 10 CMBPT.

B penxu cny4an npu nanuenTtH, npuemaniu Apyru TNF-6iokepu, e HaOmogaBan oco0eH u
TEXbK TUI TUM(POM, HapeueH xenaronueHaneH T-kierpueH numdom. [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
unu 6-mMepkanTonypul. MubopMupaiite Barus jgekap, ako mpreMaTe a3aTHONPUH WU
6-MepKanTomypHH €JHOBPEMEHHO ChC Simponi.

[NamuenTHTe C TEXKa IEpCUCTUPAIla aCTMa, XPOHUYHA 00CTPYKTHBHA OestoipobHa borect
(XOBB) nnu TexKUTE MyIayd 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
ChpleYHA HENOCTATHUHOCT IpH JieueHne ¢ maxuburopu Ha TNF, BkirounTeHo 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
Jia € 4acT OT TSUTOTO. BarmaT nekap 1me ped ganu Tpsosa ga Bu ce mpumara 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 HAKOe 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 JETETO. BCHYIKM BakCHHM TPsSOBa Aa
ObJaT IOCTaBEHH 110 CXeMa MPEJIH JIa Ce TIPUIOKHU Simponi, ako € BB3MOXKHO.

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,
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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 npenopwuBa ynorpebara Ha Simponi npw Jiena Ha Bb3PacT MoJ[ 2 TOIUHHU C MOJUAPTHKYIapeH
IOBEHUIICH UIMONIATUYCH, Thi KATO HE € MPOYYBaH MPH Ta3H TPyIIa MAlCHTH.

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 HAa PEBMATOUJICH apTPHT, TOJIUAPTUKYJIAPEH IOBEHWICH UAMONIATUYCH apTPUT,
TICOPUATHYCH aPTPUT, AaHKUJIO3UPAIIl CIIOH/IWINT, HEPEHTICHOTpa()CKU aKCUAICH
CTIOHIMJIOAPTPUT WM YIIIEPO3EH KOJIHT.

o He tpsi6Ba 1a m3mon3Bare Simponi ¢ JeKapcTBa, ChAbP)KAIIN aKTUBHUTE ChCTaBKU aHAKHHPA
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 M30POCHHUTE 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 Mecelia cje MocieiHaTa MHKEeKIHs Ha Simponi. Simponi TpsioBa
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 moBnusiBa B Masika CTENEH COCOOHOCTTA BH J1a 1odupate u 1a U3M0a3BaTe HHCTPYMEHTH
WM MallliHA. BhIpeku ToBa ciel nNpuiokeHne Ha Simponi MOXKe Jla ce TIOsIBY 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.

HemoHocuMOoCT KbM cOpOUTOI
Tosa nexapctBo chabpika 20,5 mg copouron (E420) BbB Beska MpeBapUTEIHO HAITBIHEHA THUCAITKA.
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3. Kaxk 1a uznossBate Simponi

Bunaru uznomnssaiite ToBa JICKApCTBO TOYHO KAaKTO Bu ¢ xazan Bammsar JICKap uiin (I)apMaueBT. Axo
HE CTC CUT'YpPHHU B HELIO, nonuraiite Bamms JICKap Win (bapMaueBT.

Kouaxko Simponi ce mpuiiara
PeBmaroujieH apTpuUT, IICOPHATHYEH apTPUT M aKCHAIICH CIIOHIMI0APTPHT, BKIFOUHTEITHO
AHKWJIO3UPAII] CIIOHIMIINT ¥ HEPEHTIeHOrpadCKU aKCHAIEH CIIOHIMIIOaPTPHUT:

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, nozara mosxe na Ob1e moBumena Ha 100 mg

(chappykaHUETO Ha 2 TIPEABAPUTEITHO HAITBIHCHH MHCATKH ), IPIIOKECHHA BEITHBK
MECEYHO Ha e/IHa U ChLIa JaTa.

[lommapTukynapeH IOBEHUICH UANOMATHYEH apTPUT TIPH JIeTla Ha Bb3PacT 2 TOAWHU U [TO-TOJIEMHU:

L ITpu manueHTy ¢ TeleCHO Teriio Hai-manko 40 Kg mpemopbunrtennata 103a ¢ 50 Mg npuaoxeHa
BEJIHBK MECEUHO Ha €/IHA U ChILA AaTa BCEKU Mecell. [Ipy mauueHT ¢ TeNIeCHO TEro N0-MaJIKo
ot 40 kg e nannuna 45 mg/0,45 ml npenBapuTeiHO HaTbJIHEHA MUCAJIKA. Bamusr nekap mie
ONpelIeau TOYHATa 1033, KOSITO Ja Ipujiarare.

. I'oBopere ¢ nekaps Bu, npeau npuioKeHUETO Ha YeTBbpTaTa n03a. JIekapsat Bu mie npeuenun
JIaJTH J1a TIPOABJDKUTE JICYEHHETO Che Simponi.

Yiiepo3eH KOIUT
. TabnuuaTa no-1oay NoKas3Ba Kak 00MYaifHoO 1Ie preMare ToBa JIEKapCTBo.

Hauano Ha neueHuero Hagamna no3a ot 200 mg (chappikaHUETO Ha 4 TIPEABAPUTEITHO
HaITBTHEHU MHUCANIKH), TocineaBana ot 100 mg (ChabpikaHueTo Ha
2 IpeBapUTEIHO HATBJIHEHH NMUCAJIKU) 2 CEAMUIH MT0-KBCHO.

[Mopnbpikamo neyenue . Ipu manmentu ¢ tersio mox 80 Kg, 50 mg (chabpkaHueTo Ha
1 npenBapuTEIHO HAITBIHEHA TIHCANTKA) 4 CEIMUITU CIIE]T
rocieHoTo By neuenue, cien ToBa Ha BceKH 4 CEIMUIIM.
Bammsit nexap moxxe ga pemu na npeanuiie 100 mg
(chabpIKaHUETO HA 2 MPEABAPUTEITHO HAITBJIHCHHU MMUCAJIKH), B
3aBHCHMOCT OT TOBa, KaK Ce MOBJIMABAaTE OT Simponi.

. IMpu nanwmentu ¢ tersio 80 kg wiu moseue, 100 mg
(chabprkaHUETO HA 2 MPEIBAPUTEITHO HAITBJIHEHH MHCAIIKH)

4 cemmuIy cien nociaenHoTo Bu nedeHune, cien ToBa Ha BCEKU

4 ceqMuIIN.
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-MaJIKO 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 WiM MEJULIMHCKA CECTpa.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo BcH4KH JiekapcTBa, TOBA JIEKapPCTBO MOKE J1a PSIU3BHKA HEXKETaHU PEaKIMU, BhIIPEKH Y€ He
BCEKH TH Ioiy4aBa. [Ipy HAKOM MarMeHTn MOXKe Ja Ce Pa3BUST CEPHO3HU HEXKEIAHHU PEaKInu, KOUTO
Hajarar JieueHre. PUCKBT OT 1osiBa Ha ONpe/iesieHH HeXKeTaH! PEeaKIMy € TO-TOJISIM TIPH /1038 OT

100 mg B cpaBHeHue ¢ 103a oT 50 mg. Hexxenanu peakiyy Morar Jja ce pa3BHSAT H 10 HIKOJIKO Mecela
ClIeJT TIOCTIeTHATa MHKCKIIUSL.

HesabaBHo yBenomeTe Bamus nekap, ako 3a0eneXuTe HIKOS OT CIISIHUTE CepHO3HH HEXeJIaH!

JIEKapCTBEHU PEaKIIH, BKIFOUBAIIH:

o aJIeprUYHM PeaKlu, KOUTO MOTraT 1a 0bAaT CEPHO3HU, UM PAAKO
JKMBOTO3acTpamaBamy (peaku). CUMITOMH Ha alepruyHa peakys MOraT Aa BKIIFOYBAT
NOJyBaHE Ha JIMIIETO, YCTHUTE, ycTaTa WK I'bPIIOTO, KOETO MOJXKE J1a IPUYUHHU 3aTPyIHEHO
NperibllaHe WM TUIIaHe, KOKeH 00pHB, KOIIPUBHA TPECKa, MOoIyBaHe Ha PhIETE, XOuiaTa
W rie3enuTe. Hsxou oT peakuuTe ce MosBsIBaT CJIeA IbPBOTO NMPHUIIOKEHUE HA Simponi.

o cepuo3HM nHGexknnu (BKIounTeaHo Th, 6akTepuannu nHpekIUN BKIIOYATETHO
cepHo3HU NH(EeKIUH HA KPbBTA U NHEBMOHUS, TEXKKH I'bOUYHM MH(EKIMU U APYTH
ONOPTIOHUCTHYHHU WH(peKknun) (dectn). CuMnTOMHUTE HA UHOEKIMS MOTaT Ja BKIIOYBAT
MIOBHUIIIEHA TEMIIEpaTypa, yMopa, Kanumna (yrnopura), 3a1yX, TPHIION0100H! CUMIITOMH, 3aryba
Ha TErJio, HOIIHO U3IOTSABaHe, Tuapus, paHu, MpoOJIeMu ChC 3b0UTE U IApEHe NPU YPUHUPAHE.

o NMOBTOPHO AKTHBHPAaHe HA BUPYCa Ha XenaTuT B, ako cTe HOCHTeJ MM B MHHAJIOTO CTe
6osiexyBaau oT xenatut B (psiiko). CUMITOMHUTE MOTaT J1a BKJIIOYBAT MOKBITABAHE HA
KOXKaTa U OYHTe, ThMHOKa(SIBO OIBETABaHE HA YpHHATa, O0JIKa B JIsICHATA CTpaHa HA KOpeMa,
TEeMIIEpaTypa, rajicHe, NOBPBIAHe U CHIIHA YMOpa.

. 3a00/1sIBaHe HA HEPBHATA CHCTEMA KAaTO MHOKECTBEHA CKJIepo3a (psiako). CumnromuTe Ha
3a00JsiBaHe Ha HEpBHATA CHCTEMa MOTaT Ja BKJIIOUBAT IPOMEHHU B 3pEHUETO, CIa00CT B pPhIIETE
Y KOJIEHETe, U3TPhIIBaHE MM MpaByYKaHe Ha pa3IMYHU YacTH Ha Bamero Tsio.

. pak Ha JuM@pHUTe BB3aU (uMdpom) (psaako). CumnTomute Ha TrMpOMa MOTaT Jia BKIIIOYBAT
MoTyBaHe Ha JIMM(HUTE BH3ITH, 3ary0a Ha TETJIO WU IMOBHUIIICHA TEMIIepaTypa.

. ChbpAeYHa HeIOCTATHYHOCT (PAAKO0). CHMIITOMUTE Ha ChpAE€YHA HEIOCTATHYHOCT MOTAT Jia
BKJIFOYBAT 33JyX WIH MOAYyBaHE Ha Xxonaunara Bu.

. NPHU3HALM HA HAPYIICHUS HA HMYHHATA CHCTEMA, HAPEYCHHU !

- aynyc (psinko). CHMITOMHUTE MOTaT Ja BKIIIOYBAT CTaBHA OOJIKa MJIM OOPUB 110 Oy3HTE
WIN pBIIETEe, KOUTO € YyBCTBUTENICH KbM CI'BHIIETO
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- capkonao3a (psiako). CHMIOTOMUTE MOTAT Ja BKIIIOYBAT YIOPUTA KAIUIHIA, 3a0yX,
OoJika B IbpAWTE, TOBUIIICHA TEMITEpaTypa, MOAyBaHe Ha TUM(HNATE BB3IIH, 3ary0a Ha
TErJI0, OOPUBH IO KOXKAaTa U 3aMbIJICHO 3PCHHE.

Bb3NajleHHe HA MAJIKHTe KPbBOHOCHHU ChA0Be (BacKyJauT) (paako). CHuMOTOMUTE MOTAT /1a

BKJIIOYBAT IOBUIIICHA TEMIIEpaTypa, Ti1aBo0oiue, 3aryba Ha Terio, HOIHYU U3MOTIBaHsI, 0OPUB

¥ HEBPOJIOTUYHH MTPOOJIEMH KaTO U3TPHIIBaHE MM MpaBydKaHe.

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). CHMIITOMUTE Ha 3a00/sIBaHE HAa KPHBTA MOTaT J1a BKJIFOYBAT

YHOpHUTa TeMIepaTypa, MHOTO JISCHO HACHHSBAaHE WM KbPBEHE, HIIU CHITHA 0JIEIOCT.

pak Ha KPBbBTA (JieBKeMus) (PsaaKo). 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 HEXEJIaHU peakunu (Morat Ja 3acersar noseue ot 1 Ha 10 manuenTn):

WHdexuuy Ha TOPHUTE AUXATEHHU ITBTHLIA, BH3IAJICHUE HA I'BPIIOTO, APE3ras IJiac, Xpema

YecTr HEXKEJIaHU peakuuu (Moxe na 3acersHar 1o 1 Ha 10 gymm):

[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'bOUYHN UHPEKITUN

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,
KpBbBOHACsIaHe, ChpPOEK, U3TPHIIBAHE U JIPA3HEHE)

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 Hexenanu peakumu (Mosxe na 3acersgar a0 1 ga 100 gymm):

brOpeuna nnpexus

PakoBu 3a00ms1BaHus, BKIIIOYUTEIHO PAaK HA KOXKAaTa M HEPAKOBH 00pa3yBaHMs WM Oy4KH,
BKITFOUUTEITHO OEHKHU

Koxuu Mexypu

Texxkxa nHMEKIHA pa3npoCTpaHeHa U3 e OPTaHU3bM (CETICHC), B HIKOH CITy4an
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 KIile3a

[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 HexxenaHu peakiuu (Moke aa 3acersat 10 1 va 1 000 gymm):

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-kineTbueH 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 BB3IM (Hali-4ecTo MPOsIBEHN KaTO CApKOUI03a)

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:

Psbk THI pak Ha KpBBTA, 3acsralll IpeJIMMHO MIIaJIM Xopa (XenaToymeHaneH T-KieTh4eH
numMpom)
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o CapkoM Ha Kanomm-psiaxo cpemias pak, CBbp3aH ¢ HHPEKIHS C YOBEIIKH XepIeceH BUPYC 8.
Capkom Ha Kamomy Haii-4ecTo ce cperia o ¢popmaTa Ha MypILypHH U3MEHEHUS BbPXY
KOXKara.

. Biromrapane Ha 3a00BaHe, HAPEUEHO ,,IEPMATOMHO3UT (KOETO CE MPOSBABA KATO KOKEH
00puB, IPUIPYKEH OT MyCKYJIHa cabocT)

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKXO moTyunTe HAKAKBU HEKEJIAaHU JICKAPCTBEHH peakuuy, yBegomeTe Bamms nexap, papmanesT nmm
MeIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEOMHCAHM B Ta3M JIUCTOBKA HEXKeJaHH
peakin. MokeTe ChII0 Jja ChOOIIUTE HEeXKENAaHH PEaKIMU JTUPEKTHO Ype3 HAMOHATHATA CHCTEMa 32
CHOOILIaBaHE B!

W3nbpHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato cpolmiaBate HexXelnaHu peakiuy, MOKETe Ja AajieTe CBOsI IPUHOC 3a MOoJy4YaBaHe Ha MTOBeUe
nH(pOpPMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce cpXpaHsBa Ha MSCTO, HEJIOCTBITHO 3a Jela.
o He n3non3BaiiTe TOBa JIEKapCTBO CIIEA CPOKA HA TOTHOCT, OTOETISI3aH BEPXY €THKETA CIIe

,»EXP* 1 BbpXy KapTOHEHAaTa OMaKoBKa cies ,,l'omen 10:“. CpoKbsT Ha TOMHOCT OTrOBaps Ha
MOCJIEIHUS JCH OT IMTOCOYCHHUS MECEIl.

o Ja ce cbxpanspa B xnamuiHuk (2°C — 8°C). [la He ce 3ampa3siBa.

o ChxpaHsiBaiiTe IPeIBAPUTEITHO HAITBIHEHATA MICAJIKa B KAPTOHEHATa OMaKOBKa, 3a J1a ce
npeJnasy OT CBET/IMHA.

o ToBa jlekapCcTBO MOKE Ja Ce ChXPaHsABa ChIO M3BHH XJIaJHIHUKA, IPH MAaKCHMAITHA

Temmneparypa 1o 25°C, enHokpartHo 3a ieproa 10 30 JHH, HO HE U Clie]] [aTaTa Ha M3THYaHe Ha
I'bPBOHAYAJIIHUSA CPOK HA TOJHOCT, HalleyaTaH BbPXY KApTOHEHATa onakoBka. Hanumere HoBUs
CPOK Ha FOIHOCT BbPXY KapTOHEHATa OIMIaKOBKA, BKIIFOUUTEITHO JIeH/MeCel/ToinHa (He IoBeve
ot 30 aHu, cie]] KaTo JIEKapCTBOTO € M3BAJICHO OT XJIaAuiHKUKa). He BpbiaiiTe ToBa JeKapCTBO
00paTHO B XJIaIMTHUKA, CJIE/l KaTo € JOCTHIHAJIO CTaliHa Temiieparypa. M3xBbpiere ToBa
JIEKapCTBO, aKO He Ob/Ie M3MOJI3BAaHO B PAMKHUTE Ha HOBHSI CPOK HA TOJJHOCT MITH CPOKA Ha
TOJIHOCT Halle4aTaH BbPXY ONAKOBKATa, B 3aBUCHMOCT OT TOBA KOii € MO-paHEH.

L4 He u3non3paiite ToBa JICKapCTBO, aKO 3366J’IG)I(I/IT€, Y€ pa3TBOPHT HE € 6I/IC’I"I>p J0 CBCTIIOXBJIT,
Y€ € MBTCH WM ChbAbpiKa YK YaCTUIU.
L4 He HSXB’LpHHfITe JICKApCTBATa B KaHAJIM3aluATa UIN B KOHTeﬁHepa 3a JOMAIIIHA OTIIaaAbIIN.

[Momuraiite Bamus nekap win ¢papManeBT Kak jia U3XBBPIIUTE JIEKapCcTBaTa, KOUTO Beue HEe
uznoinseare. Te3n MepKH I1ie CIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA Cpefa.

6. ChabpikaHue HA ONMAKOBKATA U JOMbJIHUTENHA HHoOpManus

KakBo cbabp:xa Simponi

. AKTHBHOTO BEIECTBO € TonmMyMad. EnHa npeaBapuTeHO HaTbIHEHa ucaika ot 0,5 ml
cpabppka 50 mg ronumyma.
. Hpyrute cberaBku ca: copouron (E420), XUCTHIUH, XUCTHIMHOB XUAPOXIOPH]] MOHOXHIPAT,

nosmcop6ar 80 ¥ BoJa 3a MHKEKIMH. 3a JOIBJIHUTEIHA HH()OPMALIUSI OTHOCHO COPOUTOI
(E420) BrkTe TOUKA 2.

Kak n3rue:xxga Simponi 1 KaKBO CbAbpPAa ONMMAKOBKaTa

Simponi ce 1ocTaBs KaTO HHKEKIMOHEH Pa3TBOP B MPEBAPUTEITHO HAIThIHCHA TIHCATKa 3a
eIHOKpaTHA yroTpeda. Simponi ce JOCTaBs B OMAKOBKH, ChIbPKAIIH 1 TIpeIBapuUTEITHO HAITBIHCHA
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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 pa3pellieHHETO 32 YNIOTPe®a U MPOU3BOIUTE]
Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden

Hunepnannus

3a AonbAHUTENHA HHPOPMAITUS OTHOCHO TO3H JICKAPCTBEH MPOJYKT, MOJIS, CBBPXKETE CE C TOKATHUS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHETo 3a YIoTpeoa:

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 lt@its.jnj.com

Boarapust Luxembourg/Luxemburg

»JkoHChH & J[xoHCHH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 1464 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: +49 2137 955 955 Tel: +3176 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

EMada Osterreich

Janssen-Cilag ®apuakevtiky) Movorpdomnn Janssen-Cilag Pharma GmbH

A.E.B.E. Tel: +43 1 610 300

TnA: +30 210 80 90 000

Espaiia Polska

Janssen-Cilag, S.A. Janssen-Cilag Polska Sp. z o.0.

Tel: +34 91 722 81 00 Tel.: +48 22 237 60 00

contacto@its.jnj.com
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France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@IJNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvbmpog

Bapvépoc Xatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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
Janssen_safety slo@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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIEAHO Mpepasriiexkaane Ha JucroBkara 10/2024

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o JiekapcrBata http://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 nuarpamara mo-mony (Buxre urypa 1) e mokasaHo Kak U3rIeKIa IPEABAPUTEIHO HATbIHEHATA
IHcalka ,,SmartJect®,

3alMUTHA
Kanadka nenexHka

3eneH
obezonacurenexd
UMNUHABLP

Npo3pa4yHo
NOKpUTHE

KOHTPOIHO
nposopye

Ourypa 1

NOBAWrHaTa 4acTt
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 IpeABApUTCIIHO HAIIbJIHCHATA IMUCAaJIKa, CJICI KaTO

BCOHBX € CBAJICHA, 3a Aa n30eTHETE OrbBaHE HA UIJIATA.

IIpoBepere Oposi Ha NpeABAPUTETHO HATbJIHEHUTE MU CATIKHA
IIpoBepeTte mpenBapUTETHO HAITBITHEHHUTE THCAIIKH, 32 JIa CE YBEPUTE, Ue
OpOoSAT MpeIBapUTEITHO HATBITHEHY MTMCAJIKY U KOJIMYECTBOTO aKTUBHO BEIIECTBO Ha J103a ca

MIPaBHITHU
o Axko nozara Bu e 50 mg, me B3eMeTe eHa NpeABapUTETHO HATblIHEHA NTucayka oT 50 mg
o Axo nmo3ara Bu e 100 mg, me B3emMeTe 1B MPEABAPUTEITHO HAMBITHEHHU MUCATKH OT

50 mg u me TpsiOBa Jla cu HanpaBUTe JBe HHXKEKIWU. M30eperte jBe pa3nuyHu MecTa 3a
T€3W MHXEKIMHU (Hamp.eIHaTa HHXEKIH B IICHOTO Oeapo, a ApyraTa B JIIBOTO Oepo),

KaTO MOCTAaBUTC MHXKXCKIIMUTC €AHAa CJIICA ApyTa.
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o) Axo nmo3ara Bu e 200 mg, mie B3eMeTe YeTHPH MPEIBAPUTEITHO HAITBIHEHN TTUCAIKH OT
50 mg u e TpsAOBa 1a CU HANpaBUTE YCTUPH HHXKEKIMU. M30epere pa3inyHu 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 TIPEeABAPUTEIHO HATBJIHEHATA NMICAJIKA /1a IOCTUTHE CTaiiHA
TeMIepaTypa
. 3a ;1a cTe CUTypHH, 4e JIEKAPCTBOTO € MHIKEKTUPAHO MPABUITHO, U3BAJICTE TIPEABAPUTEIIHO
HAIThJIHEHATA MHCAKA OT KYTHUATA U s OCTABETE Ha CTaliHa TeMIeparypa B MPOALIDKCHUE Ha
30 MuHYTH, Ha MSICTO, HEOCTHITHO 32 JIeTIa.

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. M36upane u NOATrOTBsIHE HA MSICTOTO 32 HHKEKTHPaHe (BUXKTe purypa 2)

o JlexapcTBOTO MOJKE /1a ce MHKEKTHpa 0 IpeHaTa MOBbPXHOCT B CpeHAaTa YacT Ha Oefpara.

o Moske fa ce MEXKEKTHpa B KOpeMa MO/ ITbI1a, C M3KITI0YeHNe Ha 30HaTa MPHUOIN3UTEIHO 5 CM
MOJI IIbIIA.

o He cu umxexTupaiite 1€KapcTBOTO B 30HH, B KOMTO KOXKaTa € 00Jie3HeHa, ¢ KPbBOHACAAAHUS,
3auepBeHa, JIIOIIEIIA Ce, YIUTbTHEHA WK ¢ OeJIe3U 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

®urypa 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.

° [Touncrere MICTOTO 3a MHAKEKTUPAHE 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. HNuxexTHpaHe Ha JIEKAPCTBOTO

° 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.

OrcTpanere kanavero (¢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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®durypa 3

Omnpere npeaBapUTEHO HATbJIHEHATA MUCAJIKA B KOKATA U sl IPUTHCHeTe (BUKTE PUrypu 4 n
5) 6e3 1a 3axBamaTe KOKHA I'bHKA.

LMNUHOBD,

®durypa 4
o XBaHeTe yJJOOHO Ipe/IBapUTEIHO HAITbIHEHATA MUCAJKa C e/IHa PhKa HAl CHHUS OYTOH.
o YBepere ce, ye 3eJIeHUAT 00€30MacuTeNeH IUIMHIBDP € CTA0MIICH U € TUIBTHO MIPHIICTTHAN KbM

kokata Bu. Ako MMpEABAPUTCIIHO HAITbJIHCHATA IIMCAJIKa HE € cTrabuaHa 1Mo BpEMEC Ha MHIKCKIIUA,
PUCKYBATC J1a OT'bHCTC UIJIATA.

L HE SaXBamaﬁTe KOXXHa I'bHKa, 3a Ja M30EerHETE HEBOIHO HapaHsBaHC C Urjara.
L HE ZLOKOCBaﬁTG WM HATUCKANTE CHHUS 6YTOH, AOKATO ONPEACIIATC MO3ULIUATA HA
MMPEABAPUTECIIHO HAITbJIHCHATA ITHCAJIKa BbPXY KOKaTa Bu.
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Qurypa 5

IIputncHeTe oTBOpEeHMsI Kpail Ha MpeIBapUTEIHO HAITbIHEHATa MHUCaJIKa 10 KOXKaTa CU O
mpaB sI'ba1 (90 Tpagyca). [lpunoxeTe qoCTaTHYHO HATHCK, 32 J]a C€ TUTh3HE 3EICHUST
o0e30macuTeNneH IUIMHIbP HAarope 1 Ja ce 3aIbp>KU B MPO3pavyHoTO nokpurue. CaMo mo-
HIMPOKAaTa YacT OT 3eJIeHHsI 00e30MacuTeNleH IMINHABD 0CTaBa U3BBH MPO3PAYHOTO MIOKPHUTHE.
HE nartuckaiite ciaAsS OYTOH JOKATO 3€JIEHUAT 00€30MacuTelleH IIFIINHABP HE Ce ILTb3HE
H3IAJIO B ITPO3PAavYHOTO IMMOKPUTHE. Haruckanetro Ha cHHHSA 6yTOH mpeau 3CJICHUAT
00e30macuTeNeH IUINHIBP Ja € IPUTHCHAT KbM KOXaTa MOXKE /1a I0BeJIe 10 OBpea Ha
MUcakara.

HNmxexTupaiite 0e3 aa 3axBamiare KOJKHa T'bHKA.

HartucHere 6yToHA, 32 1a HHIKEKTHPATE JIeKapcTBOTO (BHKTE 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 MHXXEKTUpaHeTo. He Hatuckaiite OyToHa, ako ITpeIBapUTETHO HATBITHEHATA 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 HATHCKalTe 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 MUCAIKATA, J0OKATO He YyeTe BTOPO ,ipakBane“ (Bu:kre ¢purypa 8). Tosa
00MKHOBEHO 0THEMA 0KO0J10 3 10 6 cCeKYH/IH, HO MO3Ke 1a OTHeMe 10 15 cexyHam, 3a 1a yyerte
3ByKa Ha BTOPOTO ,,IIPaAKBaHe®.

Odurypa 8

o IMpoabikere 1a NPUTHCKATE MPEIBAPUTETHO HATBJIHEHATA MUCAIKA B KOKATA, JOKATO
He YyeTe BTOPO ,,li[paKkBaHe* (K0eTo MoKa3Ba, Ye HHKEKTHPAHETO € NMPHKIIOYHIIO 1
HIJIATA Ce € BbPHAJIA B PeIBAPUTETHO HANbJIHEHATA MUCAJIKA).

o OTI[p’LHHCTC MMPEABAPUTCIIHO HAITBJIHCHATA IMHUCAJIKA OT MACTOTO HAa MHKCKTUPAHE.

. 3a0enexkka: AKO HE 4yeTe BTOPOTO ,,IpaKkBaHe u3vakaire 15 cekyHau ciell MbpBOTO
HATHCKaHe Ha OyTOHA U CJIeJ] TOBA OTJAPBITHETE MUCATKATA OT MICTOTO HA MHKEKTUPAHE.

4. CJie MHKEKTHPAHETO

N3non3BaiiTe naMyk UM MapJisi

. Ha Ms1cTOTO Ha HHKEKTUPAHETO MOKE J1a CE€ TIOSIBH JIEKO KbPBEHE MIIM MAJIKO KOJIMUYECTBO
Te4yHOCT. ToBa € HOpMaJHO.

o HpI/ITI/ICHeTe MACTOTO Ha MHKCKTHUPAHE C TaMYK WJIM MapJid U 3aAPBHXKTE B IPOABJIDKCHUE HA
10 cexynam.

o AKO € He0OX0JIMO, MOXKETe J1a TIOKPHETE MSCTOTO Ha MH)KEKTHUpPaHEe C MajKa JIeTIeHKa.

. He pa3rpusalite koxara.

ITpoBepeTe MPO30PYETO — KBJAT HHANKATOP MOKA3BA, Y€ NMPUI0KEHHETO € MPABUIHO (BHIKTE

¢purypa 9)

. JKbATUAT UHAMKATOD € CBBP3aH ¢ OyTaJ0TO Ha MPEABAPUTEIHO HAITbJIHEHATA MHCAIKa. AKO
JKBJITHAT UHIAUKATOP HE CE € TI0Ka3all Ha IPO30pYETO, OYTAIOTO HE CE € MPUIABIKHIIIO IPABHIIHO
U HHKEKTHPAHETO HE CE € ChCTOSIIO.

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.
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Kent
MHOMKATOp

P

®durypa 9

H3xBBpIasiHe HA IPeIBAPUTETHO HANTbJIHEHATA MUcaiaka (BukTe 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

179



JlncroBka: undopmanus 3a norpeduTeNs

Simponi 50 mg uH:KeKIUOHEH Pa3TBOP B NMPEIBAPUTETHO HATbJIHEHA CIIPHHIIOBKA
roauMymad (golimumab)

IIpoyereTe BHUMAaTEIHO LsJIATa JIMCTOBKA, IIPEIH Aa 3all04YHeTe 12 IPUJIaraTe ToBa JeKapcTBo,

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 nekap, dpapmaneBT 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

U Wb

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

IIpu neua, Ha B3pacT 2 FOAMHM M MO-TOJIEMH, SIMPONI ce U3Io0JI3Ba 3a JICUCHNE Ha
HOJINAPTHKYJIAPECH FOBSHUIICH HIMONIATHYCH apTPHT.

Simponi OG51okupa JIeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMop-HekpoTu3upai dakrop 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

VIIIEpO3HUST KOJUT € BB3MAIUTEIHO 3a00IsBaHe Ha uepBaTa. AKO UMaTe yIIEepO3eH KOJIHT,
IbPBOHAYAIHO 1e By ObaT naneHu Apyru iekapceTBa. AKO T3 JeKapeTBa HSIMAT JOCTaThYHO J0OBP
edekr npu Bac, 3a neyenue na Bamero 3abonsBane nie Bu npeamumar Simponi.

MonmapTuKyJIapeH I0BeHHJIEH HIHONATHYEH APTPUT

[TonmmapTuKyapeH I0BEHWICH UINONATHYCH apTPHUT € BB3MAIUTEIHO 3a00IsBaHe, KOSTO MPUYNHSBA
cTaBHa OO0JIKa M [TOyBaHe MpH Aela. AKO UMaTe MOIHAPTUKYJIapeH IOBEHUIIEH HIHOTIaTHIEH apTpHT,
BpBO 11e By ObaT MpUiIoKeHu IpyTH JieKapcTBa. AKO HE ce TOBIHSBATE JOCTATHYHO OT TE3H
JeKkapcTBa, e Bu 0bae mpuitoxken Simponi, B KOMOUHAIHS C METOTPEKCAT 3a JICYCHHE Ha
3a00JISIBAHETO.

2. Kaxgo TpsiOBa 1a 3HaeTe nmpeau aa n3noJ3sarte Simponi

He n3noassaiite Simponi

o AKko cTe anepruyHu (CBPbXUYBCTBUTEIHN) KbM TOIMMYyMa0 MM KbM HSKOSI OT OCTaHAJINTE
ChCTaBKH Ha TOBA JIEKApCTBO (M30pOCHHU B TOUKA 6).

o Ako umare tyoepkymnosa (Th) unmu nmpyra 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. CuMmnromute Ha HHQEKIHS BKIIOYBAT TIOBUIIICHA TEMIIEpaTypa,

KallUTHILIA, 3a1yX, TPUIIONOI00HN CUMIITOMH, JHAPHs, KOXKHHU PaHH, IPOOJEMH ChC 3bONTE WU MTapeHe

[IpH ypUHHUPAHE.

o [To BpeMe Ha JIe4eHHETO ChC Simponi MOXKE J1a CTe MO-TI0IaTJINBU KbM Pa3BUTHE HA HHEKITHH.

° Mudexnnnte MOXKe 11a ce pa3BUAT MO-ObP30 U Aa ca Mo-TeKKU. OCBEH TOBa HAKOU CTapH
WH(EKIIUN MOXeE JIa CE MOSIBSIT OTHOBO.
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Ty6epkynosa (TF)

HezabaBHo yBenomeTe Bamus nekap, ako o BpeMe Ha JISYEHHETO WIIH CIIE]] HETO Pa3BUETE

cumntomu Ha Th. Cumnromute Ha Th BKITIOYBAT ynopuTta Kanuiuia, 3aryda Ha Teriio, ymopa,

MOBUIIIEHA TEMIIEpaTypa WIK HOIIHU U3MOTSIBAHUS.

. Psinko ca moknanasanu cinyyan Ha T npu nanueHTH, JeKyBaHH ChC Simponi,
BKJIIOUUTEIIHO TP MAIMEeHTH, KOUTO ca nMpueMaiu Jiekapctsa 3a Th. Bamust nekap 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 ¢ O6oseH i 6onemysan ot Th.

o Axko Bammst nekap mpeneHu, ue cTe U3J0KeH! Ha TOBUIICH PUCK OT pa3Butue Ha Th,
MIPeIN /1a 3alovHeTe Ja M3MoI3BaTe Simponi MoXke Jja Ob/IeTe JIEKyBaHH C JIEKapCcTBa 3a
Thb.

Bupyc na xenamum B

o VYBenomere Bamms nekap, ako cTe HOCUTENN Ha BUpyca Ha Xenatut B wim ako uMmare,
WM CTE UMaJH XenaTut B, nmpeau 1a 3anoynere jedyeHne cbe Simponi.

o YBenomere Bamms nekap, ako cMsATarte, 4e CTe 3aCTpalieHu OT 3apa3sBaHe ¢ BHpyca Ha
xemarut B.

° Bammust nekap e Bu nzcnenpa 3a xenarut B.

o [Tpu manmenTH, KOUTO ca HOCUTENIH Ha BUpYyca Ha XemaTUT B, nedeHnero ¢ HHXUOUTOpH

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 nHxuOuTop Ha TNF, prucksT 1a pa3suere numdom mwin
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-BHCOK OT CPEIHUS PUCK 32 PAa3BUTHE Ha JTUMQOM.

Ipu Hsixom nena u roHoIIH, JekyBaHu ¢ TNF-01okepu ca ce pa3Bwin pakoBH 3a00IsBaHus,
BKJIFOUUTEITHO HETUITMYHH BUJIOBE pak, KOUTO B HAKOU CITyYau ca JOBEJH 10 CMBPT.

B penxu cny4an npu nanuenTtH, npuemaniu Apyru TNF-6iokepu, e HaOmogaBan oco0eH u
TEXbK TUI TUM(POM, HapeueH xenaronueHaneH T-kierpueH 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
unu 6-mMepkanTonypul. MubopMupaiite Barus jgekap, ako mpreMaTe a3aTHONPUH WU
6-MepKanTomypHH €JHOBPEMEHHO ChC Simponi.

[NamuenTHTe C TEXKa IEpCUCTUPAIla aCTMa, XPOHUYHA 00CTPYKTHBHA OestoipobHa borect
(XOBB) nnu TexKUTE MyIayd 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
ChpleYHA HENOCTATHUHOCT IpH JieueHne ¢ maxuburopu Ha TNF, BkirounTeHo 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
Jia € 4acT OT TSUTOTO. BarmaT nekap 1me ped ganu Tpsosa ga Bu ce mpumara 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 HAKOe 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
OB/IaT MOCTABEHU TI0 CXeMa MPEH 1a Ce TPITOKH Simponi, aKO € Bb3MOKHO.

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 npenopwuBa ynorpebara Ha Simponi npw Jiena Ha Bb3PacT MoJ[ 2 TOIUHHU C MOJUAPTHKYIapeH
IOBEHUIICH UMOTIATHYCH apTPUT, THil KaTO HE € POYYBaH MPH Ta3u rpyra MareHTH.

Jpyru nexkapcrBa u Simponi

o WNudopmupaiite Barms jgekap wim (papMaieBT, ako U3II0JI3BaTe, HACKOPO CTE M3MOI3BAIH U
€ Bb3MOJXKHO JIa U3M03BaTe APYTH JICKApCTBa, BKIIOUYUTEITHO BCHYKH JPYTH JIEKapcTBa 3a
JICYCHUE HAa PEBMATOUJICH apTPHT, OJUAPTUKYJIAPEH IOBEHWICH UAMONATUYCH apTPUT,
TICOPUATHYCH aPTPUT, AaHKUJIO3UPAIIl CIIOH/IWINT, HEPEHTICHOTpa()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 M30POCHHUTE 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 Mecelia cje MocieiHaTa MHKEeKIHs Ha Simponi. Simponi TpsioBa
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 moBnusiBa B Masika CTENEH COCOOHOCTTA BH J1a 1odupate u 1a U3M0a3BaTe 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 npeaBapuTeTHO HAITbJIHEHA
CIIPHHIIOBKA.
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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.

Koaxo Simponi ce mpuiara
PeBmarounieH apTpUT, ICOPUATUYCH aPTPUT U AKCUAICH CIIOHMIIOAPTPUT, BKIIOYUTEITHO
QHKWJIO3UPAIL] CTIOHMIUT M HEPEHTreHOrpadCKU aKCHaIeH CIOHHIOAPTPUT:

. [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 moBede ot 100 kg, nozara moxe na 6pae mosumena Ha 100 mg

(C’BH’Bp)KaHI/IeTO Ha 2 NpeaABAPUTCIIHO HAITBJIIHCHU CHpI/IHHOBKI/I), IMPUJIOKCHU BEAHDBIK
MECCYHO Ha €1Ha U ChIIa JaTa.

[TonuapTuKynapeH I0BEHWIEH HIUONATUYCH apTPUT IIPU AeLa Ha Bb3PacT 2 FOAMHHU U IO-TOJIECMH.

. [1pu manueHTy ¢ TeIecHo Terio Hai-manko 40 Kg mpermopbunTentara g03a € 50 mg npunoxeHa
BEJIHBK MECEYHO Ha €JlHa U ChIlla 1aTa BCEKU Mecell. [Ipu manueHTu ¢ TenecHo Terao mo-Maiko
ot 40 kg e nanuuna 45 mg/0,45 ml npenBapuTeiHO HAITBIHEHA UCAJIKA. Bamust gekap e
OIIpeJieJiv MpaBUiIHATA 1034 32 YIoTpeda.

. I'oBopete ¢ nekapst Bu, npenu npuiioxeHue Ha 4eTBbpTaTa qo3a. Jlekapar Bu me npeuenu
JIAJTA J1a IPOBJDKUTE JISYEHHETO ChC Simponi.

VYauepo3eH KOJIUT
o TabnuuaTa no-10y NoKa3Ba Kak 00MUaiiHoO 1e IpremMarte ToBa JIEKapCTBO.

Hauano Ha neuenuero Hauannaa no3a ot 200 mg (chappikaHueTo Ha 4 MPEABAPUTEITHO
HABJIHEHU CIIPUHIIOBKH) mocienBaHo oT 100 mg (chAbpIKaHUETO Ha
2 peJIBAPUTEIIHO HATBJIHEHHU CITPUHIIOBKH) 2 CEIMUIIN MO-KBCHO.

[Mommbpikalio geueHne . IMpu nammentu ¢ teruo nox 80 kg, 50 mg (chabpkanneTo Ha
1 nmpeaBapuUTETHO HATBIHEHA CIIPUHIIOBKA) 4 CEIMHULIN CIIE]T
nocyiegHOTO Bu ieueHue, ciien TOBa Ha BCEKH 4 CEIMULIH.
Bamusr nexap moxe aa pemu na npeanuiie 100 mg
(cbappkaHueTo Ha 2 MPeBAPUTEIHO HAITBIHEHH CIIPUHIIOBKH),
B 3aBUCHMOCT OT TOBa, KakK ce MOBJIHsIBaTe 0T Simponi.

. ITpu manuentu ¢ terio 80 Kg wiu moseue, 100 mg
(cbappxkaHueTo Ha 2 MPeIBAPUTEIHO HAITBITHEHH CIIPUHIIOBKH )
4 cenmuIM cief ocaeaHOTO Bu neuenue, cies ToBa Ha BCEKU

4 ceqMUIIN.
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-MaJIKO 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 A03a BeaHara CJjicq

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 HeKeTaHU PeaKIuu

KakTo BcH4KH JiekapcTBa, TOBA JIEKAPCTBO MOXKE Ja TIPSIU3BHKA HEXKETaH! PEaKIMHU, BHIIPEKH Ye HEe
BCEKH TH Ioiy4aBa. [Ipy HAKOM MarMeHTn MOXKe Ja Ce Pa3BUST CEPHO3HU HEXKEIAHHU PEaKInu, KOUTO
Hajarar JieueHrue. PUCKBT OT 1osiBa Ha Olpe/ieNieHH HeXeTaH! PeaKIiy € MO-TOJSIM TIPH 1032 OT

100 mg B cpaBHeHue ¢ 103a oT 50 mg. Hexxenanu peakiyy Morat Jja ce pa3BUSAT H 10 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
MolyBaHe Ha JIUIETO, YCTHUTE, yCTaTa Wi I'bPIOTO, KOETO MOXKE 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 3200JIsIBaHe HA HEPBHATA CHCTEMa KaTO MHOKeCTBEHA CKJiepo3a (psaako). CUMIITOMHUTE HAa
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.

. ChbpAeYHa HeIOCTATHYHOCT (PAAKO0). CHMIITOMUTE Ha ChpAE€YHA HEIOCTATHYHOCT MOTAT Jia
BKJIFOYBAT 33JyX WIH MOAYyBaHE Ha Xxonaunara Bu.

. NPHU3HALM HA HAPYIICHUS HA HMYHHATA CHCTEMA, HAPEYCHHU !

- aynyc (psinko). CHMITOMHUTE MOTaT Ja BKIIIOYBAT CTaBHA OOJIKa MJIM OOPUB 110 Oy3HTE
WIN PBIIETEe, KOWTO € 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 IO KOXKAaTa U 3aMbIJICHO 3PCHHE.

Bb3NajleHHe HA MAJIKHTe KPbBOHOCHHU ChA0Be (BacKyJauT) (paako). CHuMOTOMUTE MOTAT /1a

BKJIIOYBAT IOBUIIICHA TEMIIEpaTypa, Ti1aBo0oiue, 3aryba Ha Terio, HOIHYU U3MOTIBaHsI, 0OPUB

¥ HEBPOJIOTUYHH MTPOOJIEMH KaTO U3TPHIIBaHE MM MpaBydKaHe.

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 ekap, ako 3a0eIeKUTe HIKOU OT H30POCHUTE CUMITTOMU.

IIpu npuno:xkenne Ha Simponi ca HA0TI0aBAHU CJIIHUTE JOMBJIHUTETHN HEKeJTAHU PeaKkum:
MHoOro YecTu HeXxellaHH peakiny (MoXKe J1a 3acerHart moseye ot 1 Ha 10 aymm):

WHdexuuy Ha TOPHUTE AUXATEIHHU ITBTHLIA, Bb3MAJICHUE HA T'BPIIOTO, Ape3ras IJ1ac, Xpema

YecTr HEXKEJIaHU peakuuu (Moxe na 3acersHar 1o 1 Ha 10 gymm):

[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,
KpBbBOHACsIaHe, ChpPOEK, U3TPHIIBAHE U JIPA3HEHE)

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 Hexenanu peakumu (Mosxe na 3acertgar a0 1 ga 100 gymmn):

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 TpomOonuTHTE

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 HexxenaHu peakiuu (Moke aa 3acersat 10 1 va 1 000 gymm):

HeBBb3MOXKHOCT Ha KOCTHHS MO3bBK J1a IPOM3BEXK/1a KPBBHH KIETKU
CunHo HamaiteH Opoii Ha OenruTe KPEBHU KIETKH

Wudexnns Ha cTaBUTE WITH HA THKAHUTE OKOJIO TAX

3abaBeHO 3apacTBaHe Ha paHU

Br3nanenue Ha KPPBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTraHU
JleBkemust

Menanom (BH[I pak Ha KOXKaTa)

Mepxken-kineTbueH KapiuHOM (BT PaKk Ha KOXKaTa)

.HI/IXGHOI/I,I[HI/I peaknnn (C'bp6$[]ll YCPBCHUKABO-JINJIAB KOKCH 06pI/IB W/WIIH HUIIKOBHUAHU CHBO-

OenM TMHUY BHPXY JIUTaBHIIUTE)

JIrocmecra, momenia ce Koxka

Hapyiienns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE JIa 3acerHar OeiuTe IpoOoBe, KoKaTa u
nuMQHUTE BB3IM (Hali-4ecTo MPOsIBEHN KaTO CApKOUI03a)

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:

Psbk THI pak Ha KpBBTA, 3acsralll IpeJIMMHO MIIaJIM Xopa (XenaToymeHaneH T-KieTh4eH
numMpom)
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o CapkoM Ha Kanomm-psiaxo cpemias pak, CBbp3aH ¢ HHPEKIHS C YOBEIIKH XepIeceH BUPYC 8.
Capkom Ha Kamomy Haii-4ecTo ce cperia o ¢popmaTa Ha MypILypHH U3MEHEHUS BbPXY
KOXKara.

. Biromrapane Ha 3a00BaHe, HAPEUEHO ,,IEPMATOMHO3UT (KOETO CE MPOSBABA KATO KOKEH
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
CHOOILIaBaHE B!

W3nbpHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato cpolmiaBate HexXelnaHu peakiuy, MOKETe Ja AajieTe CBOsI IPUHOC 3a MOoJy4YaBaHe Ha MTOBeUe
nH(pOpPMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce cpXpaHsBa Ha MSCTO, HEJIOCTBITHO 3a Jela.
o He n3nomn3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOTHOCT, OTOETISI3aH BHPXY €THKETA CIIe

,»EXP* 1 BbpXy KapTOHEHAaTa OMaKoBKa cies ,,l'omen 10:“. CpoKbsT Ha TOMHOCT OTrOBaps Ha
MOCJIEIHUS JCH OT IMTOCOYCHHUS MECEIl.

o Ja ce cbxpanspa B xnamuiHuk (2°C — 8°C). [la He ce 3ampa3siBa.

o ChxpaHsiBaiiTe IPeIBAPUTEITHO HAITBIHEHATA MICAJIKa B KAPTOHEHATa OMaKOBKa, 3a J1a ce
npeJnasy OT CBET/IMHA.

o ToBa jlekapCcTBO MOKE Ja Ce ChXPaHsABa ChIO M3BHH XJIaJHIHUKA, IPH MAaKCHMAITHA

Temmneparypa 1o 25°C, enHokpartHo 3a ieproa 10 30 JHH, HO HE U Clie]] [aTaTa Ha M3THYaHe Ha
I'bPBOHAYAJIIHUSA CPOK HA TOJHOCT, HalleyaTaH BbPXY KApTOHEHATa onakoBka. Hanumere HoBUs
CPOK Ha FOIHOCT BbPXY KapTOHEHATa OIMIaKOBKA, BKIIFOUUTEITHO JIeH/MeCel/ToinHa (He IoBeve
ot 30 aHu, cie]] KaTo JIEKapCTBOTO € M3BAJICHO OT XJIaAuiHKUKa). He BpbiaiiTe ToBa JeKapCTBO
00paTHO B XJIaIMTHUKA, CJIE/l KaTo € JOCTHIHAJIO CTaliHa Temiieparypa. M3xBbpiere ToBa
JIEKapCTBO, aKO He Ob/Ie M3MOJI3BAaHO B PAMKHUTE Ha HOBHSI CPOK HA TOJJHOCT MITH CPOKA Ha
TOJIHOCT Halle4aTaH BbPXY ONAKOBKATa, B 3aBUCHMOCT OT TOBA KOii € MO-paHEH.

L4 He u3non3paiite ToBa JICKapCTBO, aKO 33.66JIG>KHT6, Y€ pa3TBOPHT HE € 6I/IC’I"I>p J0 CBCTIIOXBJIT,
Y€ € MBTCH WM ChbAbpiKa YK YaCTUIU.
L4 He HSXB’LpHHfITe JICKApCTBATA B KaHAJIM3aluATa WU B KOHTefIHepa 3a JOMAIlIHM OTIIadbIIN.

[Momuraiite Bamus nekap win ¢papMaieBT Kak Jia U3XBbPJIUTE JIEKapCTBaTa, KOUTO Beue He
uznoinseare. Te3n MepKH I1ie CIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA Cpefa.

6. ChabpikaHue HA ONMAKOBKATA U JOMbJIHUTENHA HHoOpManus

KakBo cbabp:xa Simponi

o AKTHBHOTO BEIIECTBO € ronuMymad. EjHa nmpeaBapuTeIHo Hamrb/iHeHa cripuHIioBka ot 0,5 mi
cpabppka S0 mg romumyman.
. Hpyrute cberaBku ca: copouron (E420), XUCTHINH, XUCTHIUTHOB XUAPOXIOPH]T MOHOXHIPAT,

nosmcop6ar 80 ¥ BoJa 3a MHKEKIMH. 3a JOIBJIHUTEIHA HH()OPMALIUSI OTHOCHO COPOUTOI
(E420), BuxTe TOuKa 2.

Kak n3rue:xxga Simponi 1 KaKBO CbAbpPAa ONMMAKOBKaTa

Simponi ce T0cTaBs KaTO HHXKEKIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIHCHA CIPUHIIOBKA 32
eIHOKpaTHA yroTpeda. Simponi ce JOCTaBs B OMAKOBKH, ChIbPKAIIH 1 TIpeIBapuUTEITHO HAITBIHCHA
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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 pa3pellieHHETO 32 YNIOTPe®a U MPOU3BOIUTE]
Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden

Hunepnannus

3a AonbAHUTENHA HHPOPMAITUS OTHOCHO TO3H JICKAPCTBEH MPOJYKT, MOJIS, CBBPXKETE CE C TOKATHUS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHETo 3a YIoTpeoa:

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 lt@its.jnj.com

Boarapust Luxembourg/Luxemburg

»JkoHChH & J[xoHChH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 1464 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: +49 2137 955 955 Tel: +3176 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

EMada Osterreich

Janssen-Cilag ®apuakevtiky) Movorpdomnn Janssen-Cilag Pharma GmbH

A.E.B.E. Tel: +43 1 610 300

TnA: +30 210 80 90 000

Espaiia Polska

Janssen-Cilag, S.A. Janssen-Cilag Polska Sp. z o.0.

Tel: +34 91 722 81 00 Tel.: +48 22 237 60 00

contacto@its.jnj.com
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France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@IJNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvbmpog

Bapvépoc Xatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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
Janssen_safety slo@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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIEAHO Mpepasriiexkaane Ha JucroBkara 10/2024

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o JiekapcrBata http://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeJlaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKHA
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 o0yyeHmue.

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-mony (Buxre urypa 1) e mokasaHo Kak U3rIeKIa IPEABAPUTEIHO HATbIHEHATA
CIPUHIIOBKA.

6yTano  cyo6u Ha npegnasutens xopnyc
Ha ur|naTa KOHTPOMHO NPo30pYe Kanaye Ha urnata
g
EXP {§ () %m
| % 7
fnasa Ha 6yTanoro CTP@HWLI Ha NpeanasuTens eTuKeT wrna
Ha urnata
Ourypa 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, CTPAHUIIUTE HA MPEMA3UTENs 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
NIPaBUJIHU
o Axo no3ara Bu e 50 mg, e B3eMeTe eaHa NpeIBapUTEeNIHO HAITbJIHEHA CIPUHIIOBKA OT
50 mg
o Axko nozara Bu e 100 mg, e B3emeTe ABe MpeABAPUTETHO HATBITHEHH CITPHHIIOBKU OT
50 mg u e TpsAOBa a cu HATPABUTE JIBE HHXKEKIMH. 30epeTe 1Be pa3inyHu MeCTa 3a
T€3W MHXEKIMHU (Hamp.eIHaTa HHXEKIH B IICHOTO Oeapo, a ApyraTa B JIIBOTO Oenpo),
KaTO MOCTABUTE HHXEKIIUUTE €JTHA CIIe]| 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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IIpoBepere cpoka Ha roaHoOCT (BH:KTE purypa 2)

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIKM 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.

Ourypa 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 MHHYTH, Ha MACTO, HEAOCTBITHO 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 CBETIIOXKBITA. Pa3TBOPBT MOXKeE Jja ce M3M0JI3Ba, aKO ChABPKa MAJIKH MIPO3PAaYHU HITH Oeln
NPOTENHOBU YaCTHIIH.

o AKO mpe3 KOHTPOIHOTO MPO30pUe HE MOXKETE Ja BUANTE TEUHOCTTA, XBAHETE MPEABAPUTEIHO
HaIThJIHEHATa CIPUHIIOBKA 33 KOPITyca U BbPTETE KalmayeTo Ha UIJIaTa, JIOKaTo He BHIUTE
TEYHOCTTa B KOHTPOJIHOTO Tpo3opue (BuxTe durypa 2).

He u3nosn3Baiite npeaBapuTeIHO HAIbIHEHATA CIPUHIIOBKA, aKO TEYHOCTTA € C Pa3iiuyueH LBSAT, MbTHA

WIN ChIBPIKa IMO-TOJIEMH YacTUIM. AKO 3a0eNexuTe MoJ00H0 Hello, 00bpHeTe ce KbM Barms ekap

i (hapMareBT.
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2. M36upane u MOATrOTBsIHE HA MSICTOTO 32 HHKEKTHPaHe (BH:XKTe purypa 3)

. JlexkapcTBOTO OOMKHOBEHO C€ MHXKEKTHPA II0 IpeaHaTa IOBbPXHOCT B CpeHATA YacT Ha
oenpara.

. Moske fa ce MHJKEKTHPA U B TOJIHATA YacT Ha KOpeMa I10 ITbIla, ¢ U3KIIOYCHHE Ha 30HATa
MPUOIM3UTEITHO 5 CM IO/ IbIIA.

° He cu nHxekTupanTe JIeKapcTBOTO B 30HH, B KOUTO KOXKaTa € 0oJie3HEeHa, C KPbBOHACSIaHu,
3ayepBeHa, JIIoNIenIa ce, yIThTHeHA WITH ¢ OeJe3H U CTPUH.

. AKO ca HEOOXOUMH HIKOJIKO MHXEKIUH, HHKEKIMUTE TPAOBa 1a Ce IMPHIaraT Ha pa3jindyHu

MECTa Ha TAJIO0TO.

/

<=7\

Ourypa 3
M36upaHe HA MSICTOTO HA MH)KEKTHPaHe OT 0oJiHOIIeaay (BHKTe Gurypa 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 ObJIe MH)KEKTUPAHO Ha BCUYKU yKa3aHU MECTa,

He3aBHUCHMO OT Barata KOHCTPYKIUA WIN TEJIOCIOKECHUE.

o &y

\K "!\

Odurypa 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 Kanavero Ha Hrjara (BuxTe purypa 5)

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.

®urypa 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

¢urypa 6).

®durypa 6

o WmxeKkTupaiTe MUI0TO KOJIUYECTBO OT JIEKAPCTBOTO, KATO HATUCKaTe OyTajioTo 10TOraBa,
JIOKATO rilaBata My 3aCTaHe MEX/y CTPaHHIIMTE Ha MPOTeKTopa Ha uriaTa (Bmwkre durypa 7).




o Koraro u30yraTe OyTanoTo A0 Kpaii, U3TerjeTe Uriiata OT KoXkKaTa, JOKATO B CHIIIOTO BpeMe
IpPOIbDKABATE Ja HATHCKATe OyTaloTO, M IyCHETe KOXKHATa I'bHKA (BKTE (hurypa 8).

Ourypa 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 cexkynam.

. AKO € HEO0X0IMMO, MOYKETE JIa IIOKPUETE MACTOTO HA MHIKEKTUPAHE C MaJIKa JICTICHKA.

He pasrpusaiite koxara.

H3xBbpIieTe NpeIBapUTETHO HATbJIHEHATA CIPHHIIOBKA (BUKTe 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 uH:KeKIHOHEH PAa3TBOP B MPEIBAPHUTEIHO HATbJIHEHA MHCAIKA
roauMymad (golimumab)

IIpoyerere BHUMATEIHO LsJIaTa JJUCTOBKA, IPEIM A2 3aM04YHeTe Ja NMpUjarare ToBa JIeKapcTBo,

TBhH KaTo TS ChbABbPKa BaxHa 32 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

U Wb

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] ¢akrop 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
edekr npu Bac, 3a neyenue Ha Bamero 3a0onsBane nie 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
ChCTaBKH Ha TOBA JIEKApCTBO (M30pOCHH B TOUYKA 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 MEAULMHCKA CecTpa, IIPeu J1a U3MoJ3BaTe Simponi.

Undexnnun

YBenomere He3abaBHO Bamus nekap, ako Beue uMarte Uik pa3BUETe CHMITOMH Ha HHEKIHS 1O

BpEMe Ha JIeYeHUeTo cbC Simponi. CuMOTOMHUTE Ha MH(EKLIKS BKIIOYBAT [TOBUIIEHA TEMIIEPaTypa,

KallUIHIIA, 3a/1yX, TPUIIONOI00HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJEMH ChC 3bONTE WU MTapeHe

IIpU ypUHUPAHE.

o ITo BpeMe Ha Jle4eHUETO chc Simponi MOXKe JIa CTe MO-MOJIATIUBH KbM pa3BUTHE HA HH(EKIINH.

o WNHadexnmnTe MOXKe J1a ce pa3BUsT M0-0bP30 U Jia ca Mo-Texku. 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
O6mn B OJTM3BK KOHTAKT ¢ 6oseH win 6onenysain ot Th.

. Axo Bammsr nexap npeneHu, ye cTe U3J10KeHH Ha TIOBUIIIEH 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 Bammst nekap, ako cTe HOCUTENW Ha BUpyca Ha Xenatut B uinu ako umare,
WM CTE MMAaJK XenaTtut B, mpeau na 3amovnere jiedyeHne cbe Simponi.

. YBenomere Bammst nekap, ako cMsTare, 4e CTe 3acTpallieHu OT 3apa3siBaHe C BUpyca Ha
xenatur B.

° Bamust nexap me Bu u3cneasa 3a xenarur B.

. [Ipu marueHTH, KOUTO Ca HOCUTENIHM HA BUpYyCa Ha XenaTut B, neueHnero ¢ nHXHOUTOpU

Ha TNF, xaro Simponi, Moke 1a JOBele 10 peaKTHUBAIHA Ha BUPYCa, KOSTO B HIAKOU
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 CPEeIHUs PUCK 32 Pa3BUTHE Ha JTUM(OM.

. [Tpu HAKOM nema u PoHOMIH, JiekKyBaHu ¢ TNF-O1okepu ca ce pa3BHiIN pakoBH 3a00JIIBaHHUSA,
BKJIIOUUTCIIHO HETUIIMYHU BUAOBE PAK, KOUTO B HAKOU ClIy4an Ca OOBCIN 1O CMBPT.

o B penxu cnyuyan npu manmedTn, npuemariu Apyru TNF-6mokepwu, e HaOmromaBaH ocoOeH U

TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kierbueH auMpom. [loBedero ot Te3n
MAIMEeHTH ca OWJIM FOHOIIM I MIIaJ Mbxke. To3u TN pak 0OMKHOBEHO BOJIU IO CMBPT.
[TouTu BCcHYKH OT TE3W MAMEHTH ca IPUEMANIH CHINO JIEKAPCTBA, M3BECTHH KAaTO a3aTHONPUH
uiu 6-mMepkanTonypu. MHbopMupaiite Barms jekap, ako nmpreMaTe a3aTHONPUH WU
6-MepKanTomypHH €THOBPEMEHHO ChC Simponi.

o [ManeHTHTE € TEKKA MEPCUCTHpPAIIA aCTMa, XPOHIHYHA 0OCTPYKTHUBHA OenojpoOHa Gosect
(XOBBb) nnmu TexXKHUTE MyIIavyu MOXe JIa 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.

o Hsikou manneHTH, JeKyBaHU ¢ TOJIMMyMal, ca pa3BHIIM OIIPEIETIeHN BUIOBE PaK Ha KOXKaTa.
Kaxxere Ha Bammmst nexap, ako 1o BpeMe WU CIIe/] TepaInsiTa ce MOSIBAT HAKaKBU IPOMEHH BB
BHJIa HAa KOXKaTa WIH 00pa3yBaHUs 1O KOXKAara.

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 chOOIIEHNS 3a pa3BUTHE Ha HOBA MJIM BJIOIIAaBaHE HA CHIECTBYBAIla 3aCTOHHA
ChpACYHA HEJOCTATHYHOCT MpH JeueHne ¢ naxubutopu 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
BKJIIOYBAT IIPOMEHH B 3pEHHETO, CIa00CT B PBIETE U KpaKaTa, U3TPHIIBAHE WM MpaBydKaHE B KOSTO U
Jla € 4acT OT TsUI0To. Bamusr nekap mie pemm ganu TpsioBa 1a Bu ce npuara 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 M30POCHHUTE 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 MPEeU3BUKAT HHPEKIMUA. AKO CTe MOydaBaid Simponi, TOKaTo
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 TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHo e na undopmupare nekapst Ha Barero 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 npenopsusa yrotpedara Ha Simponi 100 mg npu nena u roromu (mox 18 roauam).

Jpyru nexkapctBa u Simponi

. WNudopmupaiite Bamms nexap nin papmareBT, ako U3MOI3BATe, HACKOPO CTE M3MOI3BAIH HITH
€ Bb3MOXKHO J1a U3II0/I3BaTe APYIH JIEKAPCTBA, BKIFOUUTEIIHO BCUUKH JPYTH JIEKAPCTBA 32
JIe4YeHUE Ha PEBMATOUCH apTPUT, IICOPUATUYECH aAPTPUT, AaHKWIIO3UPALLl CIIOHAVIINT,
HEPEHTIeHOTPaCKU aKCHAJICH CTIOHAUIOAPTPUT UIIH YIILIEPO3EH KOJIHUT.

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 M30pOeHUTE 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,
JIOKATO ce JIEKyBaTe U MoHe 6 Mecelia cie/ MocieHaTa HHKeKIus Ha Simponi. Simponi tpsioBa
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 nmoenusBa B Majka CTereH crocodHocTTa By a modupare u 1a 3Moi3BaTe HHCTPYMEHTH
WM MallliHA. BBhIpekn ToBa cie/ mpuiokKeHne Ha Simponi MOXe Jja ce TIOSIBH 3aMaliBaHe. AKO TOBa
ce ciy4H, He modupaite 1 He N3MOI3BATe HHCTPYMEHTH WIIM MAIllUHH.

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.

HenoHOCHMOCT KbM COPOUTOII
Toga nexapctBo cbappika 41 mg copoutosn (E420) BBB Besika MpeIBAPUTEITHO HATBIIHEHA MTHCANKA.

3. Kak n1a uznoassare 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.

Kouaxo Simponi ce mpuiiara
PeBMaTOI/IHeH apTpuUT, ICOPHUATHYCH aPpTPUT U aKCHUAJICH CIIOHANUJIOAPTPUT, BKIIFOUHUTCIIHO
QHKWIJIO3UPAIL] CTIOH/IMIIUT ¥ HEPEHTIeHOrpadCKU aKCHANICH CIIOHIHIOapPTPHUT:

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 Obze nmouineHa Ha 100 mg

(C’LZL’Lp)KaHI/ICTO Ha 1 NpEABAPUTCIIHO HAITBJIHCHA HI/ICEUIKa), MPUITOKCHU BEAHBIK
MCECCYHO Ha €1Ha U ChbIIa JarTa.

VYiiepo3eH KOIUT
. Tabmumara mo-A0Iy moKa3Ba Kak 0OMYaiHO e MpHUeMaTe TOBa JEKapCTBO.
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Hauano na neuenuero Havamna no3a ot 200 mg (ChABpKaHUETO HA 2 TIPEABAPUTEITHO
HaITBITHEHU THCAJKH), TTocheaBana ot 100 mg (ChappikaHUeTo Ha
1 npenBapUTEIHO HAITBIHEHA MHCAJIKA) 2 CEIMUITU MTO-KBCHO.

[Mopnbprkaiio neyeHue . IMpu marnwmentu ¢ terso mox 80 kg, 50 mg (3a aa ce nprnoxu
Ta3u 7032 Ce U3M0JI3Ba NPEABAPUTEITHO HAITBIHCHA THCAJIKA WU
MIpeaBapUTEIHO HAIThIHEHA CIIPHHIIOBKA 0T 50 MQ) 4 ceaMuIn
clie/l oceTHOTO By nedenue, cie ToBa Ha BCEKU 4 CEIMUIIH.
BamusT nexap Mmoxe aa pemu aa npeanuire 100 mg
(cpabppxkanueTo Ha | MpeaBapuTEIHO HAITBIHCHA TUCAJIKA), B
3aBHCHUMOCT OT TOBa, KaK ce IOBJIHABATE OT SiIMpPOoni.

. [Tpu mammenTn ¢ Terno 80 kg nm mosede, 100 mg
(ceabppxkanueTo Ha | MpenBapUTEIHO HAIThTHEHA ITHUCAITKA)

4 cemmuIy cien nociaenHotTo Bu nedeHue, ciuen ToBa Ha BCEKU

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 o6aue Moxe J1a peluTe, 4e MoXKeTe caMy Jia CH HHKeKTuparte 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
JIUCTOBKA.

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 € TI0-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 MEJUIIMHCKA CecTpa.

4. Bb3MOKHU He:KeJIaHU peakunu

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'OJIAM IIPH 103a OT
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100 mg B cpaBHeHue ¢ 1032 oT 50 mg. Hexxenmanu peakiiuu Morat Jja ce pa3BHT U JI0 HIKOIKO 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.

3200JisIBaHe HA HEPBHATA CHCTEMa KAaTO MHOKeCTBeHA CKJiepo3a (psiako). CUMIITOMHUTE Ha

3a00JIIBaHE Ha HEPBHATA CCTEMa MOTaT Jia BKJIFOUBAT IPOMEHH B 3pEHHUETO, C1a00CT 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.

ChpleYHa HeI0CTATHYHOCT (PsiaKo). CUMIITOMUTE Ha ChPACYHA HEJIOCTATHYHOCT MOTAT Ja

BKJIIOYBAT 3a/1yX WM MOyBaHe Ha Xoauiara Bu.

NMPU3HAIM HA HAPYIIEHHUS HA UMYHHATA 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
TErI0, OOPUBH 0 KOXKATa U 3aMBIIICHO 3PCHHE.

Bbh3NajleHHe HA MAJIKHTE KPHBOHOCHHU ChA0Be (BacKyJauT) (paako). CHUMITOMUTE MOTAT Jia

BKITIOYBAT TOBHUIIIEHA TEMIIEpaTypa, T1aBo0oIue, 3aryda Ha Terio, HOITHYU U3IOTIBaHs, 0OpUB

1 HEBPOJIOTUYHHM MTPOOJIEMHU KAaTO U3TPBIIBAHE MJIM MpPaByUYKaHE.

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). CUMOTOMUTE 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.

IIpu npuioxkeHue Ha Simponi ca HAOJII0TABAHM CJIHUTE TOMbJIHUTETHN HEKeJAHU PeakIum:
MHoOro 4ecTy HeKENaH!u peakluu (Moxe J1a 3acerdart rmosede ot 1 Ha 10 gymm):

Mudexnnn Ha TOPHUTE TUXATEITHN THTHUINA, BB3MAJIEHUE Ha THPIIOTO, APE3TaB riac, Xpema

YecTH HEXEIIAHU peakinu (Moxke 11a 3acerHat Ao 1 Ha 10 aymm):

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

Ilo3uTHBEH KpBBEH TECT 3a JTYILYC

AJIepTUYHU paKIUH

Jlomo xpanocMunane

bonka B cromaxa

I'anene

['pun

Bbponxur

Wndexums Ha cUHyCcHTE

Xeprmec

IloBueHo KPBBHO HaNsATaHe

[ToBuiiena Temmneparypa

ActMa, 3a1yX, XpUNTEHE

Hapymenns Ha ctomaxa 1 yepBaTa, KOUTO BKJIIOUBAT Bh3MaJIEHUE HA JIUraBUIaTa HAa cTOMaxa u
ne0enoTo YepBo, KOETO MOXKE [la IPUYMHU BHCOKA TeMIIeparypa
Bosnika u s13Bu B ycTaTa

Peakium Ha MSICTOTO HAa MHXKEKTHpaHe (BKIIOYHTEIHO 3a4epBsIBaHe, YIUTbTHABaHE, OOJKa,
KpBbBOHACsIaHe, ChbpOeK, U3TPBIIBAHE U JIPA3HEHE)

Kocomag

OO0puB u cppOex Ha KOXKaTa

be3cpHuE

UyBCTBO Ha MOTUCHATOCT

UyBcTBO Ha cimabocT

CuynBaHe Ha KOCTH

HuckomdopT B 001acTTa Ha TPBAHAS KOII

Heuectn Hexxenanu peakimu (Moxe 1a 3acerHat a0 1 Ha 100 aymm):

brOpeuna nHdpekus

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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Hapymenus Ha yepHus apo6
Hapymenus Ha repaute
MeHcTpyanTHu HapyLIeHHS

Penxu Hesxenmanm peaximu (Moxe aa 3acersar 1o 1 Ha 1 000 qymm):

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 KapIMHOM (B paK Ha KoxKaTa)

JluxeHoOUTHY peakIuu (ChpOsIT YepBEHUKABO-IHIIAB KOXKEH OOPHUB M/WJIM HUITKOBUIHN CHBO-
Oeny TMHUW BBPXY JIUTaBULIUTE)

JIrocmecra, mromenia ce Koxka

Hapymenns Ha IMyHHaTa CHCTEMa, KOUTO MOXeE J]a 3aceTHAaT OennTe IpoOoBe, KoxKara U
JUM(PHUTE BB3JTH (HaH-4eCTO MPOSBEHHU KaTo 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:

Psagpk TN pak Ha KpbBTa, 3acsralll IpeAXMMHO MIaau Xopa (XenaTonveHane 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 IypIlypHH H3MEHEHUS BBPXY
KO>KaTa.

BromiaBane Ha 3a00Js1BaHe, HAPEUCHO ,,IEPMATOMHO3UT™ (KOETO Ce MPOSBSIBA KATO KOXKEH
00puB, IPUIPYKEH OT MYCKYJIHA cI1a00CT)

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOJTyunTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIMK, yBeroMeTe Barus nekap, hapManeBT Win
MCIUIMHCKA CeCTpa. ToBa BKII0UBa BCUYKH BH3MOKHHM HEOMMCAHU B Ta3H JIMCTOBKA HEXKEIaHU
peaknuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 32
ChOOIIaBaHE B:

HU3nmenauTenHa arcHuus 110 JICKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codust

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Karo cpobiaBare HexxenaHu peakiy, MOXKETe Jja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBEYe
MH(OPMAIU OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

Kak na cexpansipame Simponi

CobxpansBaiiTe TOBA JEKapCTBO HA MSICTO, HEOCTBITHO 32 Jela.

He uznon3Baiite TOBa JIEKapCTBO ClIE] CPOKA HA TOJHOCT, OTOEA3aH BEPXY €TUKETa CIIe
,,EXP* 1 BEpXy KapTOHEHATa OTMaKOBKa ciexn ,,['omex 10:“. CpoKbsT Ha TOMHOCT OTIOBaps Ha
MOCJIEHUA JISH OT TTOCOYCHHUSI MECeIl.

Ma ce cbxpansea B xnaguiHuk (2°C — 8°C). [la He ce 3ampa3siBa.
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o CoxpaHsBaiiTe MpeABAPUTEITHO HATbJIHEHATA MUCAKa B KAPTOHEHATa OMAaKOBKa, 3a J1a ce
npeanasy OT CBET/IMHA.

o ToBa JlekapCcTBO MOXKeE Jla C€ ChXPaHABA CHINO M3BBH XJIAMIHUKA, TIPH MaKCHMAaJTHA
Temreparypa 1o 25°C, emHokpatHo 3a ieproa 10 30 JHH, HO HEe U ClIe]] aTaTa Ha M3THYaHe Ha
TBPBOHAYATHUS CPOK Ha TOJHOCT, Hame4YaTtaH BbPXy KapTOHEHATa OnmakoBka. Hamuiere HOBHS
CPOK Ha TOJHOCT BbPXY KapTOHEHATA OMAKOBKA, BKIFOUUTEIHO JAeH/MecelyToanHa (He moBeye
ot 30 aHu, cien KaTo JIEKapCTBOTO € M3BAJICHO OT XJIaJiiaHnKa). He BpbiiaiiTe TOBA JIEKapCTBO
00paTHO B XJIQJMJIHKUKA, CJIE/ KaTO € JOCTUTHAJIO CTaiiHa TeMiieparypa. M3xBbpiere ToBa
JICKapCTBO, aKO He Ob/Ie M3MOJI3BAHO B PAMKUTE HA HOBHS CPOK Ha TOJHOCT WJIM CPOKa Ha
TOJIHOCT HAleYaTaH BbPXY OMAaKOBKATa, B 3aBHCUMOCT OT TOBA KO¥i € 1Mo-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 (l)apMaL[eBT KaK J1a U3XBBPJIUTE JICKAPCTBATa, KOUTO BEYC HC
u3noa3pare. Te3u MCPKHU 1€ CIIOMOIrHaT 3a OI1a3BaHC HAa OKOJIHATa Cpcaa.

6. Cbm)pmalme Ha OnMaKOBKaTa M J0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cpabp:xa Simponi
AKTHUBHOTO BEIIECTBO € TonuMyMad. EnHa mpeaBapuTenHoO HarbiIHeHa nucainka oT 1 ml ceabpka
100 mg ronmmmymas.

Hpyrute cberaBku ca: copouron (E420), XUCTUINH, XUCTHIMHOB XUAPOXIOPH] MOHOXUPAT,
noarcopOar 80 1 BoJa 3a MHKEKITHH. 3a TOMBJIHUTETHA HHopMalms oTHocHO copouton (E420),
BIDKTE TOYKA 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.

Hp](lTe)KaTeJ'l Ha Pa3peiieHuETo 3a yHOTpeﬁa U IMIPOU3BOAUTEI
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOITBJIHUTECIIHA I/IH(I)OpMaHI/ISI OTHOCHO TO3U JICKAPCTBCH MPOAYKT, MOJI, CBHPKETE CE€ C JIOKATTHUA
NpPEICTaBUTEN HAa PUTEKATENS 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 lt@its.jnj.com

Buarapus Luxembourg/Luxemburg
»lKOHCBH & J[oHCchH bearapus” EOO/] Janssen-Cilag NV

Tem.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
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Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EXLGda

Janssen-Cilag ®oppakevtiky Movorpocmnn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 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 hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.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 1610 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
Janssen_safety slo@its.jnj.com

Slovenské 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



Konpog Sverige

Bopvapog Xattnmovayng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija ~ Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOCJIEIHO Mpepasriie;kaane Ha JuctoBkara 10/2024

ITonpoOHa mH(pOpManHs 3a TOBaA JIEKApCTBO € IpeJ0cTaBeHa Ha yeOcaiita Ha EBporieiickaTa areHIus
o JiekapcrBaTa http://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeJlaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKHA
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 o0yyeHmue.

B Te3u unCcTpyKUMH:

1.

2.
3.
4

[TonroToBka 3a M3MOJI3BaHE HA TPEJIBAPUTEIIHO HAITBIIHEHATA TTHCATKA
N30upaHe ¥ MOATrOTBSIHE HA MSCTOTO 33 MH)KEKTUPAHE

WuxekTupaHe Ha JIGKapPCTBOTO

Crre MH)KEKTUPAHETO

Ha nuarpamara mo-mony (Buxre urypa 1) e mokasaHo Kak U3rIeKIa IPEABAPUTEIHO HATbIHEHATA
IHcalka ,,SmartJect®,

3eneH KOHTPOJTHO NOBAWrHaTa 4acTt
oDezonacuTened nposopuye Ha DyToHa
UMNHHOBP

fJataHa
U3THYaHe
33INTHA npo3payHo Ha Cpoka

Kanayka | nenewka NOKpUTHE Ha rogHOCT

Ourypa 1
IMoaroroBka 3a M3MOJI3BaHE HA MPeIBAPHTEHO HANTBJIHEHATA MUCAJIKA

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 CATKHA
IIpoBepeTte mpenBapuTETHO HAITBITHEHUTE THCAJIKH, 32 JIa CE YBEPUTE, Ue

Bposr npenBapuTeHO HAITBIHEHH MUCAJIKH U KOJIMUYECTBOTO aKTHBHO BEIIECTBO HA 1032 ca
NIPaBUITHA
o Axko nozara Bu e 100 mg, e B3emere mpeBapUTEIHO HAITBIHEHA nucaika ot 100 mg
o Axko gozara Bu e 200 mg, e B3emeTe ABe MpeABAPUTETHO HATBITHEHH MTHCAIKH OT
100 mg u me TpsiOBa Jla cu HaINpaBUTE JIBE HHXKEKIWU. V30epeTe pa3nuyHu MecTa 3a Te3n
WHXKEKLUH KaTo MOCTaBUTE MHXEKIUUTE €/IHA CIIe]l IpyTa.
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IIpoBepere cpoxa Ha ToOAHOCT

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIKM 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 Hello, 00bPHETE C& KbM
Bamus nexap uinu papmarienr.

2. W36upane 1 MOATOTBsIHE HA MSICTOTO 32 HHIKEKTHPaHe (BHKTe (purypa 2)

o JlexapcTBOTO MOXKE J1a C€ MHIKEKTHUpA 110 IIpeJHaTa IIOBbPXHOCT B CpeiHaTa 4yacT Ha Oezpara.

o Moske a ce HHKEKTHpa B KOpeMa I10]] ITbI1a, ¢ M3KII0UEHNE Ha 30HaTa MPUOIM3UTETHO 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

®urypa 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. HNuxexTHpaHe Ha JIEKAPCTBOTO

° 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.

OrcTpanere kanavero (¢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 MMpEABApUTECIIHO HAITbJIHCHATA MMCAJIKa, aKO CTC A U3IyCHAJIHN, CJIC KaTO

KalTlaykaTa € MaxHaTa. AKO TOBa ce CJIy4uH, MOJIs, CBBPIKETE CC C Bamms JICKap Wi (bapMaueBT.
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®durypa 3

Omnpere npeaBapUTEHO HATbJIHEHATA MUCAJIKA B KOKATA U sl IPUTHCHeTe (BUKTE PUrypu 4 n
5) 6e3 1a 3axBamaTe KO’KHA I'bHKA.

®Qurypa 4
o XBaHeTe yJ00HO MpeBapUTEITHO HAITbIHEHATA [TUCAJIKa C €/IHA PbKa HA/l CHHUS OYTOH.
o VYBepere ce, 4e 3eJICHUAT 00€30IaCUTENIEH IIHHABD € CTA0MIICH U € IUTbTHO IPHIIETTHAT KbM

koxkata Bu. Ako NpeABAPUTCIIHO HAITBJIHCHATA MMCAJIKA HC € cTaOMIIHA 10 BpPEMC Ha MHIKCKIIUA,
PUCKYBATE Aa OIr'bHETEC UIJIaTa.

L HE 3aXBamaﬁTe KOXXHa I'bHKa, 3a J1a H30ErHeTe HEBOIHO HapaHsBaHC C Urjara.

L HE HOKOCBaﬁTG WM HATUCKANTE CHHUS 6YTOH, AOKATO OMPCACIIATC MO3ULIUATA HA
MMPEABAPUTECIIHO HAITbJIHCHATA ITHMCAJIKa BbPXY KoOKaTa Bu.
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Qurypa 5

IIputncHeTe oTBOpEeHMsI Kpail Ha MpeIBapUTEIHO HAITbIHEHATa MHUCaJIKa 10 KOXKaTa CU O
mpaB sI'ba1 (90 Tpagyca). [lpunoxeTe qoCTaTHYHO HATHCK, 32 J]a C€ TUTh3HE 3EICHUST
00e30macuTeNeH IUIMHIbP HAarope 1 Ja ce 3aIbpKU B IPO3pavyHOTO nokpurre. 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 ITPO3PAavYHOTO IMMOKPUTHE. Haruckanetro Ha cHHUSA 6YTOH npeau 3CJICHUAT
o0e30macuTeNneH IUIMHIBP a € IPUTHCHAT KbM KO)KaTa MOJKe J1a I0BeJe O oBpea Ha
nycakara.

HNmxexTupaiite 0e3 aa 3axBamiare KOJKHa T'bHKA.

HartucHere 6yToHA, 32 1a HHIKEKTHPATE JIeKapcTBOTO (BHKTE 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 CMHMA OYTOH, 3a J1a
3amovHeTe HHKEeKTUpaneTo. He Hatuckaiite OyToHa, ako ITpeIBapUTETHO HATBITHEHATA MTHCATKa
He € MPUTHUCHATA J00pe KbM KOKATa 1 00€30IaCUTEIHUAT ITUINHIBP HE CE ILTH3HE B
MPO3PAYHOTO MOKPUTHE.

[llom e HaTUCHAT, OyTOHBT II€ OCTaHE MOTHHAJ, TAKa Y€ HE € HeOOXOIUMO Jia MPOIbIDKaBaTe Aa
ro HaTHCKaTe.

Axko Bu ce cTpyBa, 4e OyTOHBT c€ HATHCKA TPYIHO, HE TO HATHCKalTe 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 MUCAIKATA, T0OKATO He YyeTe BTOPO ,iipakBane“ (Bu:kre ¢purypa 8). Toa
00MKHOBEHO 0THEMA 0K0JI0 3 /10 6 ceKyH/IM, HO MO2Ke 1a oTHeMe 10 15 cexkyHam, 3a Aa yyere
3ByKa Ha BTOPOTO ,,IIPaAKBaHe®.

Ourypa 8

o Ipoabikere 1a NPUTHCKATE MPEIBAPUTETHO HAMBJIHEHATA MUCATKA B KOKATA, JOKATO
He YyeTe BTOPO ,,lIPaKBaHe* (K0eTo MOKa3Ba, Ye MHKEKTHPAHETO e NPUKJIIYNJIO0 U
UIJIaTa Ce € BbPHAJIA B PeIBAPUTETHO HAITbJIHEHATA MUCAJIKA).

o OTxopbIiHETE NpeIBaPUTENTHO HAITBJIHEHATA MHCANIKA OT MACTOTO Ha MH)KEKTUPAHE.

o 3abenexka: AKO HE dyeTe BTOPOTO ,,IpaKkBaHe’’ m3dakanTe 15 cekyHau ciell mbpBOTO
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 KOJIMYECTBO
Te4HocT. ToBa € HOpMAaITHO.

o [IputrcHeTe MACTOTO HA MH)KEKTHpaHe ¢ MaMyK WM Mapiis U 33IpHKTE B MPOIBIDKEHHIE Ha
10 cexynam.

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
MHOMKATOp

P

®durypa 9

H3xBBpIasiHe HA IPeIBAPUTETHO HANTbJIHEHATA MUcaiaka (BukTe purypa 10)

o HezabaBHO u3xBBpIieTe NMHUCANKATa B CIICIIMAITHO KOHTEHHEp 3a ocTpH oTnaabiu. Korato
KOHTEHHEepa ce HaI'bJIHH, TO U3XBbpPJIETE, KATO CE€ YBEPUTE, Y€ CIa3BaTe TOYHO HHCTPYKLUUTE
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

—

Odurypa 10
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JlncroBka: undopmanus 3a norpeduTeNs

Simponi 100 mg nH:KeKNHOHEH Pa3TBOP B MPeABAPHTEIHO HATbJIHEHA CIPHHIIOBKA
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 H3II0JI3Ba
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

U Wb

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] ¢akrop 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
edekr npu Bac, 3a neyenue Ha Bamero 3a0onsBane nie 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
ChCTaBKH Ha TOBA JIEKApCTBO (M30pOCHH B TOUYKA 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. CuMNTOMHUTE Ha MH(EKIKS BKIIOYBAT [TOBUIIEHA TEMIIEPaTypa,

KallUIHIIA, 3a/1yX, TPUIIONOI00HN CUMIITOMH, JUAPHs, KOXKHU PaHH, TPOOJEMH ChC 3bONTE WU MTapeHe

IIpU ypUHUPAHE.

o ITo BpeMe Ha Jle4eHUETO chc Simponi MOXKe JIa CTe MO-MOJIATIUBH KbM pa3BUTHE HA HH(EKIINH.

o WNHadexnmnTe MOXKe J1a ce pa3BUsT M0-0bP30 U Jia ca Mo-Texku. OCBEH TOBa HAKOHM CTapu
MH(EKIUN MOXKeE J1a CE MOSABSAT OTHOBO.

Tybepkynosa (Th)

HezabaBHo yBenomeTe Bamus niekap, ako 1o Bpeme Ha JISYSHUETO WIIH CIIe]] 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
O6mn B OJTM3BK KOHTAKT ¢ 6oseH win 6onenysain ot Th.

. Axo Bammsr nexap npeneHu, ye cTe U3J10KeHH Ha TIOBUIIIEH 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 Bammst nekap, ako cTe HOCUTENW Ha BUpyca Ha Xenatut B uinu ako umare,
WM CTE MMAaJK XenaTtut B, mpeau na 3amovnere jiedyeHne cbe Simponi.

. YBenomere Bammst nekap, ako cMsTare, 4e CTe 3acTpallieHu OT 3apa3siBaHe C BUpyca Ha
xenatur B.

° Bamust nexap me Bu u3cneasa 3a xenarur B.

. [Ipu marueHTH, KOUTO Ca HOCUTENIHM HA BUpYyCa Ha XenaTut B, neueHnero ¢ nHXHOUTOpU

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 CPEeIHUs PUCK 32 Pa3BUTHE Ha JTUM(OM.

. [Tpu HAKOM nema u PoHOMIH, JiekKyBaHu ¢ TNF-O1okepu ca ce pa3BHiIN pakoBH 3a00JIIBaHHUSA,
BKJIIOUUTCIIHO HETUIIMYHU BUAOBE PAK, KOUTO B HAKOU ClIy4an Ca OOBCIN 1O CMBPT.

o B penxu cnyuyan npu manmedTn, npuemariu Apyru TNF-6mokepwu, e HaOmromaBaH ocoOeH U

TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kierbueH auMpom. [loBedero ot Te3n
MAIMEeHTH ca OWJIM FOHOIIM I MIIaJ Mbxke. To3u TN pak 0OMKHOBEHO BOJIU IO CMBPT.
[TouTu BCcHYKH OT TE3W MAMEHTH ca IPUEMANIH CHINO JIEKAPCTBA, M3BECTHH KAaTO a3aTHONPUH
uiu 6-mMepkanTonypu. MHbopMupaiite Barms jekap, ako nmpreMaTe a3aTHONPUH WU
6-MepKanTomypHH €THOBPEMEHHO ChC Simponi.

o [ManeHTHTE € TEKKA MEPCUCTHpPAIIA aCTMa, XPOHIHYHA 0OCTPYKTHUBHA OenojpoOHa Gosect
(XOBBb) nnmu TexXKHUTE MyIIavyu MOXe JIa 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.

o Hsikou manneHTH, JeKyBaHU ¢ TOJIMMyMal, ca pa3BHIIM OIIPEIETIeHN BUIOBE PaK Ha KOXKaTa.
Kaxxere Ha Bammmst nexap, ako 1o BpeMe WU CIIe/] TepaInsiTa ce MOSIBAT HAKaKBU IPOMEHH BB
BHJIa HAa KOXKaTa WIH 00pa3yBaHUs 1O KOXKAara.

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 ¢ naxubutopu 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
BKJIIOYBAT IIPOMEHH B 3pEHHETO, CIa00CT B PBIETE U KpaKaTa, U3TPHIIBAHE WM MpaBydKaHE B KOSTO U
Jla € 4acT OT TsUI0To. Bamusr nekap mie pemm ganu TpsioBa 1a Bu ce npuara 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 M30POCHHUTE 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 npenopsuBa yrorpedara Ha Simponi 100 mg npu nena u roHomu (mox 18 roawam).

Jpyru nexkapctBa u Simponi

. WNudopmupaiite Bamms nexap nin hapmareBT, ako U3MOI3BaTe, HACKOPO CTE M3MOI3BAIH HUITH
€ Bb3MOXKHO J1a U3II0/I3BaTe APYIH JIEKAPCTBA, BKIFOUUTEIIHO BCUUKH JPYTH JIEKAPCTBA 32
JIe4YeHUE Ha PEBMATOUCH apTPUT, IICOPUATUYECH aAPTPUT, AaHKWIIO3UPALLl CIIOHAVIINT,
HEPEHTIeHOTPaCKU aKCHAJICH CTIOHAUIOAPTPUT UIIH YIILIEPO3EH KOJIHUT.

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 M30pOeHUTE 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,
JIOKATO ce JIEKyBaTe U MoHe 6 Mecelia cie/ MocieHaTa HHKeKIus Ha Simponi. Simponi tpsioBa
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 nmoenusBa B Majka CTereH crocodHocTTa By a modupare u 1a 3Moi3BaTe 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 MPpE€ABApPUTCIIHO HAITbJIHECHATA 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) BBB BCsika peABapUTEITHO HAIThIIHEHA
CIPUHIIOBKA.

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.

Kouaxo Simponi ce mpuiiara
PeBMarouieH apTpHT, TICOPUATHYCH aPTPUT U AKCHAJICH CIIOHIMIIOAPTPUT, BKIFOYUTEITHO
QHKWJIO3UPAIL] CTIOH/IWIIUT M HEPEHTIeHOrpadCKU aKCHANICH CIIOHIHIOaPTPHUT:

° 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 0bae mosuireHa Ha 100 mg

(C’BZL’Bp)KaHI/ICTO Ha 1 NpEABAPUTCIIHO HAITBJIHCHA CHpI/IHL[OBKa), IMPUJIOKCHU BEHDBIK
MECCYHO Ha €1Ha U ChIIa JaTa.

VYmepo3eH KoauT
o Tabmuriara mo-A01y moka3Ba Kak 00MYaifHO Ie MpUeMaTe TOBa JEKapCTBO.
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Hauano na neuenuero Havamna no3a ot 200 mg (ChABpKaHUETO HA 2 TIPEABAPUTEITHO
HaITBTHEHU CIPUHIIOBKH ) rTocienBano ot 100 mg (chabpikaHUeTo Ha
1 npeBapUTEIHO HANBIHEHA CIIPUHIIOBKA) 2 CEJMUIIM MO-KBCHO.

[Mopnbprkaiio neyeHue . IMpu marnwmentu ¢ terso mox 80 kg, 50 mg (3a aa ce nprIoxu
Ta3" 7032 Ce U3M0JI3Ba NPEABAPUTEITHO HAIThIHECHA MHCAJIKA WU
MIpeIBapUTEIHO HAIThIHEHA CIIPHHIIOBKA 0T 50 MQ) 4 ceaMuIn
clie/l oceTHOTO By nedenue, cie ToBa Ha BCEKU 4 CEIMUIIH.
BamusT nexap Mmoxe aa pemu aa npeanuire 100 mg
(ceappxkanueTo Ha | MpeaBapUTEIHO HAITBIHEHA CIIPUHIIOBKA),
B 3aBHCHMOCT OT TOBa, KaK ce ITOBIIKsABATE OT Simponi.

. [Tpu mammenTn ¢ Terno 80 kg nm mosede, 100 mg
(ceappxkanueTo Ha | MpeIBapUTEIHO HAITBIHEHA CIIPUHIIOBKA)
4 cemmuIy cien nociaenHotTo Bu nedeHue, ciuen ToBa Ha BCEKU

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
JIUCTOBKA.

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 € TI0-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. Bb3MOKHU He:KeJIaHU peakunu

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'OJIAM IIPH 103a OT
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100 mg B cpaBHeHue ¢ 1032 oT 50 mg. Hexxenmanu peakiiuu Morat Jja ce pa3BHT U JI0 HIKOIKO 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.

3200JisIBaHe HA HEPBHATA CHCTEMa KAaTO MHOKeCTBeHA CKJiepo3a (psiako). CUMIITOMHUTE Ha

3a00JIIBaHE Ha HEPBHATA CCTEMa MOTaT Jia BKJIFOUBAT IPOMEHH B 3pEHHUETO, C1a00CT 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.

ChpleYHa HeI0CTATHYHOCT (PsiaKo). CUMIITOMUTE Ha ChPACYHA HEJIOCTATHYHOCT MOTAT Ja

BKJIIOYBAT 3a/1yX WM MTOyBaHe Ha Xoauiara Bu.

NMPU3HAIM HA HAPYIIEHHUS HA UMYHHATA 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
TErI0, OOPUBH 0 KOXKATa U 3aMBIIICHO 3PCHHE.

Bbh3NajleHHe HA MAJIKHTE KPHBOHOCHHU ChA0Be (BacKyJauT) (paako). CHUMITOMUTE MOTAT Jia

BKITIOYBAT TOBHUIIIEHA TEMIIEpaTypa, T1aBo0oIue, 3aryda Ha Terio, HOITHYU U3IOTIBaHs, 0OpUB

1 HEBPOJIOTUYHHM MTPOOJIEMHU KAaTO U3TPBIIBAHE MJIM MpPaByUYKaHE.

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). CUMOTOMUTE 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.

IIpu npuioxkeHue Ha Simponi ca HAOJII0TABAHM CJIHUTE TOMbJIHUTETHN HEKeJAHU PeakIum:
MHoOro 4ecTy HeKENaH!u peakluu (Moxe J1a 3acerdart rmosede ot 1 Ha 10 gymm):

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

Ilo3uTHBEH KpBBEH TECT 3a JTYILYC

AJIepTUYHU paKIUH

Jlomo xpanocMunane

bonka B cromaxa

I'anene

['pun

Bbponxur

Wndexums Ha cUHyCcHTE

Xeprmec

IloBuIeHO KPBBHO HaNSATaHe

[ToBuiiena Temmneparypa

ActMa, 3a1yX, XpUNTEHE

Hapymenns Ha ctomaxa 1 yepBaTa, KOUTO BKJIIOUBAT Bh3MaJIEHUE HA JIUraBUIaTa HAa cTOMaxa u
ne0enoTo YepBo, KOETO MOXKE [la IPUYMHU BHCOKA TeMIIeparypa
Bosnika u s13Bu B ycTaTa

Peakium Ha MSICTOTO HAa MHXKEKTHpaHe (BKIIOYHTEIHO 3a4epBsIBaHe, YIUTbTHABaHE, OOJKa,
KpBbBOHACsIaHe, ChbpOeK, U3TPBIIBAHE U JIPA3HEHE)

Kocomag

OO0puB u cppOex Ha KOXKaTa

be3cpHuE

UyBCTBO Ha MOTUCHATOCT

UyBcTBO Ha cimabocT

CuynBaHe Ha KOCTH

HuckomdopT B 001acTTa Ha TPBAHAS KOII

Heuectn Hexxenanu peakimu (Moxe 1a 3acerHat a0 1 Ha 100 aymm):

brOpeuna nHdpekus

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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Hapymenus Ha yepHus apo6
Hapymenus Ha repaute
MeHcTpyanTHu HapyLIeHHS

Penxu Hesxenmanm peaximu (Moxe aa 3acersar 1o 1 Ha 1 000 qymm):

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 KapIMHOM (B paK Ha KoxKaTa)

JluxeHoOUTHY peakIuu (ChpOsIT YepBEHUKABO-IHIIAB KOXKEH OOPHUB M/WJIM HUITKOBUIHN CHBO-
Oeny TMHUW BBPXY JIUTaBULIUTE)

JIrocmecra, mromenia ce Koxka

Hapymenns Ha IMyHHaTa CUCTeMa, KOUTO MOXe Jla 3acerHaT OennTe IpoOoBe, KoxKara U
JUM(PHUTE BB3JTH (HaH-4eCTO MPOSBEHHU KaTo 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:

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 IypIlypHH H3MEHEHUS BBPXY
KO>KaTa.

BromiaBane Ha 3a00J1s1BaHe, HAPEUCHO ,,IEPMATOMHO3UT™ (KOETO Ce MPOSBSIBA KATO KOXKEH
00puB, IPUIPYKEH OT MYCKYJIHA cI1a00CT)

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOJTyunTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIMK, yBeroMeTe Barus nekap, hapManeBT Win
MCIUIMHCKA CeCTpa. ToBa BKII0UBa BCUYKH BH3MOKHHM HEOMMCAHU B Ta3H JIMCTOBKA HEXKEIaHU
peaknuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 32
ChOOIIaBaHE B:

HU3nmenauTenHa arcHuus 110 JICKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codust

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Karo cpobiaBare HexxenaHu peakiy, MOXKETe Jja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBEYe
MH(OPMAIU OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

Kak na cexpansipame Simponi

CobxpansBaiiTe TOBA JEKapCTBO HA MSICTO, HEOCTBITHO 32 Jela.

He uznon3Baiite TOBa JIEKapCTBO ClIE] CPOKA HA TOJHOCT, OTOEA3aH BEPXY €TUKETa CIIe
,,EXP* 1 BEpXy KapTOHEHATa OTMaKOBKa ciexn ,,['omex 10:“. CpoKbsT Ha TOMHOCT OTIOBaps Ha
MOCJIEHUA JISH OT TTOCOYCHHUSI MECeIl.

Ma ce cbxpansea B xnaguiHuk (2°C — 8°C). [la He ce 3ampa3siBa.
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o ChxpaHsBaiiTe MpeABAPUTEIIHO HATbIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a J1a Ce
npeanasy OT CBET/IMHA.

o ToBa JlekapCcTBO MOXKeE Jla C€ ChXPaHABA CHINO M3BBH XJIAMIHUKA, TIPH MaKCHMAaJTHA
Temreparypa 1o 25°C, emHokpatHo 3a ieproa 10 30 JHH, HO He U ClIe]] laTaTa Ha M3THYaHe Ha
TBPBOHAYATHUS CPOK Ha TOJHOCT, Hame4YaTtaH BbPXy KapTOHEHATa OnmakoBka. Hamuiere HOBHS
CPOK Ha TOJHOCT BbPXY KapTOHEHATa OMAKOBKA, BKIFOUUTEIHO JAeH/MecelyToanHa (He moBeye
ot 30 aHu, cien KaTo JIEKapCTBOTO € M3BAJICHO OT XJIaJiiaHnKa). He BpbiiaiiTe TOBA JIEKapCTBO
00paTHO B XJIQJMJIHKUKA, CJIE/ KaTO € JOCTUTHAJIO CTaiiHa TeMiieparypa. M3xBbpiere ToBa
JICKapCTBO, aKO He Ob/Ie U3MOJI3BAHO B PAMKUTE HA HOBHSI CPOK HA TOJHOCT WJIM CPOKa Ha
TOJIHOCT HAleYaTaH BbPXY OMAaKOBKATa, B 3aBHCUMOCT OT TOBA KOii € 1Mo-paHeH.

° He usnon3Baiite TOBa JIEKapCTBO, aKO 3a0€JICIKUTE, Ye PA3TBOPHT HE € OUCTBP JI0 CBETIIOKBIIT,
4Ye € MBTeH WIH ChABPKA Ty KT TaCTHIIH.
° He m3xBbpiasiiTe mekapcTBara B KaHATW3AMMATA I B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.

Ilonuraiite Bammus JICKap Wi (l)apMaL[eBT KaK J1a U3XBBPJIUTE JICKAPCTBATa, KOUTO BEYC HC
u3noa3pare. Te3u MCPKHU 1€ CIIOMOIrHaT 3a OI1a3BaHC HAa OKOJIHATa Cpcaa.

6. Cbm)pmalme Ha OnMaKOBKaTa M J0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cpabp:xa Simponi

o AKTHBHOTO BELIECTBO € rojuMymad. EfHa npeaBapuTesiHo HambIHEeHa COpHHIIOBKa 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.

Hp](lTe?KaTeJ'l Ha Pa3pelieHuETO 3a yHOTpeﬁa U IMIPOU3BOAUTEJ
Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden

Hunepnannus

3a JOIThJIHUTECIIHA I/IH(i)OpMaHI/ISI OTHOCHO TO3U JICKAPCTBCH MPOAYKT, MOJI, CBHPKETE CE€ C JIOKATTHUA
NpPEICTaBUTEN HAa PUTEKATENs 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 lt@its.jnj.com

Buarapus Luxembourg/Luxemburg
»lKOHCBH & J[oHCchH bearapus” EOO/] Janssen-Cilag NV

Tem.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
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Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EXLGda

Janssen-Cilag ®oppakevtiky Movorpocmnn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 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 hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.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 1610 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
Janssen_safety slo@its.jnj.com

Slovenské 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



Konpog Sverige

Bopvapog Xattnmovayng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOCJIEIHO Mpepasriie;kaane Ha JuctoBkara 10/2024

ITonpoOHa mH(pOpManHs 3a TOBaA JIEKApCTBO € IpeJ0cTaBeHa Ha yeOcaiita Ha EBporieiickaTa areHIus
o JiekapcrBaTa http://www.ema.europa.eu.
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HUHCTPYKIUU 3A YIIOTPEBA

AKo KeJlaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 0beTe 00y4eHH 0T MeAUINHCKHA
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 o0yyeHmue.

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-mony (Buxre urypa 1) e mokasaHo Kak U3rIeKIa IPEABAPUTEIHO HATbIHEHATA
CIPUHIIOBKA.

6yTano  cyo6u Ha npegnasutens kopnye.

Ha urnata KOHTPOIIHO Npo3opy4e Kana4ye Ha urnata

_LE(_Z |
- R |

S

~JE_L —

{d
= ]
rnasa Ha 6yTanoro CTpaHuuun Ha npegnasutTena eTuKeT urna
Ha urnarta
Ourypa 1
1. MoaroroBka 3a U3Mo/3BaHe HA MPeIBAPUTEHO HATbJIHEHATA CIPUHIIOBKA

XBaHeTe NMpeIBAPUTETHO HATbJIHEHATA CIPUHIIOBKA 32 KOpILyca

o He s xBamaiite 3a riiaBata Ha OyTaJloTO, 32 CAMOTO OYyTaJlo, CTPAHULIUTE Ha MPEANa3uTess 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 HATBIHEHUTE CIPUHIIOBKY, 32 Ja CE YBEpUTE, Ue
o BposiT npenBapuTeTHO HAITBJIHEHH CIIPUHIIOBKH W KOJIMUYECTBOTO aKTHBHO BEIIECTBO HA /1032 ca
NpaBHIHA
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 me TpsiOBa Jla cK HaINpaBUTE JBe HHXKEKIWU. M30epeTe pa3nuyHu MecTa 3a Te3n
WHXXEKIMHA KATO ITI0CTABUTE UHKEKLIMUTE €HA CIEel Apyra.

ITpoBepeTe cpoka Ha roaHOCT (BH:KTE (Urypa 2)

o IIpoBepeTe cpoka Ha rOHOCT, HaleyaTaH WIK HAIIMCAH 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.

229



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.

Ourypa 2

N3yakaiite 30 MUHYTH, 32 12 MO2Ke NIPEeABAPUTEIHO HATbJIHEHATA CIIPUHIOBKA 12 JOCTUTHE

cTaiiHa TeMIepaTypa

o 3a J1a cTe CUTypHH, Y€ JIEKapCTBOTO € MHKEKTHPAHO MPABUIIHO, U3BaJIeTe MPEABAPUTEITHO
HaITbJIHEHATa CIPUHLIOBKA OT KyTHATA U 51 OCTABETE Ha CTaifHa TeMIiepaTypa B IPOABIKCHUE Ha
30 MuHYTH, Ha MSICTO, HEOCTHITHO 32 JIeTia.

He 3aToruisiite mpeaBapuTenHO HAaITbIHEHATa CIIPHHIIOBKA MO HUKAKbB JAPYT HA4MH (HallpuMep B

MHUKpPOBBIHOBA (ypHA HIIH B TOpEIIa BOA).

He cBamnsiite kamayeTo Ha UrilaTa Ha IPEABAPUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA, TOKATO N3YaKBaTe /1a

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 KOHTPOJIIHOTO Mpo3opue (BxkTe Gurypa 2).

He u3non3Baiite nmpeBapuTeIHO HAMTBIHEHATA CIIPUHIIOBKA, aKO TEYHOCTTA € C PA3JIUUCH [BAT, MbTHA

WU ChIIBPrKa MO-TOJIEMH YacTHIH. AKO 3abenexuTe mogo0Ho Helo, 00bpHETE ce KbM Barmms ekap

i (hapmarieBT.

2. H36upaHe ¥ MOATOTBAHE HA MSICTOTO 32 MHKeKTHpaHe (BHKTe durypa 3)

o JlekapcTBOTO OOMKHOBEHO C€ MHXKEKTHPA T10 TIPEHATa TOBBPXHOCT B CPEIHATA YacT Ha
Oenpara.

o Moske J1a ce MH)KEKTHpPa M B IOJTHATA 9acT Ha KOpeMa I0/] ITbI1a, C M3KIFOUCHHE Ha 30HaTa
NPUOTU3UTETHO 5 cm MO/ MbIIa.

o He cu umkexTHpaiiTe TeKapCTBOTO B 30HHU, B KOMTO KOXKaTa ¢ 00JIe3HEHA, ¢ KPbBOHACAIAHUS,

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 TAJIOTO.
= (1
= \ ‘ \
X ﬂ h\

=~

Ourypa 3
N36upane HAa MAICTOTO HA HHKEKTHPaHe OT GoJiHOIIenay (BuKTe 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.

e 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. HNuxexTHpaHe Ha JIEKAPCTBOTO

Kamagero Ha nrnara He TpsOBa /1a ce OTCTpaHsIBa, JOKATO HE CTE TOTOBH JIa CH HHXKEKTUPATE
nexapcTBoTO. JIekapcTBOTO TpsiOBa Ja ce MHXKEKTHpa 10 5 MUHYTH CJIe]l MaXaHEeTO Ha KaradyeTo.

He HOKOCBaﬁTC 6yTaJIOTO, JOKATO MaxaTeC Karady€To Ha vurjarta.

OTcTpaHeTe Kanmavero Ha Urjiara (Bu:KTe 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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A SO

Ilos0keHNe HA MPEABAPUTETHO HATBJIHEHATA CIPHHIIOBKA MPU MHKEKTHPaHe
o XBaHeTe KOpITyca Ha MPeIBapUTEITHO HATBITHEHATa CIPUHIIOBKA MEXY TIOKa3aJera u CPeTHUs
NPBCT Ha €JJHATa CH PbKa U MIOCTAaBETE Mayiela Cu BbPXy OyTaloTo, a ¢ Apyrara cu pbka

BHUMATEIIHO 3aXBaHeTe KOXHa I'bHKA, KOSATO CTE MOYUCTHIIN IpeABapuTenHo. [{pbxTe 5 3apaBo.
B HHATO e1TH MOMEHT He M3TETJISIHTe OyTaloTo.

®urypa 5

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

¢urypa 6).

Ourypa 6

o NmxexTupaiiTe IA7I0TO KOJIMYECTBO OT JIEKapCTBOTO, KATO HaTHCKATe OyTaaoTo JOTOTaBa,
JIOKATO IiiaBata My 3aCTaHe MEXIy CTPaHHIMTE Ha MPOTEKTOpa Ha uriara (BmwxTe Gurypa 7).

o Koraro u30yrate OyTanoTo A0 Kpaii, U3TErJeTe Urilata OT KoxkKaTa, JOKaToO B ChIIOTO BpeMe
MPOIBIDKAaBaTe JIa HaTHCKaTe OyTanoTo, M MyCHETe KOKHATA I'bHKA (BIKTE (urypa 8).
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®urypa 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, CJe MHKEKTHPAHETO

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 ¥ 3aAbP)KTE B MPOIBIDKEHUE Ha
10 cexynam.

o AKO € He0OX0JIMO, MOXKETE J1a TIOKPHETE MSCTOTO Ha MH)KEKTHUpPaHEe C MajKa JeTIeHKa.

He pasrpusaiite koxara.

H3xBBpIieTe NpeIBapuTETHO HATbJIHEHATA CIPHHIIOBKA (BUKTe 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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