HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



V To3u 1lekapCcTBEH MPOIYKT MOIJICKH Ha JOIMBIHUTEIIHO HabmoneHne. ToBa 1ie mo3Boiii 0bp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMaIns OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CTIEIIHAJIFICTH Ce
M3KCKBa JIa ChOOIIaBaT BCsAKA MOI03UPaHa HeKelaHa peakifus. 3a HaurHa Ha ChOOIIaBaHe Ha
HEXEJIaHHU PEaKIMU BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Hukyndra 20 mg uHXEKIIHOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHCHA CIIPUHIIOBKA.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska 0.2 ml mpeaBapuTenHo HarbJIHEHA CIIPUHIIOBKA C €IUHUYHA 1032 ChAbpKa 20 mg
aganmuMymao.

AnmannMymal e peKOMOWHAHTHO YOBEIIKO MOHOKJIOHAITHO aHTHUTSIIO, TPOU3BEIEHO B KIETKH OT
SIMYHUIM HA KUTAHCKU XaMCTEPH.

IToMmommHM BemtecTBa ¢ U3BECTHO IEHMCTBUE:
Bceeku 1 ml cpappixa 1 mg mosmrcopbar 80.

3a IBJIHMSA CIIUCHK HA IIOMOIIHUTE BEIECTBA BIDKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxekoHeH pa3TBop (MHKEKLUA)
Buctbp, Oe31BETCH pa3TBOP.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHHU NOKA3ZAHUS

IOBeHnIEeH HOANOMATHYUEH APTPUT

THonuapmuxynapen o6enuier UOUONAMUYEH aPMPUM

Hukyndra B koMOMHaIus ¢ METOTpEKCaT € IMOKa3aH 3a JICYCHNE Ha aKTHBEH MOJIMAPTUKYIIapeH
IOBEHIICH WAHONATHYEeH apTPUT MPH MAIlMEHTH Ha Bh3PacT HaJ 2 TOMUHHU, TIPH KOUTO OTTOBOPHT KbM
€/IVH WJIH MTO0BEYEe OT MOTU(PHUIIMPAIINTE 3a00ISIBAHETO aHTHPEBMATHYHH JICKAPCTBEHH TPOYKTH
(DMARD) e 6un HenocrarbueH. Hukyndra moxe na ce nmpuiara kato MOHOTepanusi B ClIy4ail Ha
HETMOHOCUMOCT KbM METOTPEKCAT WM KOTaTO MPOABJIKUTEIHOTO JIGUEHUE C METOTPEKCaT €
HETOMXOSMIO (32 eUKaCHOCTTa TIPU MOHOTeparus Bx. Touka 5.1). Hukyndra He e npoyuBan npu
NaIMeHTH Ha Bb3PACT M0A 2 TONUHH.

Apmpum, cevp3aH c enmesum
Hukyndra e nokasan 3a jiedyeHre Ha aKTHBEH apTPHT, CBbP3aH C CHTE3UT, IPY NMAIIMeHTH Ha 6-TOIUIITHA
BB3PACT U MO-TOJIEMH, KOUTO Ca CE TIOBIHUSIIN HEOCTAThYHO WITH UMAT HETIOHOCUMOCT KbM

KOHBEHITMOHAJIHATA Teparnus (BK. Touka 5.1).

IInakaren ncopuasuc NpHv NCAMaTpU9IHM NAINCHTH

Hukyndra e nokasa 3a jie4yeHHe Ha TeKbK XPOHHUCH IUIAKATCH MICOPHA3KUC MPH JIela U IOHOIIN HaJl
4romuIIHa BB3PACT, KOUTO HE Ca CE MOBJIHUSIN TOCTATHYHO MU Ca HETOAXO/SIIH 32 JIOKATHA Teparust
1 (hoTOTEpaINTHH.



Bonect Ha Crohn npu neguarpuyHy ManueHTH

Hukyndra e moka3zan 3a neueHne Ha yMepeHa 10 TeKKa akTuBHa opma Ha Oonectra Ha Crohn mpu
TIeIMaTPUYHY MAIMeHTH (Ha Bh3pacT Haj 6 TOAWHM), IPH KOUTO UMa HEaaeKBaTeH OTTOBOP KbM
KOHBEHIIMOHATHATA TePaIisl, BKIIFOYUTEITHO ITbPBUYHA XPAaHUTETHA TEPAINs M KOPTHUKOCTEPOU/T W/ MK
MMYHOMOJAYAATOP, WK KOUTO UMAT HETOHOCHMOCT KbM WJIM MPOTHUBOIIOKA3aHHUS 32 TE3U TepaInu.

VBeuT 1pu IeIHaTPUIHN HALUEHTH

Hukyndra e noka3zas 3a neueHue Ha XpOHUYCH HEMH(PEKIMO3€eH MPEACH YBEUT MPU NeIUaTPUIHN
NAalMEHTH, HABBPIIWIN 2 TOAUHH, IPU KOUTO MMa HEaZEeKBATeH OTIOBOP MWJIM UMAaT HEIIOHOCUMOCT KbM
KOHBEHLMOHAJIHATA TePaIysl, WK MIPU KOUTO KOHBEHIIMOHAIHATA TEPANUs € HEMOAXOASIIA.

4.2 To3upoBKa H HAYMH HA MPHJIOKEHHE

Jleuenuero ¢ Hukyndra Tpsi6Ba na Ob/ie 3a1104HaTO M KOHTPOIUPAHO OT JIEKap-CHEIHUAIHCT C ONUT B
JMUATHOCTHKATA U JICYUEHUETO Ha 3a0omsBaHmsTa, 32 konto Hukyndra e mokazan. [IpenoppuBa ce
o(rasmMono3uTe a ce KOHCYNTHPAT C OIXOAII CIICIIHAINCT PN 3alI0YBaHe Ha JICYSHHUE C
Hukyndra (8x. Touka 4.4). Ha manmentute, nexyBanu ¢ Hukyndra, TpsiOBa 5ia ce aBa HanmoMmHsIma
KapTa Ha NalueHTa.

Crnen moaxos1o o0ydeHHe 3a TEXHUKATa Ha WH)KCKTUPaHe, AIlMEHTUTEe MOTaT Jla CH WHKCKTHPAT
camu Hukyndra, ako TeXHUST JeKap NPELEHH, Y€ TOBA € TOAXOISIIO U IPU HEOOXOAUMOCT Ype3

MEIHNIIMHCKO TIPOCIIe/ITBaHE.

ITo Bpeme Ha nedenue ¢ Hukyndra e TpsiOBa 1a ce onTUMHU3HMpAT APYTH CHI'BTCTBAILM TEPANUH (HAIIp.
KOPTUKOCTEPOUIH W/UIIN KIMyHOMOJYJIMPAIIH CPEICTBA).

2!03I/I[ZOBKa

[lenuarpyuuHa omysamus

FOsenunen uouonamuuen apmpum

Honuapmuxynapen roeenuien uouonamuier apmpum om 2-200Utuia 8b3pacim

[Mpenopbunrtennara no3a Hukyndra npu nanuenTs ¢ monuapTHKy/IapeH I0BEHUIICH UINONIATHYCH
apTPUT OT 2-TOIUILIHA BB3PACT c€ OCHOBaBa Ha TenecHOTo Tero (Tabmuua 1). Hukyndra ce npunara
Mpe3 ceIMUIIa UYpe3 MOIKOXKHO HH)KEKTHPAHE.

Ta6smna 1. lo3a Hukyndra 3a nanyeHTH ¢ NOJHAPTHKYJIApeH I0BEHUIEH HANONATHYCH APTPHUT

TerJio Ha manueHTa Cxema Ha nmpuJjarame
10 kg to < 30 kg 20 mg npe3 ceqmuua
> 30 kg 40 mg nipe3 ceaMuIa

Hammaanre OaHHU Ipearnoaarar, 4¢ KIIMHUYHUAT OTTOBOP CC€ IMOCTUTa OOMKHOBEHO B paMKUTE Ha 12
CCAMUIU OT JICUCHUCTO. HpI/I ManrueHTH, P KOUTO HAMA OTTOBOP B paMKHUTE Ha TO3U BPEMEBU
nepuon, NpoAbJI’KaBaHCTO HA JICUCHUCTO Tpﬂ6Ba Ja 6’1:[[6 BHUMATCIIHO MPCOLCHCHO.

Hsama croTtBeTHO mpunokenne Ha Hukyndra npu manmenT Ha Bp3pacT oA 2 TOAWHU 3a TOBA
MOKa3aHue.



Apmpum, C8bP3AH C eHme3um

[Mpenoppuntennara no3a Hukyndra npu nanueHTH ¢ apTpuT, CBBp3aH C €HTE3UT OT 6-TOAMIIHA
BB3PACT c€ OCHOBaBa Ha TenecHoTo Terio (Tabmuna 2). Hukyndra ce npunara npe3 cenmuna upe3
TIOIKOYKHO HHKEKTHUPAHE.

Tabauna 2. Jlo3a Hukyndra npu nmanMeHTH ¢ apTPUT, CBBP3aH € €HTe3UT

TerJio Ha manueHTa CxeMa Ha mpuJaraHe
15 kg to < 30 kg 20 mg mpe3 ceamuIa
> 30 kg 40 mg npe3 ceamuia

AI[aJ'II/IMYMa6 HC € MMPOYUYBAH IIPU IMAUCHTU C aPTPUT, CBbP3aH C CHTC3UT, Ha Bb3PacCT MOJ 6 TOOWHH.
Inaxamen ncopuasuc npu neduampulmu nayuenmu

[Mpenoppunrtennara go3a Hukyndra npu nanuenTu ¢ miakaTeH ncopuasuc Ha Bb3pacT oT 4 1o 17
TOIMHU 3aBUCH OT TenecHoTo Tero (Tabmuma 3). Hukyndra ce mpuiara gupe3 moako)KHa HHKEKITUS.

Tao6auna 3. [lo3a Hukyndra npu nequaTpu4yHu NanueHTH ¢ NJIaAKATEH MCOPHA3UC

TerJio Ha mMalMeHTAa CxeMa Ha npuJjiarate

15 kg to < 30 kg Hauanna mo3a ot 20 mg, mocieasana ot 20 mg npes
CeIIMUIIA, eJTHA CEJIMHIIA CIIe]] HaJaIHaTa J03a

> 30 kg Hauamna no3a ot 40 mg, nociensana ot 40 mg mpe3
CeIMHMIIa, eTHA CEIMHUIIA CIIC/l HayaHaTa 1032

HpOIL’BJ'DKaBaHeTO Ha JICYUCHHETO 3a MoBeYe OT 16 CCIAMHUIN TpH6Ba Ja Cce 00OMUCI BHUMATEITHO npu
MMalueHT, 0e3 OTrOBOp Ha TepanudaTa Mpe3 TO3U Mepuoa OT BpEMCE.

AKo e TIoKa3aHO MOBTOPHO JICYCHHE C alaTuMymad, TpsiOBa Ja ce ClieIBaT TOPHUTE yKa3aHUs 3a
JIO3MPAHE U MPOIBIDKUTEITHOCT HA JICUCHHUETO.

Bbe3omnacHocTTa Ha agaMMyMal NPy MeIUATPUUHUTE MMAIUEHTH C TUIAKATeH [ICOPHA3UC € OIICHEeHA B
MpoAbJDKEHUE Ha cpeaHo 13 mecena.

Hsma choTBeTHO MpHIIoKEHUE Ha alaTuMyMad TIpH Jiela Ha Bh3pacT Mo 4 TOJUHY 3a TOBA
IMOKa3aHHE.

bonecm na Crohn npu neouampuunu nayuenmu
[penopbunrennara no3a Hukyndra npu narnmenTu ¢ 6oiecrra Ha Crohn, Ha BB3pacT ot 6 10 17
rofuHH 3aBUCH 0T TenecHoTo Tento (Tabnuua 4). Hukyndra ce nmpuiara upe3 NOAKOXKHA HHKESKIIHS.



Tao6auna 4. lo3a Hukyndra npu nequarpuyHu namueHTH ¢ 6oject Ha Crohn

Terio Ha MHIyKUroHHA 1032 [Tonabprkama

namyeHTa Jlo3a,
3anoyBaiiku oT
Cenmuma 4

<40 kg . 40 mg Ha ceqmuma 0 u 20 mg Ha cenmuria 2 20 mg npe3
ceaMuIa

B ciygaif Ha HEOOXOIUMOCT OT MO-OBP3 TEPANIEBTHYEH OTTOBOP KaToO €
HN3BECTHO, Y€ PUCKBT OT HEXKENIAHH JICKAPCTBEHHU CHOUTHS MOXKE JIa €
[0-BUCOK C MpHJIaraHe Ha Mo-BUCOKa MHAYKLMOHHA 71033, MOXe Jia ce
W3I10J13Ba cIIeHAaTa 103a:

. 80 mg na ceamuna 0 u 40 mg Ha cenmuia 2

> 40 kg . 80 mg na ceqmuna 0 u 40 mg Ha cenmuia 2 40 mg mpe3
ceaMmuIa

B ciydaif Ha HEOOXOIUMOCT OT MO-OBP3 TEPANIEBTHYEH OTTOBOP KAKTO
€ M3BECTHO, Y€ PUCKBT OT HEXKEIaHH JICKAPCTBEHU CHOUTHSI MOXKE Ja €
[0-BUCOK C MpHJIaraHe Ha Mo-BUCOKa MHAYKIMOHHA 71033, MOXeE Jia ce
M3II0JI3BA CIIeTHATA J1034:

. 160 mg Ha cenmuua 0 u 80 mg Ha cenmuua 2

IlarmenTy, Npu KOUTO OTTOBOPHT € HE3aJ0BOJIMTENIEH, MOTaT Jla UMarT 10J13a OT MOBHUIlIaBaHe Ha
Jo3ara:

. <40 kg: 20 mg Bcaka ceqMuIa

. > 40 kg: 40 mg Bcsika ceamuna win 80 mg mpe3 cenMuIia

[Tpu marueHTH, IPU KOUTO HSMA OTTOBOP JIO ceaAMHMIIA 12 MPOABKaBaHETO Ha JICUSHUETO TPsIOBa Jia
ObJle BHUMATEIHO OOMUCIIEHO.

HsiMa ¢hOTBETHO NMPHIIOKEHKE Ha aiaduMyMal IIpH Jella Ha Bb3pacT 1oJ1 6 TOIUHM 3a TOBA ITOKa3aHHE.

Yeeum npu neduampuunu nayuenmu

[Ipenopwsunrennara no3a Hukyndra npu nequarpudHy MadeHTH ¢ YBEUT Ha Bb3PacT HaJl 2 TOIUHH
3aBucH OT TenecHOTo Terio (Tabnuma 5). Hukyndra ce mpuiara upes mojkokHa WHKEKIHS.

ITpu yBeUT Npy MEUATPUYHH MAIUCHTH HAMA OTHT B JICUSHUETO C afaTiMyMald 0e3 ChITbTCTBAII0
JICUEHHUE C METOTPEKCAaT.

Tab6auuna 5. {o3a Hukyndra npu nequarpu4Hu NanueHTH ¢ YBEUT

TerJio Ha manyeHTa Cxema Ha mpuiiarase

<30 kg 20 mg npe3 cenMuna B KOMOMHAIHA C
MeTOTpeKcaT

> 30 kg 40 mg npe3 ceaMHIIa B KOMOUHAIHS C
METOTpPEKCaH

Koraro ce 3amousa Tepanust ¢ Hukyndra, moxxe na Obae npusioxeHa HaroBapBaiia go3a 40 mg 3a
nanuenTr < 30 kg nnmm 80 mg npu nanuentyu > 30 kg efHa ceqMuIa pey HavyauoTo Ha
nojIbpKamiaTa Tepanus. Jluncsar qannu 3a ynorpebara Ha HaroBapBamia 1o3a Hukyndra mpu nema na
BB3pacT < 6 TOAMHU (BXK. TOUKa 5.2).

Hsima croTBeTHO Iprtoskenne Ha Hukyndra pu nera Ha Bb3pacT mof 2 TOAMHY 32 TOBA MTOKa3aHHUE.



[penopwuBa ce nmon3ara U PUCKBT OT MPOABIDKUTEITHO IBJITOCPOYHO JICYCHHE J1a CE OLICHSBAT
eXKerogHo (Bx. Touka 5.1).

bvopeuno u/unu uepnoopobHo yepesicoare

AnamuMmymab He ¢ TpOoyuBaH MMPH Te3H MOMYJIAlKH OT manueHTH. He Morar ma 6b1aT HanpaBeHH
NPENOPBKH 32 JIO3UpaHe.

Hauun na npuioscerue
Hukyndra CC npujiara 4pe3 nOAKOXHA MHIKCKIU. [Ip1H1 HUHCTPYKIHHU 3a yHOTpC6a ca JaJCHU B
JIMCTOBKATa 3a IanucHTa.

Hukyndra CC npeaJiara € pasjindHo KOJIMYCCTBO Ha aKTUBHOTO BCHICCTBO B JO30Ba €AWMHULIA U APYTHU
BHJIOBC OITaKOBKaA.

4.3 IIpoTuBonokazanus

- CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO HJIM KBbM HSKOE OT IIOMOIIHHUTE BELICCTBA,
n30poeHu B Touka 6.1.

- AXTHBHA TyOepKyII03a WM APYTH TEKKHA HHPEKIINU KaTo CETICUC U OTIOPTIOHUCTHYHA
uHeKIHuu (BX. Touka 4.4).

- YMepena 1o Texxka cbpaedna HenoctarbaHOCT (kiac [II/IV mo NYHA) (Bx. Touka 4.4).

44 CneuuajaHu npegynpe:kaeHus U NpeanasHu MEPKH NpH ynorpeda

[Ipocnenumoct

C nen 1a ce mogoOpu MpoCIeAMMOCTTa Ha OUOIOTUYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U
NapTUIHUAT HOMEP Ha IpUIaraHusl MPOLyKT TpsOBa Aa ObAAT ICHO JOKYMEHTUPAHHU.

Undexnnun

[Narmenture, npuemantu TNF-aHTaronrucTH, ca mo-nogamivBi KbM CEpUO3HI HH(DEKIIHU.
Hapymenure gyHkIuu Ha OeauTe ApoOOBE MOrarT Jia OBHIIAT PUCKA OT pa3BuTHe Ha uHpekus. ETo
3aI110, NAIlIMEHTUTE TPsIOBA Ja ObJIaT BHUMATETHO NPOCIIe/sIBaHu 32 NHOEKIINHN, BKITFOYUTEITHO
TyOepKyIo3a, pe/iu, 1Mo BpeMe Ha u cief nedeHuero ¢ Hukyndra. Tt kato enmMuHUpaHeTO HA
ajaIMMyMad MOJKe J1a Tpae JI0 YeTUPH Mecella, IPOCIeIIBaHETO TPIOBa 1a IPOIBIIKH MPE3 LENUs
TO3U TIEPHO.

Jleuenuero ¢ Hukyndra He TpsOBa aa ce 3amo4Ba npy MAIMEHTH ¢ aKTUBHU MH(DEKITUH, BKIFOUYUTEITHO
NIPY XPOHUYHH WX JIOKAJTM3UPaHH UHQEKIINH, JOKATO HHPEKIHATa He Objie oBiajsaHa. [Ipu
MAIMEHTH, KOUTO ca OWJIM M3JI0KEHU Ha TyOepKys103a, U MAlMeHTH, KOUTO ca IIbTYBaJIU B PAWOHU C
BHCOK PHCK 32 3a00JIsIBaHEe OT TyOepKyio3a Wik EHASMUYHN MUKO3U KaTo XUCTOIIa3MO03a,
KOKITMIMOMIOMHKO3a MJTH 0JIACTOMHUKO3a, PUCKBT U Ioji3ata oT JieueHueto ¢ Hukyndra tpsioBa na
ObaT OOMHUCIICHH ITPE/IN 3aM04BaHe Ha JICYCHUETO (BXK. /[pyeu onopmoHucmuynu uHgpexyuu).

[ManuenTure, KouTo pa3BUBaT HOBa MH(MEKIHUs 110 Bpeme Ha jedenuero ¢ Hukyndra, Tpsi6sa na 6b1ar
BHUMATEITHO TPOCIIC/IIBAHN M J]a TPEMUHAT MPe3 IThJIHU TUArHOCTUYHH U3CIIeBAHUS. AKO TAIMEHTHT
pas3BHe HOBa cepro3Ha MH(GEKIMS WK cercuc, npwiaraneto Ha Hukyndra Tpsi6oBa na 6b1e
NPEyCTaHOBEHO U TPsOBa Aa ObJje 3alouHaTa MoIXoAsiIa aHTHOaKTepHalIHa WK IPOTHBOTbONYHA
Tepanws, Jokaro nHdeknuaTa He ObJie oBnaasHa. Jlekapurte TpsAOBa 1a YIPaXKHAT TOBUIIEHO
BHHUMaHHe, Koraro oomucist npuinarane Ha Hukyndra mpu manmenTr ¢ anaMHe3a 3a TOBTapSIIIU ce
MHQEKIUN WU ¢ TIOAJIekKAIIN ChCTOSHUS, KOUTO MOTaT Jja MPeApa3NoNokKar NalueHTUTe KbM
MH(EKINH, BKIFOYUTEITHO yoTpedaTa Ha ChITBTCTBAIIN UMYHOCYIIPECHBHY JIEKapPCTBEHH MPOILYKTH.



Cepuosnu ungexyuu

Ch00I1eHn ca Cepro3HU HHPEKIHH, BKIIOUUTEITHO CETICUC, TBDKAIIL Ce HA OaKTepHaTHH,
MHKOOAKTEpHATHN, UHBA3UBHH I'bONYHH, TTAPA3UTHH, BAPYCHH HIIH APYTU_OMOPTIOHUCTHYHH
UH(EKIHH, KaTo JUCTEPHO03a, JICTHOHET03a U ITHEBMOIIUCTO32a TIPH MAIUCHTH, TTOJIyYaBallH
aganuMymao.

Hpyrute ceprno3nn nHbEKINN, HAOIIOAABaHN IPH KIMHAYHH ITPOYYBAHIS, BKIIIOYBAT THEBMOHMUS,
MUEJIOHE(DPUT, CEIITUYCH apTPUT U centuiieMus. ChoOIaBa ce 3a ciiyyad Ha XOCTIUTaTH3aIIs U
CIIy4aH C JICTAJICH U3XO0Jl, CBbP3aHU ¢ WH(EKIUY.

Tybepxynosza

Ty0Gepkyno3a, BKIIOUUTETHO PEAKTHBHUPAHE M HOBO HAYaJIO Ha TyOepKyIo3a, € JOKJIaiBaHa IIpH
MAIMEeHTH, TIOTyJaBani anqamnMymad. Cpo0IeHusITa BKIII0YBAT O0e1oapodHa i U3BsHOEI0ApoOHa (T.€.
JIMCEMHUHHpaHa) TyOepKyo3a.

[Ipenu 3anouBane Ha nedeHunero ¢ Hukyndra Bcuuku manuenTn TpsiOBa Aa ce OLEHST KakTo 3a
aKTHBHA, TaKa U 33 HEaKTHBHA (,,JJaTCHTHA ") TyOepKkya03Ha nHpeknus. Ta3u omeHka TpsOBa ja
BKIIIOUBA MMOJpo0OHa METUIIMHCKA OIICHKA Ha MAIlMEHTHTE ¢ aHaMHe3a Ha 3a TyOepKyio3a Win
Bb3MO)KHA MTPEAXOKIAIIa EKCIIO3ULHS Ha X0pa ¢ aKTHBHA TyOepKyi03a U MPeAXoXKaalia u/uin
HACTOAIIa UMYyHOCYTIpecuBHa Tepamnus. [[pu BCHYKHU manueHT TpsaOBa Ja ce MpoBeAaT ChOTBETHUTE
CKPHHWHIOBHU M3CJIEBAHHS, T.€. TyOCpKYINHOB KOKEH TECT U peHTreHorpadus Ha TpBeH Kol (MoXe
Jla ce IPUJIoXKAT MECTHHUTE NMpenopbKu). IIpenoprusa ce mpoBeKAaHETO HA TE€3H U3CIICABAHUS U
pe3yaTaTuTe OT TAX Ja ObJaT 3anvcaHy B HAIOMHSIIIATA KapTa Ha nanuenTta. Ha npennucpamuTe ce
HAIOMHS 32 pUCKa OT (QalIIMBO-OTPULIATEIIHN PE3YITATH PU KOXKEH TYOSPKYJIMHOB TECT, 0COOCHO MpH
MaIMEHTH, KOUTO Ca TEKKO OOJHU MM HUMYHOKOMIIPOMETHPAHH.

AKO ce TUarHOCTHIIMpa aKTHBHA TyOepKyio3a, He TpsiOBa Ja ce 3anousa tepanus ¢ Hukyndra (Bx.
Touka 4.3).

BbB BCHUKH, OMMKUCAHU 10-10JTy CITydaH, ChOTHOIICHHUETO TT0JI3a/PUCK OT JICYEHHETO TpsiOBa 1a Obie
MHOI'0 BHUMATEIHO OOMHUCIIEHO.

AKo ce 1moJ1031pa JIATeHTHA TYOepKyJi03a, TpsAOBa J1a ce MPOBe/Ie KOHCYNITAIMS C JISKap C ONHUT B
JIEYCHUETO Ha TyOepKyso3a.

AXo ce TMarHoCTUIMpa JIATeHTHA TyOepKyio3a, TpsiOBa 1a ce 3alouHe MOIXOIAIIO JICYCHHE 3a
JaTeHTHA TyOepKys03a ¢ MPOTUBOTYOSPKYIIO3HA NPOPUIAKTUYHA TePANHs IPeH 3all0YBaHE Ha
neyenneTo ¢ Hukyndra, u B ChOTBETCTBHE C MECTHUTE MPETOPHKH.

[Ipunarane Ha MPOTUBOTYOEPKYIIO3HA NPOPHUIAKTHYHA Tepalus TpsiOBa ChILO Ja ce OOMUCIIN NpeTu
3aro4yBane Ha yieueHre ¢ Hukyndra npu nanueHTH ¢ HSKOJIKO WM 3HAYMMHU PUCKOBH (DaKTOpH 32
TyOepKyIi03a, HE3aBUCHMO OT OTPULIATEIIHUS TECT 3a TyOepKyJ03a U MPH NAMEHTH C aHaMHe3a 3a
JIaTeHTHA WM aKTHBHA TyOepKyi03a, IpH KOUTO HE MOXKE J1a ObJie MOTBbPICHO NPOBEXKIAHETO Ha
aJIeKBaTeH KypcC Ha JICUCHHUE.

Brnpekn npoduiaakTHYHOTO JeueHue 3a TyOepKys03a, Ipy NauueHTH, JekyBanu ¢ Hukyndra ce
Cpelar ciry4ad Ha peakTUBUpaHe Ha TyOepKyno3a. Haxon marnuenT, KouTo ca OMiin yCIenrHo
JIEKyBaHH 3a aKTHBHA TyOepKyio3a, ca pa3BUIIM IIOBTOPHO aKTHBHA TyOepKyio3a, 1o BpeMe Ha
JIeYeHHe C aTaTuMyMa0.

[TanuenTrte TpssOBa 1a ObJAAT HHCTPYKTUPAHHM A MOTHPCAT MEAUIIMHCKA MTOMOIII, aKO 10 BpEeMe Ha
nnu cien JiedenueTo ¢ Hukyndra Be3HUKHAT pU3HALIM/CUMITTOMH, IIPEIIOJIaralin TyOepKyI03Ha
uH(eKnys (Harp. MepCUcTUpaIa Kalumia, H3TOIIeHHe/3ary0a Ha TeTIo, JICKO MOBUIIICHA
TeMIIepaTypa, araTus).



pyau onopmronucmuunu ungexyuu

OnopTIOHUCTUYHYN UH()EKIINHY, BKIFOUUTESITHO MHBA3UBHU I'bOMYHU HH(DEKIMK ca OWiIu HAOIIoNaBaHu
TIpH MAIUEeHTH, TprueMainy aganumymad. Te3n nHpeknny He ca OMITH CHCTEMHO Pa3IO3HABAHU IIPU
nanuenTy, npuemMamy TNF-aHTaroHncT! u ToBa € I0BEIo 10 3aKbCHEHNE B TIPUIaraHeTo Ha
MOJIXOMIAIIOTO JICUCHHUE, TIOHSIKOTa BOJICIIO JI0 JIETAJICH U3XO/I.

3a manueHTH, KOUTO Pa3BUBAT MPH3HAIM U CHMIITOMH KaTo Tpecka, Hepas3molioxKeHue, 3aryda Ha Terio,
MOTCHE, KAIUTHIIA, TUCITHES U/WK OeJIOpOOHN HHPUITPATH WIN APYTH CEPUO3HH CUCTCMHU
3a00JIsIBaHUS ChC WK O€3 ChITBTCTBAI IIOK, TPSIOBa J1a Ce MOI03Mpa MHBA3UBHA I'hOMYHA HH(EKIHS U
npunaraneto Ha Hukyndra TpsiOBa ma 6b1e cBOeBpeMEHHO MPeyCTaHOBEHO. J(MarHOCTUITPAHETO 1
MPUJIAraHeTO Ha EMIIMPUYHO MPOTHBOIBONYHO JICYSHUE MPU TE3H MaIUSHTH TPsIOBa Ja CTaBar MpH
KOHCYJITAIIUS C JIEKap C OMHUT B JICYCHUETO Ha MAIUCHTH C MHBA3UBHYU I'bOVYHH WHPEKIINH.

PeakTuBanus Ha xenatut B

PeakTuBanus Ha xenatut B € HacThIvIa pu nanueHTH, nosrydyasamid TNF-aHTaroHucr,
BKITFOYUTEITHO alaTiMyMad, KOUTO ca XpPOHUYHU HOCHUTENH Ha TO3W BUPYC (T.€. TMOJIOKHUTEIICH
MOBBPXHOCTEH aHTHTeH). [Ipn HiKoM cirydau ce e cTUrHao 1o netaneH u3xoy. [larmenture TpsaoBa na
ce u3cnensar 3a HBV undekius, npenu 3anousane Ha geuenue ¢ Hukyndra. [Ipenopbusa ce
KOHCYJTAalYs C JIeKap, KOWTO WMa OMUT B JICUSHUETO Ha XeNaTuT B, mpu manueHTH, KOUTo UMaT
TIOJIOXKUTETIEH TECT 3a XenaruT B mHpexws.

Hocurenute Ha Bupyca Ha xenatut B (HVB), xouto ce nyxaasr ot neuenne ¢ Hukyndra, TpsioBa na
ObaaT BHUMAaTEJIHO HAONIIONaBaHU 3a MPU3HALM U cUMNITOMH Ha akTuBHa HBV nndexus mo Bpeme Ha
TepanusATa U B IPOABIKEHUE Ha HAKOJIKO MECela Clel] MpeKpaTsaBaHe Ha Tepanusara. Hama
JIOCTaThUHO JAHHM OT Je4yeHneTo Ha HocuTenu Ha HBV ¢ anTHBHpYyCcHU npenapaTy B ChUeTaHUE C
TNF-anTaroHucTH 3a IpeoTBparsiBaHe Ha peaktuBauusaTa Ha HBV. Ilpu nanuenTy, KouTo pa3BuBar
peaxtuBanus Ha HBV, Tpa6Ba na ce cipe Hukyndra u na ce 3anoune eekTBHa aHTUBUPYCHA
Tepanus ¢ MOAXOMAO0 NOAIbPKAILO JICYECHHUE.

HeBposiornuau cs0uTHst

TNF-anTaroHucTy, BKIIOUMTEITHO aaluMyMal, ca CBbp3aHU B PEJIKU CIy4an C HOBO HAuaJlo WiIH
000CTpsiHE HAa KIIMHUYHU CUMIITOMH W/ PEHTIeHOTPpaCKH JaHHHM 32 JJEMUESITHHU3HPAIIO0
3a00JIsBaHe HAa IEHTPAJHATa HEPBHA CUCTEMa, BKIIFOYUTEITHO MHOKECTBEHA CKIIEpO3a M ONITHYCH
HEBPUT U TIEpUQEPHO IeMHUETHHNU3UPaIIo 3a00sBane, BKIIOUNTENTHO cuHApoM Ha Guillain-Barré.
[Mpeanucpamure TpsOBa 12 BHUMAaBAT PpU 0OMUCIIsIHE Ha ynoTpebara Ha Hukyndra npu nanmenTs ¢
NPEIIIECTBAIIN WM HOBOTIOSIBUIIN C€ IEMHUEIMHU3NPAIIY HApyIICHHS Ha IIEHTpalHaTa W
nepudepHara HEpBHA CHCTEMA; aKO CE pa3BHe HIKOE OT Te3H HapyIIeHHUs, TpAOBa 1a ce 0OMHUCIH
npekparsiBane Ha Hukyndra. MiMa u3BecTHa Bpb3Ka MEXKIy MEKIMHHUS YBEHUT U JEMHEITHHU3ZUPAIINTE
pa3CcTpolCTBa Ha LIEHTpaJIHaTa HEpBHA cucTeMa. TpsOBa Ja ce mpaBu HEBPOJOTHYHA OLIEHKA MPH
NalMeHTH ¢ HeMH(EKINO3eH MEeXXIMHEH YBEUT MpeIu 3arnouBane Ha Tepanusi ¢ Hukyndra u penoBno
10 BpeMe Ha JICYCHUETO, 3a J1a CE OLECHAT MIPEIBAPUTEITHO CHIIECTBYBAIIN WM Pa3BHBAIIH CE
JeMHEIMHU3UPAIIN HapyLIECHHs Ha LIEHTpalHaTa HepBHA CUCTEMA.

AJIepruuHu peaximu

CepHo3HHUTE aJleprUYHH PEAKLIUH, CBbP3aHH ¢ aJauMyMal ca choOIIaBaHu PSAKO MO BpeMe Ha
KIIMHUYHUTE poy4yBaHus. He-cepruo3anTe anepruyHu peakiini, CBbP3aHy ¢ alaJiuMyMal ca HEUeCTH
0 BpeMe Ha KIMHUYHUTE n3nuTBaHus. Cres mpuiarane Ha ajaiiMyMad ca MmojydeHH ChOOIIeHHUS 3a
CEPUO3HM JIEPTHYHH PEAKLIUH, BKIIOUUTEIHO aHapUIaKCHs. AKO Bb3HHKHE aHA(UITaKTHUHA PeaKys
WIN IpyTa CeprO3Ha aJlepruyHa peakuusi, npuiokenuero Ha Hukyndra TpsioBa aa ce mpekparu
He3a0aBHO U J1a Ce 3all09HE TOAXO/AINA TePaIHs.



WmyHocynpecns

[Tpu mpoyuBane mpu 64 MAIMEHTH C PEBMATOMJICH apTPUT, KOUTO ca Owiu Ha jiedenue ¢ Hukyndra, ve
€ YCTAaHOBEHO MOTHCKAaHE Ha CBPBXUYYBCTBUTEIHOCTTA OT 3a0aBEH THII, HUBATa HA MMYHOIJIOOYIMHHUTE
WM TIpoMsiHa B Opost Ha edektopHuTe T-, B, NK-KiteTkn, MoHOIIMTH/MaKpo(daru ¥ HeyTpOhHIIH.

310KaYeCTBCHU U J'II/IMd)OHDOJ'II/Id)CDaTI/IBHI/I 3a00J19BaHUS

B xoHTpoOMpaHuTe YaCTH HA KIMHUYHUTE npoyuyBaHus ¢ TNF-aHTaroHucTH, nopede ciaydau Ha
37I0KaueCTBEHHU 3a00JsIBaHNUS, BKIIOUUTETTHO TUM(OMH, ca HaOJII0IaBaH! Cpe/l NalueHTUTe,
nony4daBaiid TNF-aHTaroHucTy, B cpaBHEHHE ¢ KOHTposHUTE NauueHTu. Ciryyante, obaue, ca peiKu.
B mocTMapkeTHHTOBH yCIIOBHS ca CHOOIIaBaHU CITydad Ha JEBKEMHUS MPH MMalleHTH, JeKyBaHu ¢ TNF-
aHTaroHMcr. IIpu manueHTH ¢ peBMaToOUAECH apTPUT C ABITOTOANUIIHO, BUCOKO aKTUBHO BBH3MAIUTEIHO
3a0osABaHe UMa MMOBULICH (JOHOB PHUCK OT pa3BUTHE Ha TUM(OM U JICBKEMHUSI, KOETO YCIOXKHSIBA
oreHkara Ha prcka. Criopes HaCTOSIINTE TIO3HAHWUS, IPH MMallueHTH JeKyBaHu ¢ TNFanTaronucr, He
MOXKe J1a Ob/ie U3KITIOYEeH Bb3MOXKEH PHCK 33 Pa3BUTHE Ha JINM(OMH, JICBKEMUS U IPYTH
37I0KaueCTBEHHU 3a00JIIBAHMSI.

Hma cpoO1ieHns 3a 3JI0Ka4eCTBeHU 3a00IsBaHNs, HIKOU OT KOUTO C JICTaJIeH U3X0, IPHU JeLa, IOHOIIN
1 MIIaau Xopa (10 22-ronuIIHa Be3pact), JeKyBaHu ¢ TNF-aHTaroHucTH (3amno4yBaHe Ha Tepanuara <
18 roguHM), BKIFOYUTEIHO aaTuMyMa0, B MOCTMAPKETHHIOBH yclIoBHsL. [IprOIM3UTENHO MONOBUHATA
oT ciiyyaute ca tuMbomu. Jpyrure ciaydan npencTapisiBaT pa3InyHM 3710Ka4eCTBEHH 3a00IIsIBaHUS U
BKITIOUBAT PEIKH 3JI0KaUeCTBEHH 3a00JsIBaHNs, OOMKHOBEHO CBbP3aHH ¢ MMyHOCynpecus. He Mmoxe na
Ce M3KJIIOYY PUCK OT pa3BUTHE Ha 3JI0KAYECTBEHH 3a00JsIBaHUsI [IPH Jela U I0HOUIH, JieKyBaHu ¢ TNF-
AQHTAarOHHUCTH.

Penku mocTMapKeTHHTOBH ClTy4yad Ha XeraroilueHaneH T-kineTbueH TuM(OM ca yCTaHOBEHH MPH
MaIMeHTH, JIeKyBaHH ¢ ananumymad. To3u psabk Tun T-kaeThueH TuM(poM nMa MHOTO arpeCUBHO
npoTuyane 1 oOMKHOBeHO ¢ (araneH. Hsaxou ot Te3u xenaronueHanHu T-Ki1eTbYHU TUMPOMH, TIPH
ajanuMyma0, ca Bh3HUKHAIM [TPH MIIQJH NAIMEHTH Ha CHITTCTBAIIO JICYCHUE C a3aTHOIIPHH WITH 6-
MEpKaITOIypHH, IPUIAaraHy 3a Bh3MAJIUTEIHO 3a00IsBaHe Ha uepBara. TpsOBa BHUMATEIHO Ja Ce
OOMHCITH CHIIECTBYBALIMAT PUCK NPH KOMOMHUPAHE HA a3aTHOIPHH HIH 6-MEPKaNTOITypHH C
Hukyndra. He Moske 1a ce M3KIIIOYM PHCK OT Pa3BUTHE HA XeNaTroiIrneHa’ e T-KieTbueH TUMPOM Ipu
nanueHTH, JiekyBanu ¢ Hukyndra (Bxk. Touka 4.8).

He ca npoBexxaanu npoy4BaHusi, KOUTO BKJIIOYBAT MAIIUEHTH C aHAMHE3a 3a 3JI0Ka4eCTBEHH
3a00JIIBAHUS MJTU TIPU KOUTO JICUSHUETO ¢ aalIiMyMal € MPOABIDKEHO ClIe]] Pa3BUTHETO Ha
3JI0Ka4eCTBeHO 3a0ossiBane. CieioBaTeHO, TPsIOBa 1a ce OOMUCIIHU C ITOBUIIICHO BHUMAHHUE JICUCHUETO
¢ Hukyndra npu te3u maruentu (Bx. Touka 4.8).

Bcuuku nanyeHTy U, no-Clenranto, NalUEeHTUTE C AHAMHE3a 33 MPOABIDKUTEIIHA UMYHOCYIIPECUBHA
Tepanus WK NallMeHTUTe ¢ IIcopuasic 1 anamuesa 3a PUVA neuenue, TpsiOBa 1a Obaar u3cienBaHu
3a HAUINYMETO Ha HEMEIaHOMEH KOKEH pak Ipelnu 1 1o Bpeme Ha jieuennero ¢ Hukyndra. JloxiagBanu
€a ChII0 MEINAHOM U MEPKEI-KJIEThYEH KAPLUHOM IIpHU NAlUEHTH, JeKyBaHu ¢ TNF-antaronucry,
BKJIIOUUTEIHO afaniuMyMad (BK. Touka 4.8).

B excrioparopHo KJIMHUYHO MPOYyYBaHE, OLIEHBaIO Npriiaraneto Ha apyr TNF-antaronucr,
UHQIMKCHMA0, IPY MAIIMEHTH C YMEPEHa JI0 TeXXKa XpOHHYHa 00CTPYKTHBHA OenonpoOHa donect
(XOBb), ce crobmaBa 3a MO-rojIsIM OpoH Cllyyan Ha pa3BUTHE HA 3I0KAYECTBEHH 3a00JIsIBaHuS,
JIOKAJIM3UPaHH MPEIUMHO B OeuTe Apo0OBe WM B 001aCTTa Ha IIaBaTa U IIUATA, IPH MalUSHTHTE
JIeKyBaHU ¢ HH(IMKCHMMa0, B CpaBHEHNE C KOHTPOJIHUTE MAIlMeHTH. BCHYKY ManuenTy ca ¢
aHaAMHECTHYHH JaHHU 3a TEKKa CUCTEMHA 3J10ynoTpeda ¢ TioTioHomymeHe. CienoBarento, TpsaoBa aa
ce BHMMaBa, korato ce usnon3sa TNF-antaronuct npu nanueatu ¢ XOBDB, kakTo 1 mpu maiueHTu ¢
TIOBHUIIIEH PUCK OT 3JI0Ka4ECTBEHO 3a00JIsIBAHE MTOPAIN TEKKO TIOTIOHOIYIICHE.

[Ipu HacTosMTE JAHHU HE € U3BECTHO JIAJIH JICUCHUETO C alaTuMyMal BIIHsIe BbPXY PUCKA OT
pa3BUTHE Ha AUCIUIA3US WM pak Ha 1e0eoTo yepBo. Bcruky manuenTy ¢ yanepo3eH KOJIUT, KOUTO ca



C TIOBHIIIEH PUCK OT IUCIUTa3Hs WM KapIIMHOM Ha A€0EJI0TO YepBO (HallpuMep MallueHTH C
JUBJITOTOTUIIICH YIIIIEPO3€H KOJIHT WIIH IbPBUYEH CKIEPO3UPAIL] XOJAHTHUT), WIIK KOUTO Ca HMaJl
MIPEIUIITHA aHAMHE3a 33 JUCIUIA3Us WK KapIIMHOM Ha JIe0eI0To YepBo, TPsOBa Aa ObJaT CKPUHUPAHH
3a JUCIUIa3Us Ha PEIOBHU MHTEPBAIU MPEU JICICHUETO U 110 BpeMe Ha Xoja Ha 3a0oisBaneTo. Taszu
OIIeHKa TPsiOBa Ja BKIIIOYBA KOJIOHOCKOITHS 1 OMOTICHU CHITIACHO MECTHHUTE MPETOPHKH.

XeMaToJIOTUYHH PeaKIny

Penxu choOLICHNMS 32 TAHIUTONCHHSI, BKIIOUUTEITHO aIlIaCTUYHA aHEMUsI ca JIOKJIaJBaHHU C
TNFanraronuctu. Hexenanu XxeMaToJ0rn4Hi ChbOUTHSI, BKIIFOUUTEIHO MEAUIIMHCKY 3HAYHMMa
[UTOTNICHUS (HapUMep TPOMOOLUTONICHHMS, JICBKOTICHHUS) ca IOKJIAIBAaHU TIPH ajanumymad. Benuku
HalMeHTH TPsOBa 1a ObJaT MOCHBETBAHHM JIa OTHPCAT He3a0aBHA MEAUIIMHCKA [TOMOIIL, aKO Pa3BUST
NPU3HALM U CUMIITOMH, TPEATNOJaraiy KpbBHA TUCKpa3Hs (HAIpUMep MPOIbDKUTEIHA TeMIIeparypa,
NosiBa Ha CHHUHH, KbpBEHE, ONeAHOCT), JoKaTo ca Ha jeuenue ¢ Hukyndra. TpsioBa na ce oOmucin
npeycTaHoBsiBaHe Ha TepanusaTa ¢ Hukyndra npu nanpeHT! ¢ moTBbpACHN 3HAYUMH XEMAaTOJIOTHYHH
AQHOMAJIHH.

Bakcunanun

[TomoOHM aHTHUTSIIO-OTTOBOPH KbM CTaHAapTHaTa 23-BajieHTHa THEBMOKOKOBA BaKCHHA U
TpHBaJCHTHATA MPOTHBOTPUITHA BUPYCHA BAaKCHHA ca HAONOABaH! B MPOy4BaHe Mpu 226 Bb3PaCTHH
YYaCTHHIM C PEBMATOM/ICH apTPHUT, KOMTO Ca JIEKYBaHHU C ajainuMyMad wiu riare6o. Hsima Hannanu
JaHHU 3a BTOPUYHO IIp€aaBaHC Ha I/IH(bCKHI/Iﬂ Ype3 JXUBU BAKCUHU NIPU NALTUCHTH, IOJTydaBalllnl
ajgaIMuMymao.

[IpenopbuBa ce MeANaTPHYHUTE MALUECHTH, aKO € Bb3MOXKHO, /1a ObJIaT ¢ BCHUKH UMYHH3AIHH,
HAIlPaBEeHU CBOCBPEMEHHO B ChOTBETCTBUE C HACTOSIINTE YKa3aHHUS 32 UMYHHU3AIIMs, IPE/IU 3aIl04BaHe
Ha tepanusita ¢ Hukyndra.

[Maruenture, npuemant Hukyndra, Morar na mosiyuaTr € JHOBPEMEHHO M BAKCUHAIIMU C U3KJIFOUCHHUE
Ha XKUBHU BakcuHU. [IpraraneTo Ha )KMBHM BakCUHU (Harp. BakcuHa mpotuB BCG) npu kppmadeTa, ¢
eKCITO3UIMS Ha afanuMyMad in utero He ce mpernopbhyBa 3a 5 Mecela clie/l MOCIeHaTa HHXEKITUS C
ajanuMyMald Ha Maiikara 1o Bpeme Ha OpeMEeHHOCTTa.

3acToliHa cbpJieuHa HEAOCTATEYHOCT

B xknuanano npoyuBane Ha Apyr TNF-anTaronuct ca HabIoaBaH| BIIOIIABaHE Ha 3aCTONHATa
Chp/CYHA HEIOCTATHYHOCT U MOBHUIIIEHa CMBPTHOCT OT 3aCTOWHA ChpJeYHA HenocTarbuyHoCT. Cityyan
Ha BJIOIIABaHE HA 3aCTOMHATA ChPJCYHA HEJJOCTATHUYHOCT CE ChOONIABAT U NIPH MAIUCHTH,
nony4yaBaiiyu Hukyndra. Hukyndra TpsiOBa fa ce npuiara ¢ MoBHIIIEHO BHUMAHHUE MTPH MAIUSHTH C
Jieka chpaedna HepocTarbuHoCT (kiac I/11 mo NYHA). Hukyndra e npotuBonokasan mpu ymepeHa 10
TEKKa ChpJIeYHa HeAOCTaThUHOCT (BXK. Touka 4.3). Jleuennero ¢ Hukyndra TpsOBa n1a ce npeycraHoBH
NpY TAIMEHTH, KOUTO Pa3BUBAT HOBU HITH BJIOIIABAIIN CE CUMIITOMH Ha 3aCTOWHA ChpPJCYHA
HEJIOCTATHYHOCT.

ABTOMMYHHH IIPOLICCH

Jleuenuero ¢ Hukyndra Mmoxxe fa 1oBese 10 oOpa3yBaHe Ha aBTOMMYHHU aHTHTe a. He € n3BecTHO
BB3ICUCTBUETO HA MPOABIDKUATENHOTO JieueHue ¢ Hukyndra BEpXy pa3BuTHeTO Ha aBTOUMYHHU
3a0onsaBanusa. Ako cien sieuenne ¢ Hukyndra, nanueHTsT pa3Bue CUMIITOMU, TPEAOJIAraly Jymyc-
moJ00eH CUHAPOM U € MOJIOKUTEIICH 3a aHTUTEIIa cpelily aBoiiHOo-BepwkHara IHK, He TpsiOBa 1a ce
npuiiara no-HararbiuHo jedeHue ¢ Hukyndra (Bx. Touka 4.8).

Ennospemenno npmiarane ga omonorudan DMARDS mimu TNF-agTaroHucT

HabmronaBanu ca cepro3Hu MHPEKITUU PU KIMHUYHHA IPOYYBaHUS C €THOBPEMEHHO TIpUIaraHe Ha
aHakuHpa u apyr TNF-anTaroHuct, eranepcent, 0e3 JOMBJIHUTENIHA KIIMHAYHA 1T013a B CPaBHEHHUE ChC
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CaMOCTOSITEJIHOTO NpUjlaraHe Ha eTaHepcenT. [lopanu ecTecTBOTO Ha HEXKETaHUTE PeaKLiH,
HaOMroaBaHy TP KOMOMHHPAHATA TepaIus C €TaHEPCEIT U aHAKUHPA, 0X00HN TOKCUYHH MIPOSIBU
MOrar Jia ce NojydaT U OT KoMOMHaIMATa Ha aHakuHpa U Apyrd TNF-antaronuctu. [lopaau ToBa He
ce MpenopbuBa KOMOMHAIMATA Ha aadiMyMal U aHakuHpa (BXK. Touka 4.5).

EnnoBpemeHHOTO mpuiioykeHne Ha amanumymad ¢ npyru 6monornaan DMARDS (manpumep aHakuHpa
u abararent) wiu apyru TNF-aHTaroHUCTH He ce MPernopbyBa B3 OCHOBA Ha Bh3MOXKHUS MIOBUIIICH
PHCK OT UH(EKIINH, BKITFOUUTEITHO CEPUO3HU WHPEKIMU ¥ JPYTH MOTESHIIMATHA (apMaKoIOTnIHA
B3aUMOJICHCTBUSA (BK. Touka 4.5).

XUpyprus

Hma orpaHuyeH onuT BbB BpB3Ka C 0€30MaCHOCTTA Ha XUPYPIUYHUTE MPOLETYPH NP MALlUECHTH,
JIeKyBaHH ¢ aganuMyMa0. IbiIrusaT noinyKMBOT Ha aganuMyMad TpsOBa Aa ce uMa MpeaBU, aKko ce
TUTAHApa XUpyprudHa npoueaypa. [lamuent, koo ce Hyxkaae oT oneparus, qokaro € Ha Hukyndra,
Tps0Ba Ja Ob/le BHUMATEITHO HAOONaBaH 3a HH(PEKINH U TPSOBa J1a ce MpeIIprueMar MOIXO SN
I[GP'ICTBHSI. Hma OrpaHUYCH OMUT 110 OTHOIICHHC Ha 6C3OHaCHOCTTa IIpU MayuCHTH, MMOAJIOKCHU Ha
apTPOIUIACTHKA, JOKATO MOIyYaBaT agaauMymMa.

3anyuisade Ha THHKHATE YepBa

AXo He ce TOoy4r OTTOBOp Ha JieueHneTo npu 6omnect Ha Crohn, ToBa MOKe 1a IOKa3Ba HAJIMYHE Ha
¢dukcupana QuUOPOTUYHA CTPUKTYpa, KOSTO MOXKE J]a U3UCKBA XUPYPTrU4HO jJedeHue. Hanmnunute
JAaHHU TPEJIoiarar, 4ye agaauMyMad He BIIOIIaBa WM HE TIPUYMHSIBA CTPUKTYPH.

Crapuecka Bb3pacT

YecroTara Ha CeprO3HUTE MH(EKIMK CPeJ JICKYBAHUTE C aJJalMMyMal MallMeHTH Ha Bh3pacT Hal 65
roauHu (3,7%) e mo-BrCOKa OT Ta3u cpejl MAIMeHTUTe Ha Bh3pacT noxa 65 ronunu (1,5%). Hskon ot
cllydauTe ca ¢ jerajieH u3xoa. Oco0eHO BHUMaHUE OTHOCHO PHUCKa OT HH(EKIUs TpsOBa Jia ce
00pBIIa MpH JIEKYBAaHETO HA XOpa B CTapUYeCcKa Bh3pacT.

[lenuarpyuuHa omysamus

Buxte Bakcunanuu mo-rope.

ITomo1mHu BemecTBa
To3u nekapcTBEH MPOMYKT ChIbpiKa Mo-Maiko oT 1 mmol Harpuii (23 mg) Ha 0,2 ml, T.e. MoXxe n1a ce
KaXke, 4y MPAKTUIECKH HE ChIbPIKa HATPHUH.

To3u niekapcTBeH NPOAYKT Chabpika 0.2 mg nomucopodat 80 BbB BCSKa MPEABAPUTEIHO HAITbIHEHA
CIIPUHIIOBKA, KOETO € eKBHBaJeHTHO Ha 1 mg/ml. [Tonucopbarure Morar aa MpUUYUHST ajJeprudHU
peaKIuH.

4.5 BzammogelicTBHe C APYTH JIEKAPCTBEHH MPOAYKTH U APYrH GopMH HA B3auMoJeiicTBHe

Ananmumymal e IpoydeH MpY MalUeHTH C PEBMaTOHJICH apTPUT, TOTHAPTUKYIAPEH IOBEHUICH
WIMOTIATHYEH apTPUT M TICOPUATHYCH apTPUT, OJTyYaBally alanuMyMal KaTo MOHOTEpaNvs, 1
TaKWBa, MPUEMAIIU SAHOBPEMEHHO MeToTpeKcat. O0Opa3yBaHEeTO Ha aHTHTENA € TI0-MaJIKO, KOTraTo
ajaniMymad ce mpuiiara 3ac;JHo ¢ METOTPEKCAT B CPaBHEHHE C M3IMIOJI3BAHETO KATO MOHOTEPAITHSL.
[Ipunaranero Ha anaauMymad 0e3 METOTpPEKCaT BOH JI0 ITOBHUIIIEHO 00pa3yBaHe Ha aHTUTEIA,
MIOBHUIIIEH KIMPBHC U HaMalleHa e(pUKacHOCT Ha agaiuMymal (BK. Touka 5.1).

KomburanmsiTa Ha amatumMyMal 1 aHaKWHpa He ce mpenophuBa (Bx. Touka 4.4 ,,E1HOBpeMEeHHO
npunarane Ha ouonornaH DMARDS wim TNF-antaronucta™).
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KomOunanmsiTa Ha aganuMyMal U abararienT He ce mpenopbuBa (BK. Touka 4.4 ,,EmHoOBpeMeHHO
npwrarane Ha ouonormaan DMARDS wnmm TNF-antaronnctn™).

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe
Kenu ¢ geTepoaeH nMoTeHIUANT

JXeHnu ¢ neTepoieH MOTeHIMA TPsOBa Ja OOMUCIAT ynoTpebara Ha MOIXO0s1Ia KOHTPALISIILHS 3a
NpeOTBpaTsBaHE Ha 3a0peMeHsIBaHE U J1a MPOIbJDKAT yHoTpeOara i B MpOAbIDKEHHE Ha TIOHE TTET
Mecella clie]1 mocaeHoTo jeuenure ¢ Hukyndra.

Bbpemennoct

IIpocneKTUBHO ChOpaHH JaHHU OT rosisM Opoit (mpubsmsutenno 2100) ciaydan Ha OPEMEHHOCT ¢
paKIaHe Ha )KUBO JIETe, C SKCIIO3UIIHS Ha aaiiMyMal, ¢ I3BECTEH M3X0/]] — )KUBOPOJICHU Jiella,
BKIIFOUUTENTHO MoBeue oT 1500 manueHTH npe3 mbpBUsi TPUMECTHP, HE TIOKa3Ba IMOBUINIABaHE HA
YyecToTaTa Ha Man(opMaluy Mpr HOBOPOAEHOTO.

B npocniekTrBeH KOXOPTEH PETUCTHD Ca BKIIOUEHU 257 skeHu ¢ peBMaToueH apTputT (PA) nmu
oonect Ha Kpon (BK), nekyBanu ¢ aganumymad moHe npe3 mbpBust Tpumectbp U 120 xenu ¢ PA unm
BK, xouto He ca nexyBanu ¢ ananumymad. [IbpBuYHaTA KpaiiHa TOYKA € Pa3pOCTPAaHEHUETO MPH
pa’kIaHeTo Ha ToJIeMH BpoAeHu nedekT. YecToTaTa Ha ciaydanTe Ha OpeMEHHOCT, 3aBbPILIBAIIH C
MOHE €IHO JKUBOPOJCHO JIETE C TONISIM BpojieH JedekT e 6/69 (8,7%) npu sxenute ¢ PA, nekyBanu ¢
aganumymao u 5/74 (6,8%) npu HenekyBanute sxeHu ¢ PA (Hexopurupan OR 1,31, 95% CI1 0,38 —
4,52) u 16/152 (10,5%) npu xenute ¢ bK, nexyBanu ¢ ananumyma6d u 3/32 (9,4%) npu HenekyBaHUTe
xenu ¢ BK (mexopurupan OR 1,14, 95% CI 0,31 — 4,16). Kopurupanusar OR (oTunramy paziukara B
usxonuute croitnoctr) e 1,10 (95% CI 0,45 — 2,73) npu komOunupanu PA u BK. 3a Bropuunute
KpaiHu TOYKH CIIOHTaHHHU a0OpTH, HE3HAYUTEIHU BPOJICHH AC()EKTH, IPEKIEBPEMEHHO paskKAaHe,
pasMep NpH pakAaHe U CEPHO3HHU WIH OTIOPTIOHUCTUYHYU MH(PEKIUH HE ca HaOII01aBaHU OTYETINBU
Pa3IMKU MEX/1y JIEKYBaHHUTE C aiaJuMyMal U HeJIeKyBaHUTE )KEHH, KaKTO U HE ca JOKJIaJBaHH CITydau
Ha MBPTBOPOJICHH JIeLia WX 3I0Ka4eCTBEHHU 3a00isiBaHus. IHTEpIIpeTUpaHeTo Ha TaHHUTE MOKE J1a
0bJic MOBIHMSIHO OT METOAOJIIOTHUYHUTE OTPAHUYCHHS Ha IPOYYBAHETO, BKIFOYUTEIHO OT MAJIKUS
pasMep Ha M3BaJIKaTa U HEPaHJOMU3UPAHUS JH3aiH.

B mpoyuBaHe Ha CBbp3aHa ¢ pa3BUTHETO TOKCUYHOCT, MMPOBEACHO MPU MaMyHH, HAMA MTOKa3aHUS 32
MaT€pHa TOKCUYHOCT, eM6pI/IOTOKCI/I‘IHOCT HJIKN TCPATOIrCHHOCT. Hsama mannaau MPESAKIMHUYHN TaHHU
3a MOCTHATAJIHATA TOKCHYHOCT Ha ajanumMymad (Bx. Touka 5.3).

[Topanu naxubupane Ha TNFo, npunaranusr no Bpeme Ha OpeMEHHOCT afanuMyMad Moxe 1a
MOBJIMsie HOPMAJTHUTE UMYHHH OTTOBOPH TP HOBOPOJIEHOTO. Aanumymab TpsiOBa j1a ce U3Moi3Ba 1o
BpeMe Ha OpEMEHHOCT, CaMO aKO € U3PUYHO HE0OXO0AUMO.

AnanuMymab MOKe J1a IpeMUHe TIpe3 TUIAleHTaTa B cepyMa Ha KbpMaveTa, POJIEHH OT JKEHH,
JIeKyBaHH ¢ ajanmMyMmab 1o Bpeme Ha OpemeHHocT. ClieZioBaTeIHO, TE3U KbpMadyeTa MoraT Jia ObJiaT
M3JI0’)KEHHU Ha TIOBUILEH PUCK OT HH(ekuus. [Ipunaranero Ha >KUBH BaKCUHHM BaKCHHHM (HAIlp. BAaKCHHA
npotuB BCG) npu kppMaueTa, N3JI0KeHU Ha aJaauMyMa0 in utero He ce mpernopbyBa 10 5 Mecena,
CJIe]T TIOCJIETHOTO MPHIIOXKEHNE Ha aJaTiMyMal MHXKEKIUS Ha Maifkara, 1o BpeMe Ha OpeMEHHOCT.

Kspmene

OrpanudeHata uH(GOpPMAIKsA OT MyOJIMKyBaHaTa JUTEpaTypa COUH, ue ajaluMyMad ce eKCKpeTHpa B
KbpMarta [Py MHOTO HUCKW KOHIIGHTPAIIUH, KATO HATMYMETO Ha aJlaTiMyMal B KbpMara € B
koHmeHnTparmu ot 0,1% 10 1% ot cepymMHOTO HMBO Ha MaiikaTa. [IprnoxeH nepopairHo
uMyHornoOyuH G, ce rmoJyiara Ha YpeBHa IMPOTeoJIn3a U MMa HUCKa OnoHanmmuHocT. He ce owaksar
e(heKkTH BBpXYy KbpPMEHUTE HOBOpOieHH / kbpMadeTa. CiienoBarenno Hukyndra Moxke 1a ce usnonssa
0 BpeMe Ha KbPMEHE.

®epTunurer
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Jlumcear mpenKITMHIYHY TaHHY 32 epekra Ha amanuMymad BepXy hepTuanrera.
4.7 EdexTn BbpXy criocodHOCTTA 32 mo¢gupaHe U padoTa ¢ MAIINHHA

Hukyndra moxe 1a moBiusiBa B Majika CTEIEH CIIOCOOHOCTTA 3a IoQupaHe ¥ padoTa ¢ MaIllluHU.
Bb3MoHa € MosiBaTa Ha BEPTUTO U HApYILIEHHUE Ha 3pEHUETO cie/ npriokenrnero Ha Hukyndra (Bxk.
Touka 4.8).

4.8 Heskesnanu jjekapcTBeHH peaKkUnu

O06006111eHMEe Ha Tpodria Ha 0€301aCHOCT

Ananumymal e Ipoy4YBaH B OCHOBHU KOHTPOJHMPAHU M OTBOPEHH NpoyuBaHus pu 9506 nauyeHTyH 3a
nepuon 10 60 Mecena win oBeve. Te3u MpoydIBaHMs BKIIIOYBAT MAIIMEHTH C PEBMAaTOUIEH apTPUT C
HACKOPO Bb3HHKHAJIO 3200JIsIBaHE MU TAKOBA C TOJISIMA JaBHOCT, IOBCHUJICH UIMONIATUYCH apTPUT
(monmapTHKyIapeH I0BEHWICH WINONATHYCH apTPUT U apTPHT, CBbP3aH C €HTE3NT), KAKTO_H MAI[eHTH
C aKcHalleH CTIOHAWIOAPTPHUT (AaHKUIIO3UPAIL] CIIOHAWIINT U aKCHAJIeH CTIOHAUIOAPTPUT 0e3
pentreHorpadcku gannu 3a AC), icopuatudeH aptpur, oosiect Ha Crohn, yiaIiepo3eH KOJIuT,
TICOPUA3UC, THOCH XUIPAACHHUT U YBeUT. OCHOBHUTE KOHTPOJIMPAHU MpoyyBaHus ooxBamar 6089
nanuenTy, nonyuasaniyd Hukyndra u 3801 manuenTH, nosaydapany miane00 iy aKTUBHA KOHTPOJIA
0 BpeMe Ha KOHTPOJIHPAHHS MTEPHO]I.

JlebT Ha MAIMEHTUTE, KOUTO Ca MPEYCTaHOBUIIN JICYCHUETO CU ITOpaIH HeXKETaH! ChbOUTHS IO BpeMe
Ha JIBOMHOCIeN I, KOHTPOJIHUpPaH MepHOl Ha OCHOBHHUTE IPOy4BaHus € 5,9% npu nanueHTure,
npueman Hukyndra u 5,4% npu nanuenTure, JeKyBaHH C KOHTPOJIA.

Haii-gecto noxiagBaHuTe HEXKEIAHN PEeAKINH ca MHPEKIuH (KaTo Ha30(hapuHTUT, NH(GEKIINN Ha
TOPHUTE JNXaTeITHA IBTUINA U CHHY3UT), PEaKIK Ha MSICTOTO HA HHKEKTUpaHe (epuTeMa, Chbpoex,
XxeMmoparusi, 00oJIka WM MoyBaHe ), IIIaBo0OIHNE U MYCKYJIO-CKelIeTHa OoJIKa.

Joxmansanu ca cepro3Hu Hexenanu peaknuu 3a Hukyndra. TNF-antaronucTure, karo aganuMymad
3acdarar MMyHHaTa CUCTEMA U TAXHAaTa yHOTpe6a MOXE aa B’L3[ICI‘/'ICTBa BbpPXY 3allydTara Ha T4JI0TO
cpenry HHGEKIINU U pPak.

daraiHu 1 KUBOTO-3aCTpaIlaBaIly HHPEKINH (BKIIOYATETHO CETICUC, OTIOPTIOHUCTHYHHA UH(EKIIHU 1
TyOepkyio3a), peakruBaiius Ha HBV u penuia 3nmokadecTBeHu 3200 1siBaHus (BKIIOUHUTEITHO
TeBKeMUs, TUMGOM U XeTaToreHaneH T-KieTh4eH JuM(oM) ChINo ca ChOOIaBaHU MPU
NPUIOKEHUETO Ha alaTuMyMad.

JoknanBanu ca CbIIO CEPUO3HU XEMATOJIOIMYHH, HEBPOJIOTHYHU U ABTOUMYHHH peakuuu. Te
BKJIFOUBAT PEJIKU CHOOIICHHS 3a MAHIIUTOIIEHHSI, aIUTACTHYHA aHEMHUSI, IIEHTPATHH U nieprudepHr
JEMHUETMHU3UPAIIN CHOUTHS U CHOOIICHUS 32 JYIYC, CBbP3aHU C JIYIYC ChCTOSIHUSI U CHHJIPOM Ha
Stevens-Johnson.

HeZ[I/IaTDI/I‘lHa nonyiaanus

Karo 510, HCOXCIIaHUTEC CcHOuTUA IpU NSAUATPUIHU MAOHUCHTU C MOJHUAPTUKYIIAPCH FTOBCHUJICH
UIUONATUYCH apTPUT Ca CXOAHHU 10 YECTOTAa U BUJ C HaGJHOZIaBaHI/ITe IIpU Bb3PACTHU MALlMCHTH.

TabauyeH COMCHK HA HEXKEIAHUTE PCaAKIINHN

[IpencraBeHUST CIIMCHK HA HEXKEJIAHUTE PEeaKIMK € 0a3upaH Ha ONKTA OT KIMHUYHUA IPOYYBaHUSA U
MOCTMAPKETHHIOB OIUT U € MIPEACTABEH 10 CUCTEMO-OPTaHHHU KJIaCOBE M YeCTOTa B TabuIia 6 mo-
noy: MHoro yectu (> 1/10); wectu (> 1/100 mo < 1/10); mvedectu (= 1/1 000 go < 1/100): penku
(> 1/10 000 go_< 1/1 000); 1 ¢ HeM3BECTHA YeCTOTA (OT HATMYHHUTE JAHHHU HE MOXKE J1a Obe
HampaBeHa olleHKa). [Ipu Bcsko rpynupaHe B 3aBHCUMOCT OT YECTOTaTa, HEXKEIIAHUTE JICKApPCTBEHU
peakiuu ce n30posBaT B HU3XOIAI PEJI IO OTHOIIICHUE HA TIXHATa CEPUO3HOCT. BrirroueHa e Haii-
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BHCOKaTa 4eCTOTa, HaOroIaBana cpej] pa3nuaHuTe mokazanus. C acrepukc (*) B KoJioHara 3a
CucteMo-opraHHH KJacoBe ¢ 0TOeII3aH0 HATMYHUETO Ha AOITBIHUTEIIHA HH(OPMAITHS, KOITO MOXE J1a
Ob1e HamMepeHa B Touku 4.3, 4.4 u 4.8.

Taoauna 6: Heskesranu peakuuu

Cucremo-opraniu Yecrora Hexenana peakuus

KJIacoBe

Nudexnnn u MHoro yectu WNnudexnnn Ha quxaTemHUTE MHTHUINA
uHpecrauun™® (BKITFOUMTENTHO WH(EKINS Ha TOTHUTE U TOPHU

JIUXATEHU ITHTHUINA, THEBMOHUS, CHHY3UT,
(apuHruT, Ha30()aPUHTUT U XEpIIEC-BUPYCHA
ITHEBMOHMS1)

Yectn Cucremun nH(eKIMA (BKIFOIUTEITHO CETICHUC,
KaHIUI03a ¥ TPHI),

WHTECTHHAITHN HH()EKINA (BKIIOUUTEITHO
BHPYCEH racTPOSHTEPUT), MHPEKITUN Ha KOKaTa
Y MEKHTE ThKaHU (BKJIIOYUTEITHO TAPOHUXUS,
LENYNT, UMIETUTO, HEKPOTU3Upall (GacluuT U
XepIec 30¢Tep), HHPESKIIUU Ha YXOTO,
WH(EKINY Ha YCTHATA KyXUHA (BKIIOUYHATEITHO
Xeprec CUMITICKC, OpasieH xeprec U HHPEKITUH
Ha 3p0UTE), MHQPEKINN Ha
BB3MPOU3BOJUTEIHATA CUCTEMA (BKIFOUYUTEIIHO
BYJIBOBarHaJIHa MUKOTUYHA HHEKIHS),
WHQEKIUY Ha MTUKOYHHUTE ITBTHIIA
(BKITFOUMTEITHO MUENIOHEDPUT), THONIHH
WH(EKINH, CTABHA WHPEKITUU

Heuectn HeBponoruuau nHpeKun (BKIIOUUTETHO
BHPYCEH MEHUHTHT)

OTIOPTIOHUCTHUYHHN HHPEKIMU 1 TyOepKy03a
(BKJIFOUMTENTHO KOKIIUINOUIOMHKO3a,
XHMCTOIUIa3M03a U HH(MEKIUsI TPUIHHEHA OT
mycobacterium avium complex), GakrepuarHu
vH(EKIUU, O9HN MHDEKIUK, TUBEPTUKYINT V)

Heormmazmu — Yectn Pak Ha xoxkaTa, ¢ U3K/IIOUCHHE Ha MEJIAaHOM
JI00pPOKavYeCTBEHH, (BKJITFOUUTENTHO 0a3aTHOKJIETHYEH KapIIMHOM U
3JI0KaYECTBEHN U CKBaMO3HOKJIEThYEH KapIIMHOM),
HEOIPeIEIEH JIOOPOKAYEeCTBEHH HEOTLIA3MHU

(BKIJIFOUUTEITHO KUCTH U | HeuecTn Jlumdpom™*, HeommazMu Ha TUTBTHUTE
noJumnm)* (MacuBHM) OpraHy (BKJIIOUUTEIHO PaK Ha

rbpJiaTa, HeoIIa3My Ha OeuTe IpoboBe 1
IITUTOBHJIHATA JKJIe3a), MEITaHoM™*

Penxu JleBkemus V
C HeusBecTHa Xenaronuenanen T-knerbuen mumdom
4ecToTa Mepken-KiieTbueH KapLiuHOM

(HEeBPOEHIOKPUHEH KapLMHOM Ha Koxara) 1),
Caprom Ha Kaposi
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Cl/ICTeMO-OpFaHHPl KJacoBe

YecToTa

Hexenana pPeaxKkuus

Hapyuienus Ha kpbBTa U
nuMpHaTa cuctemMa™

MpHoro yectu

JleBkoneHUs (BKITFOYUTEITHO
HEYTPOIIEHUS U arpaHyIIOINTO3a),
AHeMUS

Yectn JIeBKOIIUTO3A,
TPOMOOITUTOTICHUS
Heuectn WUanonarnyHa TpoMOOLIMTONEHUYHA
IypIrypa
Penxn [Tanmuronenus
Hapyuienus Ha umyHHara Yectu CBpPBXUyBCTBUTEIHOCT,
cuctema™ anepru (BKJI. CE30HHA aJepTHsl)
Heuectn Capkono3al, Backynut
Penku Anagpunaxcus

Hapymrenns Ha MeTabonm3ma u
XpaHEHETO

MHoro yectu

IloBuimenue Ha TUITHIATE

Yectu

Xunokanuemus,

[NoBumenna MIKOYHAKUCEIHNHA,
OTKJIOHEHHSI Ha HaTPHs B KPHBTa,
XUIMOKAJIIUEMUS, XUIICPITIMKEMUS,
xunodocdaremusi, 00e3BOHIBAHE

IIcuxnyHu HapyLIEHUS

Yectu

IIpomeHnu B HACTPOEHUETO
(BKITIOUMTEINTHO Jlenpecus),
TPEBOXKHOCT,

Oe3crHHe

Hapymenus Ha HepBHaTa cuctema™

Hapymenust Ha ounte

MHoro yectu

I'maBoboiue

Yectu

[TapecTe3nn (BKIFOUUTEITHO
XUTIECTE3Ms ), MUTPEHA,
KOMITpECHs Ha HEPBHUOKOPEHYE

Heuectu

MoO3BYHO-CHJIOBU UHIIUAECHTH
TPEMOP, HEBPOIIATHUSI

Penxu

MHoxecTBeHa CKJIepo3a,
JeMUETUHU3HUPAIIN HapyLLIEHUs
(HEeBpUT Ha OYHUS HEPB, CHHAPOM Ha
Guillain-Barré)

Yectu

Hapymenue Ha 3penuero,
KOHIOHKTHUBHT, Onedapur,
MOJlyBaHe Ha OUUTE

Heuectu

Hunuionus
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CucTeMOo-0OpraHHM KjIacoBe YecroTa Hesxenana peaknus
Hapymenns Ha yxoto u mabupunta | Yectn Bepruro
Heuectu I'myxota, THHHTYC
Coprednu HapymeHws ™ Yectn Taxukapmms
Heuectn Muoxkapaen uHpapKT, apuT™mus,
3aCTOHHA ChpACYHA HEAOCTATHUYHOCT
Penxu CopaeueH apect
CbmoBH HapyLeHUS Yectu XUNEepPTOHUS, 3a4EpBsSIBaHE, XEMATOM
Heuectn AHeBpu3Ma Ha aopTara OKJIy3us Ha
apTepuaHUTE ChIOBE,
TpoMOOpIeOUT
Pecniupatopuu, rppaHU U Yectu AcTMa, qUCTHes, KallTuIa
MeIUacTUHAITHA HapyIICHUS *
Heuectn BenonpobGen emGonuzbm?,
WHTepCcTUIMaHa OeronpobHa OomecT,
XpOHHYHA OOCTPYKTHBHA OenoapoOHa
00J1eCT, THEBMOHHT,
IIeBpaseH u3nus
Penxu Benonpobua pudposa’

CromanIHo-uYpeBHU HApyLIECHUS

MHoro yectu

KopeMHa 60.]'[1(3,, raacHe U MOBPbHIIAHC

YectHn

KbpBeHe 0T cTOMAITHO-YpEBHUS
TPAKT, TUCTICTICHS,
ractpoe3odareansa pediaykcHa
Oorecr, sicca syndrome (cyxora B
ycTara)

Heuectn

[Nankpearut, aucdarus, OTOK Ha
JHULETO

Penxu

IMepdopanus Ha yepsaral)

XenaroOuuapHu HapyIIeHUs *

MHoro yectu

[ToBumenn yepHOAPOOHUTE EH3UMHU

Heuectn XOJEUCTUT U XOJICIINTHA3A,
YepHOAPOOHA cTeaTo3a, IOBUIIICHU
OmMpyOuH

Penxnu XemnaTur

peaxkTuBanus Ha xenatut BY
ABTOMMYHEH XETaTuT!

C HeusBecTHA
4ecToTa

YepHOAPOOHA HENOCTATHYHOCT)
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CuctemMo-Opraniu KJjacose

YecToTa

Hexenana peakuus

HapyIHCHI/IH Ha KoKaTa M II0JKOKHaTa
ThbKaH

MpHnoro yectu

OO6puB (BKITIOYUTEITHO
eKkcoTnaTUBEH OOPHB)

Yectu

BriomaBane nim OTKIIOYBaHE Ha
NICOpHa3uc (BKJI. MaJIMO-TUIAaHTApeH
MYCTYJO3€H

nicopuasuc)?), yprukapus,

NOsIBa Ha KPhBOHACSIAHHS
(BKITFOUMTEITHO IypITypa),
JIepMaTuT (BKIIOYUTEIIHO eK3eMa),
OHHUXOKJIa3a, XUIEePXHUIPO3a,
anonenus"), IpypuTyc

Heuectn

Homno u3norsBaHe
Oenesun

Penkn

Epurema myarudpopme”, cungpom
Ha Stevens-Johnson", anrmnoenem",
KOYKEH BacKyyur"

JIMXEHOMIHA KOYKHA peaKIus

C HeusBecTHA
yecToTa

Bromasane Ha CUMIITOMHTE Ha
nepMaToMuo3ura’)

Hapymenuns Ha MyCKy/THO-CKeJIeTHATa
cucrema u

MpHoro yectu

MyckynHo-cKeneTHa 0oJKa

ChCIMHATCIIHATA ThKAH Yectu MyckynHu criazmMu (BKIFOUHTETHO
TIOBUILICHUE HAa KPEaTHH
¢dochoxuHazara B KPHBTA)

Heuectn Pabmomuonusa,
CUCTEMEH JIYIyC epUTEMaToIeC
Penxu Jlynyc-nonoben cunapom”
Hapymenus na 6s0peunte n Yectn VBpexaane Ha OpOpenure,
NIUKOYHUTE XeMarypust
Heuectn Huxkrypus
Hapymenus Ha Bp3nponsBoauTentara | Heuectn Epexrnina aucdyHKuus

cHCTeMa W T'hpaTa

OO0y HapymieHus u eheKTH Ha
MSICTOTO Ha MPHIIOKeHHe™

MHoro yectu

Peaxmust Ha MACTOTO Ha
WH)XEKTHpaHe (BKIIOYNUTEITHO
€pUTEM Ha MSICTOTO Ha
WHXEKTUPAHE)

Yectu

Bonka B o0macTra Ha TpBAHMS KO,
0TOK, (edpunuter!

Heuectu

Bo3nanenue




CuCTeMO-OPTraHHH KJIacOBE Yecrora Hexenana peakuus

Wzcnenanns™® Yectn Hapymenns Ha koarynanusara u
KbPBEHETO (BKIIIOUUTEIHO
YABIKAaBaHE Ha aKTUBUPAHOTO
napuuagTHo TPOMOOIIIIACTHHOBO
BpeMe), TOJOKHUTEIIEH TECT 3a
aBTOAHTHUTENA (BKIIOYUTEIIHO
aHTHU-NBOMHO-BepkHU JTHK
aHTHTEIa),

MOBHIIEHUE HA JIAKTAT
JIEXUAPOTreHa3ara B KpbBTa

C HeusBecTHA [Moumeno terno?
4ecToTa
Hapanssanusi, oTpaBsiHUS U Yectu Hapyieno 3a3apassiBane Ha paHu
YCIIOKHEHUSI, Bb3HUKHAIN B PE3YJITaT
Ha MHTCPBCHIINU
* JOITBJTHATEITHA MHPOPMAIIKSI MOXe Ja Ob/le HamepeHa B Touku 4.3, 4.4 n 4.8

ok
1)
2)

BKJIIOUYUTEITHO OTBOPEHHUTE MPOABIDKCHUS Ha IPOYIBAHUSATA

BKIJIFOUHUTECIIHO JAaHHU OT CIIOHTaHHU C’LO6HICHI/I$I

MpOMSHATa B TEIJIOTO CIIPSIMO M3XOIHOTO HUBO 3a amanuMymad Bapupa cpeaso ot 0,3 mo 1,0 kg
MIPH MOKa3aHUATA MPH Bb3pacTHHU B cpaBHeHHe ¢ (Munyc) -0,4 1o 0,4 kg 3a miamnebo 3a nepron
Ha JieueHue oT 4-6 Mecena. YBelIn4eHue Ha TerIoTo OT 5-6 kg e HabmonaBaHo v pH IbJITOCPOYHN
NPOOB/DKEHHUsS] Ha MPOYYBaHMS ChC CpPEJHA EKCIIO3HMLUS OT OKOJO 1-2 roxuHu 6e3 KOHTpPOJHA
rpymna, ocodeHo npu nanueHT ¢ 6oxect Ha Crohn u ynepo3eH KOMUT. MexXxaHu3MbT 33 TO3U
e(eKT He e sICeH, HO MOXKe JIa € CBbP3aH C MPOTHBOBB3MAIUTENHHUS e(eKT Ha ajaauMyMad.

VYBeur

[TpoduabT Ha GE30MACHOCT MPH HALMEHTH C YBEHT, JICKYyBaHHU ¢ afaauMymal mpe3 ceMHIIa, € B
CHOTBETCTBHE C IMO3HATHS PO Ha OE30IACHOCT Ha aIajMMyMa0.

Onmucanue Ha I/I36DaHI/I HCXCJIaHW pCaKlnu

Peakuuu HA MACMOMmMO HA UHMCeKmupane

B ocHOBHHUTE KOHTpOJIMPAHHU MPOYIBAHUS MU Je1a U Bb3pacTHu 12,9% oT manueHTuTe, JIeKyBaH! C
Hukyndra, ca pa3Buiu peakiiys Ha MACTOTO Ha MHXXEKTUpaHe (epuTeMa H/Win ChbpOex, XeMoparus,
00JIKa MU OTOK), B CpaBHEHHE ChC 7,2% OT MAIMEHTHUTE, OTYYIIIN TUIAe00 WM aKTHBHA KOHTPOJIA.
Peakiunre Ha MICTOTO HA MHXKEKTUPAHE, KaTo 115710, HE Ca JIOBEJIU JI0 IIPEYCTAaHOBSBAaHE HA JICUCHUETO
C JIGKapCTBEHUS TIPOIIYKT.

HUngpexyuu

B ocHOBHHTE KOHTpOJNIMpaHH MTPOYYBAHUS TTPH Jella ¥ Bb3PACTHU YeCTOTaTa Ha MHEKIuuTe ¢ Onna
1,51 Ha manueHTOTOMHA TPH MAIUEHTUTE, JIKYBaHU ¢ agannMymad u 1,46 Ha MalMeHTOTOINHA TIPH
MAIUeHTUTE, JISKYBaHH C IJ1arie00 1 akTuBHA KOHTpoJia. MH(ekuuTe ca O NpearuMHO
Ha30(papUHTHUT, UHPEKIIUN HAa TOPHUTE TUXATEIHU TTUINA U CHHY3UT. [loBeueTo manueHTu ca
MPOIABIDKUIN JICICHUETO C aJaTuMyMal ClIe]] OTITyMsIBaHEe Ha WH(EKIUATA.

Yecrorara Ha cepro3nute nHpekimu e ouna 0,04 Ha TanMEeHTOroANHA TIPY AIIMEHTUTE, JICKYBaHH C
amamumymab u 0,03 Ha marMeHTOo-TOIMHA TIPH MMAIIMEHTHTE, JICKYBaHH C TIarie00 M akTUBHA KOHTPOJIA.
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[Ipu KOHTpOIUPAHU U OTKPUTH MPOYyYBAHUS HA AAAIMMyMa0 MPU BE3PACTHH U TICTUATPUIHU
MAIICHTH ca JOKJIAIBaHU CEPHO3HN HHPEKITNHN (BKIIOUUTEITHO (aTaTHu HHOEKIHH, KOUTO ca ce
TIOSIBSIBAJTU PSIJTKO ), KOMTO BKJIFOYBAT CHOOIIEHUS 3a TyOepKys103a (BKIFOYUTEITHO MIJIMAPHA U C
M3BBHOETIOAPOOHY JIOKATM3AITNHN ) 1 HHBAa3UBHU OTIOPTIOHUCTHIHN HH(EKITNY (HaIp. THCEMUHUpPaHa
WM eKCTPAIyJIMOHAHA XUCTOTIa3M03a, OJJACTOMUKO3a, KOKITHTUOUJIOMUKO34, ITHEBMOIIICTO34,
KaHJM103a, acTIepruiio3a u Juctepuosa). [loBeuero ot ciyuaute ¢ TyOepKyo3a ca Bb3HUKHAIH MTPe3
IBPBUTE OCEM Mecella CIie]l 3al0YBaHe Ha JICYCHUETO U MOXKE JIa OTpa3sBar MOBTOPHA MOSIBa Ha
JIATCHTHOTO 3a00JIsIBaHE.

3nokauecmeenu u numgponporughepamugnu 3a601316anUs

He ca nabmtomaBanu 310KkauecTBeHH 3200 sBaHus py 249 nenquaTpuyHy NalyueHTH ¢ eKCIIO3UIHS OT
655,6 manMeHTOroANHY M0 BpeMe Ha M3MUTBaHUs HA aJauMyMal MpH MAHEeHTH ¢ IOBSHUICH
UANMONATHYEH apTPUT (MOIHAPTUKYJIAPEH FOBEHWIEH UIUMONAaTHUEH apTPUT U apTPUT, CBBP3aH C
eHte3ut). B nombiaHeHue, He ca HaOIIOIaBaH! 3JI0Ka4eCTBEHN 3a00sBaHus pu 192 meanaTpudHu
MAIMEeHTH C eKCTIO3uIus OT 498,1 maIeHTorofnHn o BpeMe Ha KiIMHWYHY npoy4yBanust ¢ Hukyndra
NpY TIeJaTPUIHU manueHTy ¢ 6onect Ha Crohn. He ca HaOmionaBaHu 310KadecTBEHH 3a00IIBaHUS
npu 77 menuaTpudHU MaUeHTH ¢ eKco3uIys oT 80,0 ManueHTOroquHU 10 BpeMe Ha KITMHUYHO
M3MUTBAHE ¢ afanuMyMad Ipu NeAuaTpUYHU MALMEHTH ¢ XpOHUYEH IUTakaTeH ncopuasuc. He ca
HaOMroaBaHy 37I0KaueCcTBeHH 3a00msBanus npu 60 eaaTpUYHHU MAUEHTH C eKCTIO3UIus OT 58,4
NaIMEHTO-TOIUHY [0 BpeMe Ha KIMHUYHOTO U3MHUTBAHE C aJaiuMyMal IpH MeAUaTpHYHH NAlUEHTH C
YBEUT.

ITo BpeMe Ha KOHTPOJIMPAHUTE YaCTH OT OCHOBHU KIIMHUYHU NIPOYYBaHUS Ha afaiuMymal
MUHHUMAITHA TPOIBIKUTETHOCT OT 12 CeaMUIIM TP Bh3PACTHU MAIIMEHTH C YMEPEHO J0 TEKKO
M3pa3eH aKTUBCH PEBMATOUICH apTPUT, aHKUJIO3HMpPAIll CIIOHMIINT, aKCUAJICH CIIOHIMIINTOAPTPUT Oe3
pentreHorpadcku Aanau 3a AC, ICOPHATUYCH apTPUT, ICOPUA3UC, THOCH XUIPAJCHHT, O0JIeCTTa Ha
Crohn, yimepo3eH KOIUT U YBEUT, 3710Ka9eCTBEHHU 3a00JIABaHNUS, PA3TUIHA OT JTUM(OM U
HEMeJIaHOMEH paK Ha Kokara ca OWiii HaOJIrofaBaHu rpu yectota (95% noBepuTelieH HHTEpBal) OT
6,8 (4,4, 10,5) ma 1000 marmertoroguau mpu 5291 nekyBaHU ¢ afaIuMyMal MalueHTH CHPAMO
yectoTa oT 6,3 (3,4, 11,8) Ha 1000 manmenTo-roguan nipu 3444 KOHTPOIHU NAMEHTH (ITPH MeAraHa
Ha TPOBJDKUTEIHOCTTA Ha JieueHneTo oT 4,0 Meceria 3a agauMymab u 3,8 Mecerla 3a JISKyBaHUTE C
KOHTpOJa nanuenTn). Yecrorara (95% noBepurteneH nHTepBa) HA HEMeJTaHOMHHUTE ()OPMHU HA KOXKEH
pak e Ouna 8,8 (6,0, 13,0) Ha 1000 manueHTOroquHH CpeJl JICKYBAaHUTE C afialuMymal NakueHTy u 3,2
(1,3, 7,6) na 1000 nanueHTOrOAMHY Cpejl KOHTPOTHHUTE maiueHTy. OT Te3n GOpMHU Ha KOXKEH pak,
CKBAaMO3HOKJIETBYHHMSAT KapLIMHOM € Bb3HHKBaJ ¢ yectoTa (95% nosepurenen untepsain) ot 2,7 (1,4,
5,4) Ha 1000 manueHTOroquHM Cpe JIeKyBaHuTe ¢ anaaumymad namuentu u 0,6 (0,1, 4,5) ma 1000
MAIMEeHTOTOIUHU CpeJl KOHTpOJHUTE narueHT. Yectorara (95% noBEepUTEIIeH HHTEPBA) Ha
mumdpomute e 6una 0,7 (0,2, 2,7) vHa 1000 manueHTOroIuHY Cpell JISKYyBaHUTE C aJaTuMyMad
nanuenty u 0,6 (0,1, 4,5) ra 1000 manueHTOTOMMHN Cpel KOHTPOIHUTE TAI[UEHTH.

[Tpu koMOMHVpaHe Ha KOHTPOIMPAHUTE YaCTH OT TE€3H MMPOYUBAHMS C TIPOIBIDKABAIINTE W 3aBbPIICHU
OTBOPEHU MPOABJDKCHHS Ha MPOYYBAHUATA C MEIMAHa HA MPOABIDKUTETHOCT OT MPHOIM3UTENHO 3,3
TOAWHY, oOxBamamu 6427 ManueHTy 1 moBeue ot 26 439 nmarmeHToroANHY Tepanws, Ha0IonaBaHaTa
YECTOTA Ha 3JI0KAYECTBEHUTE 3a00NISIBaHNUS, PA3IIUYHU OT JIMM(OM U HEMEJIaHOMHH (OpPMH Ha KOXKEH
pak, ¢ npubnmu3urenHo 8,5 Ha 1000 manuenToronuuu. HabmonaBanara 4ecToTa Ha HEMEJIaHOMHHTE
(hopMu Ha KOXKEH pak e mpuonmutenHo 9,6 Ha 1000 marueHTOrOMHY, a HaOII0aBaHATa YECTOTa Ha
sumpomute € npudiuzutenHo 1,3 Ha 1000 manueHToroquHM.

B neprnona Ha moctmapkeTuHroBust onut ot ssuyapu 2003 1. o nekemBpu 2010 1., mpeauMHO IpU
NalMEHTH C PEBMAaTOMIEH apTPHT, YECTOTAaTa Ha CIIOHTAHHO ChOOIICHUTE 37I0Ka4YeCTBEHH 3200 IsIBaHUS
e npubnausutenHo 2,7 Ha 1 000 nanueHToroanHu Tepanus. YecToTuTe Ha CIOHTAHHO ChOOIICHUTE
HeMeJTaHOMHHU (OpMH Ha KOKEH pak u JuMpomu ca cpoTBeTHO npubam3utento 0,2 u 0,3 Ha 1 000
NalMEeHTOTOANHY Tepanus (BXK. Touka 4.4).

[Tpn mocTMapKEeTHHTOBHS OIUT MMa CHOOIIECHHS 32 PEAKH CIIydad Ha XeMaToNINeHAIeH T-KIeThueH
nuMQoM Npu MaLUeHTH, JEKyBaHU C agaauMymad (BK. Touka 4.4).
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Aemoanmumena

[Tpu npoyuBanus | - V Ha peBMaToOMIeH apTPHUT, CEPYMHUTE MPOOH Ha MAIlUEHTHTE ca OUIH
W3CJICABAHU 3a ABTOAHTUTENIa B MHOXKECTBO BpeMeBH TOUKU. B Te3n m3nureanus npu 11,9% or
NAalMEHTHTE, JEKyBaHU ¢ aganumymad u 8,1% oT manueHTure, JeKyBaHH ¢ IU1ane0o 1 akTHBHA
KOHTpOJIa, KOUTO ca OMJIM OTPHULIATEIIHU 32 aHTUHYKJICAPHU aHTUTENa Ha U3XOMHO HUBO, Ca ChOOININ
nonoxutenHu HuBa B Cenmuna 24. Camo aama ot 3441 nekyBanu ¢ anaauMymal MaIlieHTH BbB
BCHYKHU NPOYYBAHHUS HA PEBMATOUICH U TICOPUATHYCH apTPHUT, ca Pa3BUIM KJIMHUYHU NPU3HALIH,
MpeArnoarayd HOBOBb3HUKHAI JyMyc-mofo0eH cuuapoM. [lanuentute ca ce monoOpuiu ciex
IpeyCTaHOBsIBaHE Ha Je4eHHeTo. HUTO eMH manueHT He € pa3Buil JIyIyCeH HeQPUT WITN
CHUMIITOMATHKa OT CTpaHa Ha LIEHTpaJIHaTa HEPBHA CHCTEMA.

Xenamobunuapru cvoumus

B konTponupanu ®aza 3 KIMHUYHY IPOYYBAHUS Ha aladuMyMal pH MAIUeHTH C PEBMaTOHICH
apTPUT U MAIMEeHTH C TICOPHATHYEH apTPUT, C KOHTPOJIEH Nieproy B pamkute Ha 4 o 104 cemqmurim,
noBumiaBane Ha ALT > 3 x ULN (ropHata rpaHuiia Ha HopMara) HacTbIBa mpu 3,7% OT JEeKyBaHUTE C
aganuMymal manueHTH U npu 1,6% OT IeKyBaHUTE C KOHTPOJIa MalieHTH.

B koHTponupaHu KIMHAYHN M3NUTBaHKSA (a3a 3 Ha afanuMyMal Ipu MalUeHTH C TONHAPTUKYIApEH
IOBEHWJIEH WIMONAaTUYeH apTpUT Ha Bb3pacT oT 4 10 17 roAvHU U ¢ apTpUT, CBbpP3aH C EHTE3UT Ha
Bb3pacT oT 6 10 17 rogunu, nosuuienue Ha ALT > 3 x ULN e nabmrogaBano mpu 6,1% ot
nanueHTure, jJekyBanu ¢ Hukyndra, u mpu 1,3% ot manuenTture Ha jgedeHnue ¢ Konrpona. [loeuero
ciydau Ha noBuieHne Ha ALT Bb3HMKBAT Npu eJHOBpPEMEHHa yroTpeda ¢ MmetoTpekcar. He e
HabmonaBaHo nosumieHne Ha ALT > 3 x ULN npu kimHUYHOTO m3nuTBaHe daza 3 Ha amaanmymad
MIpU MAIMEHTH C MONMHAPTUKYIapeH I0BEHWIEH UINOIAaTHUEH apTPUT Ha Bb3pacT OT 2 110 < 4 TOAUHH.

B xonTponupanu nznutanus ®aza 3 Ha aganumymad npu nanueHTu ¢ 6onect Ha Crohn u yimeposeH
KOJIUT C KOHTPOJIEH Nepros B Auana3zona ot 4 1o 52 ceqmuuy, nopumasane Ha ALT > 3 x ULN
(ropHara rpaHuiia Ha HopMmara) HacTbiBa ipu 0,9% OT JieKyBaHHUTE C aJlaIMMyMal TAllMeHTH U ITPU
0,9% ot nekyBaHHMTE C KOHTPOJIA MALIUEHTH.

B xonTponupanu uznutBanus ¢aza 3 Ha aganuMymad pu NeIUaTpUYHA MAUeHTy ¢ bonecT Ha
Crohn, B koeTo ¢ olleHEeHa ePUKACHOCTTa M 0€30MIACHOCTTA Ha JIBE MO IbPIKAIIM CXEMH Ha IIpUjIaraHe,
KOPUTHPAHH CIPSIMO TEIECHOTO TEINIO CIiel MHAYKIIMOHHA, KOPUTHUPAHA CIIPSMO TEJIECHOTO TEIJIO
Tepanus ¢ MPOIBIDKUTEITHOCT 10 52 ceamunu, noBuinerne Ha ALT > 3 x ULN (ropHara rpanuna Ha
HOpMara) € HacThIuiI0 npu 2,6% (5/192) oT manueHTuTe, Kato 4 OT TSIX ca MPUEMAJIH ChIIBTCTBAIIH
UMYHOCYIIPECOPH Ha U3XOTHO HUBO.

B koHTponupaHy KIMHAYHU Npoy4BaHus (asza 3 Ha aganuMymal NpH NALMEHTH C MJIaKaTeH
MICOpHUA3UC C KOHTPOJIeH nepuof ot 12 o 24 cenqmuin nosumasane Ha ALT > 3 x ULN (roprara
rpaHula Ha HopMaTa) HacTbiBa rpu 1,8% ot siekyBanute ¢ aganumymad nanueHty u npu 1,8% ot
JIEKyBaHUTE C KOHTPOJIa MallUeHTH.

He e nabmomgasano nmosumenne Ha ALT > 3 x ULN B kmuHU9YHOTO M3nuTBaHe ¢aza 3 Ha agatnmMymad
MIpH NEeIUaTPUYHU MAUEHTH C IJIAKaTeH ICOPUA3KUC.

B koHTponupanu npoyuBanus Ha aganumyma0 (HadamHu qo3u 80 mg B Cenmuna 0, mocieasanu ot 40
mg Tpe3 ceamuIia, 3anouyBaiiku oT Cenmuiia 1) mpu Bb3pacTHH NMAIMEHTH ¢ YBEUT 10 80 ceaMuIu ¢
Me/IMaHa Ha eKCIIO3UIIMITa ChOTBETHO 166,5 THU MPU MallMeHTH, JIEKYBaHH ¢ aganumymao, u 105,0
JTHY TIpH JIEKyBaHHUTE C KOHTPOJIa MallMeHTH, yBeTu4ueHne Ha croiiHocTute HAa ALT >3 x ULN e
HacTBIWIO TipH 2,4% OT MaIMeHTUTe Ha agatuMyMad u mpu 2,4% OT JeKyBaHUTE ¢ KOHTPOJIa
MAIUEHTH.

3a BCHYKH ITOKA3aHUS B KIMHUYHUTE MMpOoy4YBaHUA MMATUCHTUTE C TIOBUILICHU ALT ca Ounn
ACUMIITOMaTU4YHU, KaTO B ITIOBCUCTO CIIy4Yan IMOBUIICHUCTO € ouio IMPEXOAHO M € OTIIYMSJIO IIPU
MMpoABJIKaBaHC Ha TCpaIudaTa. B’preKI/I TOBA, ChIICCTBYBAT IMOCT-MApPKCTUHTOBU C’BO6H.[€HI/I$I 3a
IleHO)_IpO6Ha HCOOCTAaThbYHOCT, KaKTO U 34 IIO-MaJIKO TCKKH IlepHOI[p06HI/I HapyHoIiCHUs, KOUTO MOrar
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Jla TIPEAXOKIaT YepHOAPOOHATa HEOCTATHYHOCT, KATO XCIATHUT, BKIIFOYHTEITHO aBTOMMYHEH XETIaTUT
TIPH MAIUEeHTH, TOTy9aBally aJatuMyma.

EaHoBpeMEHHO JICUCHHE C a3aTI/IOlT[)I/IH/ 6-MCDK3HTOHVDI/IH

IIpu nmpoyuBanwust mpu 6onect Ha Crohn e HabIrOMaBaHa MO-BUCOKA YECTOTA HA 3JI0KAaYECTBEHH
3a00JIsIBaHUS M HEXKEJIAaHH PEAKIUH, CBbP3aHU ChC CEPHO3HA MHMEKIMS, TPH KOMOMHANIUATA HA
agaruMyMal U a3aTHONIPUH/6-MEepPKanTOMypHH, B CPABHEHHE ChC CAMOCTOATETHO IIpUIaralH
aganuMymao.

CroO1aBane Ha [IO03UPAHN HEXEIIAHN PEAKIINHU

Cpo01IaBaHeTo Ha TIOA03UPAHH HEKETIaHH PEaKIUK CJIe]| pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. ToBa MO3BOIISIBA J]a MPOABIKA HAOIIONEHHETO HAa CHOTHOIICHUETO TI0I3a/PHUCK 3a
JICKapCTBEHUS MPOAYKT. OT METUITMHCKUTE CICIIMATUCTH CE U3UCKBA JIa ChOOIABaT BCsKA MO03MpaHa
He)KeTlaHa PeakIus Ype3 HallMOHATHATAa CUCTEMa 3a ChOoOIaBaHe, mocoveHa B llpunokenue V.

4.9 Ilpeno3upane

He e HabmronaBaHa J103a-JTMMUTHpPAIIla TOKCUYHOCT 110 BpeMe Ha KIIMHUYHUTE TpoyuBaHus. Haii-
BUCOKHTE M3CJIC/IBAHU JI030BH HHUBA ca OMIIM MHOTOKPATHO MpHJIaraHu HHTPABEHO3HH 1031 OT 10
mg/kg, KOUTO ca OKOJIO 15 TBTH MO-BUCOKH OT MPENOPhUYUTEIHATA J103a.

5. DGAPMAKOJIOI'MYHU CBOUCTBA

5.1 ®apmakoaMHAMMYHH CBOICTBA

dapmakoTepaneBTHYHa rpyna: IMyHOCynpecopu, HHXHOUTOPH HAa TyMOp-HEKpoTU3upail Gakrop
anda (TNF-a). ATC xox: LO4AB04

MexaHNU3bM Ha JICHCTBUE

Anamumymab ce cBbp3Ba ciennpuuno ¢ TNF u HeyTpanu3upa Heroata OuosioruuHa (GyHKIIUS upes
OJIoKMpaHe Ha B3aUMOJCUCTBUETO MY C P55  p75 MOBBPXHOCTHHUTE KJICTHYHH perentopu 3a TNF.

Ananmumymab MOIYJIUpA ChIIIO U OMOJIOTHYHUTE OTTOBOPH, KOUTO Ca PEAN3BUKAHH WA PETYIHUpaHH
ot TNF, BKJIFOUNTEITHO TPOMEHUTE B HUBATA HA aJX€3UOHHHUTE MOJICKYJIM, OTTOBOPHH 32 MUTpAIUITA
Ha neskonutuTe (ELAM-1, VCAM-1 1 ICAM-1 ¢ ICs ot 0,1-0,2 nM).

dapMakonMHaMUYHU €(DEKTH

Cren neuenue ¢ aganuMmymad ce HabmonaBa Obp30 HaMalIsIBaHE HA HUBAaTa HA MapKepUTe Ha OCTpara
¢aza Ha Bp3nanenuero (C-peakruBeH npotenH (CRP) u ckopocT Ha yTasiBaHe Ha EPUTPOIIUTUTE
(CYE)) u Ha cepymuunTe nutokunu (IL-6), B cpaBHEHUE ¢ U3XOHUTE HUBA MPH TAIUEHTH C
peBMaronicH apTput. CepyMHHUTE HUBa Ha MaTpUKCHUTE MeTajonporenHasu (MMP-1 u MMP-3),
KOWTO BOJIAT 10 PEMOJIENTPaHe Ha ThKaHUTE BOJIEIIO 10 JIECTPYKIMSA Ha XPYIISIINTE, CHIO0 HAMaJIABaT
cien npuiarane Ha aganuMyMmad. [lpu nanuenture Ha neuenue ¢ Hukyndra obuknoBeHo ce
Ha0I0/1aBa MOOOpEHNE B XeMaTOJIOTUYHIUTE PHU3HALM Ha XPOHUYHOTO Bh3IAJICHNUE.

Hab:ronaBano e ¢hIno 0bp30 MoHMwKaBaHe Ha HuBaTa Ha CRP, Ipy MalieHTH ¢ MONMHAPTUHKYIApeH
IOBEHIJICH UAMOMATHYCH apTpuT, 6osect Ha Crohn, yaIiepo3eH KOJUT U THOCH XUAPAICHHT CIIe]T
neuenue ¢ Hukyndra. I[Ipu manuenTu ¢ 6onecrra Ha Crohn € HaO0maBaHO MOHMWKABaHE HA Opost Ha
KJIETKHUTE, EKCIIPECUPAIIX MAPKEPHUTE Ha BH3MAJIEHHUETO B 1€0EI0TO Ye€PBO, BKIFOUNTEITHO 3HAYNMO
Hamasenue B ekcrpecusta Ha TNFa. EHgockonckuTe npoy4yBaHusi HA HHTECTHHAIHATA JINTABUIIA Cca
MOKa3aJIi JAaHHH 32 3a3/[paBsBaHe Ha JIMTABHUIIATA TIPH MAIUCHTHTE, JICKYBaHHU C aJaliMyMa0.
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Kinnanuna edhukacHoCT 1 6€3001aCHOCT

Bwspacmuu ¢ peemamouden apmpum

Ananumyma0 e oneHsiBana npu Haja 3 000 manueHTH BB BCUYKH KIIMHUYHU NPOYyYBaHUs Ha
peBmarouicH apTpuT. EpukacHoCcTTa M Oe30macHOCTTa HA aJaIuMyMal 3a JICUCHHE Ha PeBMaTOUTHUS
apTPHUT ca OIICHEHH B MET PaHIOMU3UPAHH, JBOHHO-CIICTIH B J00pEe KOHTPOIUPAHH MPOYyYBAHHS.
Hsixou manueHTH ca JieKyBaHU ¢ IPOABILKUTENHOCT a0 120 mecena.

IIpoyusane | Ha peBmarougaust aprput (PA) e omnensiBano 271 manueHTH ¢ yMEPEHO 10 TeXKO U3pa3eH
aKTHBEH PEBMATOHJICH apTPUT, KOUTO ca OWiIM Ha Bb3pacT > 18 roauHu, MpoBeIn ca HEYCIEeITHO
JieYeHre ¢ IOHE eMH MoAn(HUIMpaI 3a00JsIBAHETO AaHTUPEBMAaTHYCH JIEKAPCTBEH MPOAYKT U ca
MMaJd HEIOCTaTh4eH e(eKT OT MPUIIaraHeTo Ha MeToTpeKcaT B 103 oT 12,5 mo 25 mg (10 mg npu
HEMOHOCUMOCT KbM METOTPEKCAT) CEAMHYHO, U YHATO 1038 METOTPEKCAT € OCTaHasla MOCTOsIHHO Ha 10
1o 25 mg cenmuuHo. [Ipwnaranu ca go3u ot 20, 40 wiu 80 mg Hukyndra unu mnane6o npe3 cenMuiia
B MIPOJBJDKEHUE Ha 24 ceIMULIH.

IIpoyuBane Il Ha PA e onensBano 544 nanueHTu ¢ yMepeHo J0 TeKKO U3pa3eH aKTHUBEH PeBMaTOUICH
apTpPHUT, KOUTO ca OWIIM Ha Bb3pacT >18 TOIUHM U ca TIPOBENH HEYCIIEIIHO JeUeHHUE C TIOHE eNH
MoauGUIIpaI 3a00IIBaHETO aHTHPEeBMaTHYeH NPoayKT. [Ipunaranu ca mo3u ot 20 wimm 40 mg
afanuMyMad ype3 MOAKOKHO HHKEKTUpaHe Mpe3 CeIMUIIA C Manedo B aNTepHaTHBHUTE CEAMUIM WITH
BCSIKA CEMMIIA, B IPOABDKEHNE Ha 26 ceAMHULY; I1aneb0 € MpuIaraHo BCSKa CEAMULIA 33 ChIIHS
nepuoa. He ca mo3BosisiBaHu Ipyryd MOAUQHUIMPAIIH 3a00JI1BaHETO aHTUPEBMATUYHU JIEKAPCTBEHU
MIPOIYKTH.

IIpoyusane 11 Ha PA e oniensaBano 619 manueHT ¢ yMEpEeHO 10 TEXKKO U3pa3eH akKTUBEH peBMaTOMIEH
apTPHUT, KOUTO ca OWJIM Ha Bb3pacT > 18 ToAMHU U KOUTO ca UMajii Hee)EeKTUBEH OTTOBOP KbM
METOTpEKcaT B A03H OT 12,5 10 25 mg unu ca uMainu HEMOHOCUMOCT KbM 10 mg MeToTpeKcar,
MpujaraH Besika cenqMuIia. B ToBa mpoyuBaHe € Maiio TpH rpynu nanuenTy. [IbpBara e momydasana
WHKEKIIMHU C TUIae00 exxeceIMUYHO B IPOIbJKeHHe Ha 52 ceamuiin. Bropara e nonydasana 20 mg
afanuMyMal exXeceIMUYHO B IPObIDKeHNE Ha 52 cenmuniu. Tperata rpyma e noixy4asana 40 mg
agamuMymad mpes ceAMUIa M MHXEKIUH ¢ Tuiane0o B anTepHaTUBHUTE ceaMuL. Crel MpUKIIIOuBaHe
Ha IbpBUTE 52 ceaqmuny 457 MaMEeHTH ca BKIIOYEHHU BbB (pa3ara Ha OTKPUTO MPOABIDKEHHUE, B KOSITO €
npuiarad 40 mg ananumymad/MeToTpeKcar npe3 ceaMuua 3a nepuo 10 10 ronuHu.

[IpoyuBane IV Ha PA e oneHsiBao T1aBHO 0€301MacHOCTTA MpH 636 MalMeHTH ¢ YMEPEHO JI0 TEXKKO
W3pa3eH aKTHBEH PEBMATOUJIEH apTPHT, KOUTO ca Ouiu Ha Bb3pacT > 18 rogunu. Ha manuenTure e
OMIIO TTO3BOJICHO WIIH Jla He OBAAT IEKyBaHM J0cera ¢ MOJUPHUIIPAIIH 3200 1IBAHETO
AHTHPEBMATUYHU JIEKApPCTBEHH NMPOAYKTH, UJIH JIa OCTAHAT Ha MPEAIIECTBAIIOTO CH PEBMATOJIOTUYHO
JICUCHUE MPH YCIIOBHUE, Y€ TO € OMJI0 CTAOMITHO 32 MUHUMYM 28 1HH. JIedeHHsTa BKIIIOYBAT
METOTpEeKcaT, JIe(hIyHOMU, XUIPOKCUXIIOPOKBUH, CyidacanazuH u/vinu 3matHu conu. [lanmenTure ca
Oowmn pangoMusupanu 3a npuiarade Ha 40 mg Hukyndra uinu miare0o npe3 cenMuiia B npoab/KEHNE
Ha 24 ceaMHUIH.

IIpoyuBane V Ha PA e onensiBano 799 HenexkyBaHU C METOTPEKCAT, Bb3PACTHH MALIMEHTU C YMEPEHO 10
TEKKO M3Pa3eH paHEH, aKTUBECH PEBMATOUICH apTPUT (CpelHa TPOABILKUTEIIHOCT Ha 3200 IIBAHETO
mo-MaJiko ot 9 mecera). ToBa npoyuBaHe € OICHIBAIO €(PEKTUBHOCTTA Ha KOMOMHAIIMATA aaIuMyMa0
40 mg npe3 ceaMuIla U METOTPEKCaT, MOHOTepanusTa ¢ aganumymad 40 mg npe3 ceamuna u
MOHOTEpaIusITa C METOTPEKCAT, 32 peAyIlipaHe Ha MPU3HAINTE W CUMIITOMUTE U CTETICHTA Ha
MPOTpeCHsl Ha CTABHOTO YBPEXAAHE MPU PEBMATOUICH apTpUT B ipoabiukenue Ha 104 ceamunu. Crexn
MpUKITI0YBaHe Ha mbpBUTE 104 ceamunm, Ha 497 nmanueHTH, BKIIOYCHH BbB (pa3ara Ha OTKPUTO
MpoABIDKEHNE, € pmiarad 40 mg agammmymab mpe3 cenMuiia 3a nepuoy a0 10 romuHu.

IIspBuuna kpaiiHa Touka B poyusanus I, Il u III Ha PA u BTOpruHa kpaiiHa Touka B ipoyuBane IV Ha
PA e Oui0 ycTaHOBSIBAaHETO Ha MPOLICHTA OT MAlMEHTH, KOUTO ca gocturHaiu orrosop 20 mo ACR B
Cenmvurra 24 niu 26. [IppBryHaTa KpaifHa ToOUka B mpoyuBane V Ha PA e Omia ycTaHOBsSIBaHE Ha
MIPOLIEHTA OT MAIMEHTH, KOUTO ca focturHanu otroBop 50 mo ACR B Ceamuna 52. [Ipoyusanus 111 n
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V Ha PA ca umanu 3a ombJIHUTENHA IBPBUYHA KpaiiHa Touka B CenMuiia 52 yCTaHOBSIBAHETO Ha
3a0aBsHe Ha MporpecusTa Ha 3a00IIBaHETO (CIIOpe] peHTreHOIoTHYHITE pe3ynTarn). [Ipoyusane 111
Ha PA e umano 3a mbpBUYHA KpaiiHa TOYKA U YCTAHOBSIBAHETO HA MIPOMEHUTE B KaY€CTBOTO HA KUBOT.

Omezoeop no ACR

IIpoueHTHT Ha JIeKyBaHHUTE C aJaTuMyMal ManueHTH, nocturaany otroBop 20, 50 u 70 mo ACR e 6un
noctosiaeH B ipoyuBanus I, I u 111 ma PA. Pesynrarure 3a mpunaranero Ha aganumymat 40 mg mpes
ceaMulia ca 0600meHu B Tabnuna 7.

Tabauna 7 Otrosopn nmo ACR B mi1ane6o-KOHTPOJMPaHUTE NPOYyYBAHUSA (IPOLEHT NAleHTH)

Otrosop [Ipoyusane I ma PA*™ IIpoyusane Il na PA*™ [[Ipoyusane III na PA*™
[Lrane6o/ umyma6®/MTXE n=63 [ltane6o mamumyma6® [Inane6o/ amammmyma6’/MTX®
MTX*® n=110 n=113 MTX*® n=207
n=60 n=200
ACR 20 6
Mmecena 13,3% 65,1% 19,1%  46,0% 29,5% 63,3%
12 mecena HENPHUI.  HETPUIL. HEINpPHII. HENPHIL 24,0% 58,9%
ACR 50 6
Mecena 6,7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 mecena HETIPUJI.  HEMPHIL. HETIPUJI. HETpuUIl. 9,5% 41,5%
ACR 70 6
Mmecena 3,3% 23,8% 1,8% 12,4% 2,5% 20,8%
12 mecena HENPHUI.  HETPUIL. HEINpPHII. HENPHIL 4,5% 23,2%

® B mpoyuBane | Ha PA o 24 ceamury, B mpoyusane Il 1o 26 ceqmurm, u B npoyuBane 11l na PA - mo
24 u 52 ceMUILIH.
540 mg Hukyndra npwiaranu npes ceamuia * MTX= meTtoTpekcar

**p < 0,01, Hukyndra cnpsmo nunane6o

B npoyusanust I-1V Ha PA, BCUUKHM HHAMBHTyalTH KOMIIOHEHTH Ha KpUTEpUHTE Ha oTroBopa mo ACR
(6poii Ha HaITperHaTUTE U OTOYHHU CTABH, OIICHKA Ha JIEKaps U MaIleHTa 3a aKTHBHOCTTa Ha
3a0ossiBaHEeTO M OOJIKaTa, pe3y/ITaTH 3a MHAEKCa Ha MHBaIMAu3aus (0T BerpocHuka 3a orieHka Ha
3apaseTo, Health Assessment Questionnaire, HAQ) u croiiHocT Ha C-peakTUBHUS IPOTEUH

(B mg/dl)) ca 6mm nogoOpenu B ceamuiy 24 uiu 26, B cpaBHenue ¢ miane6o. B mpoyusane 111 na PA
TE€3U MOIO0OPEHUs ca Ce 3abprKaly 10 52 cenMuua.

B otxpuro pasmmpenue Ha npoyuBase Il Ha PA, crenenTta Ha otroBopa no ACR ce e 3agppikana npu
MTOBEYETO MAIMEHTH, KOUTO ca Ipocienaenun 3a nmepuon a0 10 romuan. Ot 207 manuenTy,
paHIOMH3UpaHU 3a JieueHue ¢ aganumymad 40 mg npe3 ceamuna, 114 manueHTH npoabbKaBaT Ha
aganuMymab 40 mg Bcsika BTOpa CEAMMIIA B IPOIbIDKeHHE Ha 5 roqunu. Cpen TsIX 86 manueHTH
(75,4%) ca umamm otrroBop 20 mo ACR, 72 narmmentu (63,2%) ca umanu otroBop 50 mo ACR u 41
nanuenTn (36%) ca umanu orroBop 70 mo ACR. Ot 207 manuenTn, 81 mamueHTH NpoabnKaBaT Ha
Hukyndra 40 mg Bcsika BTopa cenMulia B npoabvkenue Ha 10 roquau. Cpen X 64 naiueHTH
(79,0%) ca umanu orroBop 20 mo ACR, 56 natmentu (69,1%) ca umanu orroeop 50 mo ACR u 43
naruentu (53,1%) ca umamu orrosop 70 mo ACR.

B npoyuBane IV na PA, otroBop 20 mo ACR Ha nanueHnTuTe, JeKyBaHU C aJalnMyMal IIIiocC

CTaH/IapTHA Tepanus € OWII CTATUCTHYECKH 3HAYNMO IT0-00bP OTKOIKOTO MPU HAIIMEHTHUTE, JICKYBAaHU
¢ tare6o Tutroc cragmapTaa Tepamnus (p < 0,001).
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B npoyuBanus [-IV Ha PA, nexyBanute ¢ aganuMymad MaueHTH ca JOCTUT TN CTATUCTUYECKH
3gaunMu 20 u 50 orroBopu mo ACR, B cpaBHEHHE ¢ IIIare60, omle Ipe3 IbPBHUTE €AHA IO IBE
CEJMMIIY CJIE]] 3aII0YBaHE Ha JIEYEHHUETO.

B npoyuBane V Ha PA nipu naneHTy ¢ paHeH PEBMATOUICH apTPUT, HEJICKYBaHU C METOTPEKCAT,
KOMOWHHUpaHaTa Tepamnus ¢ afanmMymMad 1 METOTPEKCaT € JI0Belia JI0 0-0bp3U ¥ 3HAYUMO TI0-TOJIeMHU
orroBopu 10 ACR, OTKOJTKOTO MOHOTEpanusTa ¢ METOTPEKCAT U MOHOTEPAIUATA C aJaluMyMal, B
Cenmurra 52, kato oTroBOopHuTE ca 6wy 3anazenn B Ceqmura 104 (»k. Tabnuma 8).

Ta6auna 8: OrroBopu no ACR B npoyuBane V Ha PA (mpoueHT nauueHTH)

Otroso MTX Hukyndra | Hukyndra/MTX | pcroiinoct® | pcroiiHoct® | pcroiinoct®
P n=257 n=274 n=268
ACR 20
Cenmuma 52 62,6% 54,4% 72,8% 0,013 < 0,001 0,043
Cenmuna 104 56,0% 49,3% 69,4% 0,002 <0,001 0,140
ACR 50
Cenmurna 52 45,9% 41,2% 61,6% <0,001 <0,001 0,317
Cenmuna 104 42,8% 36,9% 59,0% < 0,001 <0,001 0,162
ACR 70
Cenmuma 52 27,2% 25,9% 45,5% < 0,001 < 0,001 0,656
Cenmuna 104 28,4% 28,1% 46,6% < 0,001 < 0,001 0,864
D-CTOMHOCTTA € OT YU(PTHOTO CPaBHEHHE Ha MOHOTEpANMATa C METOTPEKCAT U KOMOMHHpaHATa Teparus ¢
ajaMmMymMad/MeToTpekcart, usnonspaiiku U Tecta Ha Mann-Whitney.
p-CTOﬁHOCTTa € OT T-II/I(l)THOTO CpaBHCHUEC HAa MOHOTEpanusiaTa C a}:[aJ'II/IMyMa6 u KOM6I/IHI/IpaHaTa TEparus €
Hukyndra/metotpexkcar, u3nonzsaiiku U Tecta Ha Mann-Whitney.
p-CTOWHOCTTA € OT YM(PTHOTO CpaBHEHHME HA MOHOTEPANUITA aJaTUMyMad U MOHOTEPAIHATa METOTPEKCAT,
n3nonssaiiku U Tecta Ha Mann-Whitney.

B otkputoTO npoabipkeHue Ha npoyusane V Ha PA, npu npocnensiBaHe Ha MallMEHTHTE, CTEIICHTa Ha
otrrosop 1o ACR ce e 3agbpxaia B npoabipkeHue Ha 10 10 rogunu. OT 542 nanueHTy,
PaHIOMU3MPaHH 3a JiedeHue ¢ ananumymad 40 mg npe3 cenmuna, 170 nanueHTH NpoaAbDKaBaT Ha
aganmumymab 40 mg Bcsika BTopa cenMuiia B npobinkerne Ha 10 roquan. Cpen Tsax 154 manueHTH
(90,6%) ca umanu otroop 20 mo ACR, 127 nauuentu (74,7%) ca umanu orrosop 50 mo ACR u 102
nanuentu (60,0%) ca umanu orrosop 70 mo ACR.

B Cenmuna 52, 42,9% oT naunreHTHUTe, KOUTO ca IMoJIyyaBajad KOMOMHUpaHa TEparus C
azanuMymad/MeToTpekcaT ca qocturnany kiaunauaHa pemucust (DAS28 (CRP) < 2,6) B cpaBHeHuE ¢
20,6% oT marueHTUTE, MOJTyYaBalli MOHOTEpAIus ¢ MeToTpekcaT u 23,4% OT MalueHTHTE,
NOJTy4aBalld MOHOTepanus ¢ afammymad. KomOuHupanara Tepanus ¢ agaauMyMmad/MeToTpeKcar e
Ouya KTMHUYHO M CTaTUCTUYECKU 0-100pa B cpaBHeHHUe ¢ MeTtoTpekcat (P < 0,001) u
MoHoTepamnusTa ¢ aganumymab (p < 0,001) 3a mocTUraHe Ha MO-HUCKO OOJIIECTHO CHCTOSIHUE TIPH
MAIMEeHTHUTE C HACKOPO TNAarHOCTHIIMPAH YMEPEHO J0 TeKKO M3pa3eH PEBMATOMACH apTPHT.
OTroBOpsT B IBETE paMeHa Ha MOHoTeparnus e Owi cxoxaeH (P = 0,447). Ot 342 nauuenry,
MIPBOHAYAIHO PaHAOMU3NPAHA HA MOHOTEpANHA C afatuMyMad Wi KOMOMHHpaHa Teparus C
ajanuMyMad/MeToTpeKcaT, KOMTO ca B3elIU Y4acTHE B OTKPUTOTO MPOIBIDKCHUE Ha poyyBaHeTo, 171
NalMeHTH ca 3aBbpiad 10-roguimHoTo teyenue ¢ aganumymad. Ot Tax 3a 109 manuentu (63,7%) ce
JIoknanBa pemucus Ha 10-Tata ronuHa.
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Penmeenonocuuen onmeoeop

B mpoyusane 111 na PA, npu koeto jekyBaHUTE ¢ afatnMyMal MalueHTH ca OUIN ChC CpeIHa
NPOIBIDKUTETHOCT Ha PEBMATOMAHUS apTPHUT OT OKOJIO 11 ronnHu, € HanpaBeHa PEHTTEHOIOTHYHA
OLICHKA Ha CTPYKTYPHHUTE YBPEXKJAHUS B CTABUTE, KOSTO € Mpe/ICTaBeHa KaTo IpoMsHa B
Moaudumpanus oo pesynrat mo Sharp (Total Sharp Score, TSS) u Heropure KOMIOHEHTH,
pesynrara 3a epo3HUTe U pe3yiITara 3a CTECHEHUETO Ha CTaBHOTO NMPOCTPAHCTBO. IlanuenTuTte Ha
afanuMyMad /METOTpeKcaT ca IOKa3all CTATUCTUIECKU 3HaYNMa [10-MaJIka PEHTTEHOIOTHYHO
OlLIeHEeHa Tporpecusi B 6-ust ¥ 12-1 Mecenn, OTKOJIKOTO MAallUeHTUTE MOTydaBallyd caMO METOTpeKcaT
(Bk. Tabnuua 9).

B otkpuroro npoasmxenue Ha npoyusane I Ha PA mokassart, ue HaMaJneHUETO B CTEIEHTA Ha
MIporpecus Ha CTPYKTYpHHUTE YBPEXKIaHUS Ce € 3abpKallo B MpoaAbKkeHue Ha 8 u 10 roguHu B
noArpyna ot naurenture. Ha 8-ta ronuna, 81 ot 207 manueHTH, MbpBOHAYAIHO JeKyBaHu ¢ 40 mg
aganuMymab mmpe3 ceAMuIa, ca OMITM OLCHsIBaHH PeHTreHonorndHo. OT Ts1x 48 manueHTH He ca
MOKa3aJIi IPOTPecHs Ha CTPYKTYPHUTE YBPEXAaHUs, AehrHIpaHa Ype3 IPOoMSHa OT U3XOAHO HUBO B
mTSS ot 0,5 unu no-manka. Ha 10-ta roguna, 79 ot 207 nauueHTy, IbpBOHAYaIHO JeKyBaHH ¢ 40 mg
aganuMymal Ipe3 ceAMUIa, ca OLEHABaHU PEHTreHoNornyHo. OT Tax 40 nauyeHTy He ca MmoKas3aau
nporpecust Ha CTPYKTYpPHUTE YBpeXIaHUs, Ae(pUHUPaHa Ype3 MPOMsIHA OT U3X0xHO HUBO B mTSS ot
0,5 nm omanka.

Taoauna 9: Cpeanu peHTreHOJOTHYHU npoMenu ciaen 12 mecena B npoyuBane IIT na PA

[Mnane6o/ Anamumymad/MTX | [Tnane6o/MTX- p-cTOHHOCT
MTXa 40 mg mpe3 amamumymad /MTX
ceMHMIIA (95% nomeputeneH
UHTEpBa %)
061 pesyarar o Sharp | 2,7 0,1 2,6 (1,4; 3,8) <0,001*®
Pesynrart 3a epo3unte 1,6 0,0 1,6 (0,9; 2,2) <0,001
Pesynrar 3a JSN' 1,0 0,1 0,9 (0,3; 1,4) 0,002

iMeToTpeKcar

°95% MOBEPUTEIIEH MHTEPBAJ 3a PA3JIMKUTE B PE3YJITATUTE 3a IPOMEHUTE MEXKy METOTPEKCAT

Hukyndra

"Bb3 OCHOBA HA PAHKOB aHAJIN3
"Joint Space Narrowing (cTecHABaHE Ha CTABHOTO IPOCTPAHCTBO)

B nmpoyuBane V Ha PA, CTpyKTYpHOTO CTaBHO YBPEK/IaHE € OUIIO OIICHSIBAHO PEHTTCHOJOTHYHO U
M3pa3eHo KaTo MPOMsIHA B MOAUGHUIMpaHus ooy pe3yarar mo Sharp (Bx. Tabmura 10).

Tabauna 10: Cpeanu pentreHosioruyHu npomenn B Ceamuna 52 npu npoyysane V Ha PA

MTX amanumymad | amamumymad/MTX
n=257 n=274 n=268
(95% (95% (95% p- . \ p- . . p- . .
foBepuTeren | IOBEPHTEICH | T0BepHTENCH CTOHHOCT® | CTOMHOCT® | CTOMHOCT
MHTEpBA) HWHTEpBaI) HWHTEpBaI)
OO0y 5,7(4,2-7,3) |3,0(1,74,3) | 1,3(0,5-2,1) < 0,001 0,0020 < 0,001
pe3yaTar 1o
Sharp
Pesynrar 3a 3,7(2,7-4,7) | 1,7(1,0-2,4) | 0,8 (0,4-1,2) < 0,001 0,0082 < 0,001
€po3unTe
Pesynrar 3a 2,0 (1,2-2,8) | 1,3 (0,5-2,1) | 0,5 (0-1,0) < 0,001 0,0037 0,151
JSN
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? p-CTOMHOCTTA € OT YN(THOTO CPABHEHNE HA MOHOTEPAIHATA C METOTPEKcaT M KOMOMHUpaHaTa
tepanus ¢ Hukyndra/merorpexcar, uznonspaiiku U Tecra Ha Mann-Whitney.

b p-cToiiHoCTTa € OT YM(THOTO CpaBHEHHE Ha MOHOTepanusTa ¢ Hukyndra u komGuHupanaTa Tepanus ¢
Hukyndra/metotpekcar, n3nonssaiiku U Tecta Ha Mann-Whitney.
® p-cToifHOCTTa € OT Yn(PTHOTO cpaBHeHHE Ha MOHOTepamnusiTa ¢ Hukyndra u moHoTepamusTa ¢
MeToTpekcar, m3non3Baiiku U tecta Ha Mann-Whitney.
Cren 52-cenmuuHo U 104-ceIMUYHO JleUeHUE, TPOLEHTHT MAUEHTH 0e3 nmporpecus (IpoMsiHa CIPSMO
M3XOJHATa CTOWHOCT B Moauduimpanust oom pesyarat o Sharp < 0,5) e 611 3HaYMMO TTOBUCOK MPU
KOMOVHHUpaHara Tepanus ¢ ananumymad/merorpekcat (cboTBeTHO 63,8% u 61,2%) B cpaBHEHHE C
MOHOTEpanusTa ¢ MeTorpekcar (cboTBeTHO 37,4% u 33,5%, p <0,001) 1 MoHOTEpanusTa C
aganumymab (croTBeTHO 50,7%, p < 0,002 1 44,5%, p < 0,001).

B otkputoTo npoabinkeHune Ha nmpoyuBane V Ha PA cpenHara mpoMsiHa cpsIMO W3XOJHATa CTOMHOCT B
Moauumpanus oo pesynrtat mo Sharp B roauna 10 e 6una 10,8, 9,2 u 3,9 choTBETHO MpH
MalUeHTH, THPBOHAYAIIHO PAaHIOMU3UPAaHN HA MOHOTEPAITUS C METOTPEKCAT, MOHOTEPATIHS C
amanuMymad 1 KoMOMHHMpaHa Tepamnus ¢ ananuMmymad/MeTorpekcar. ChOTBETCTBAIIUTE MPOIICHTH OT
MaIUeHTH 0€3 PEHTIeHOIOTHYHA nporpecust ca ouimu chotBeTHO 31,3%, 23,7% u choTBeTHO 36,7%.

Kauecmeo na orcusom u d)u&’uquKa aKkmueHocm

CBbp3aHUTE ChC 3APABOCIOBHOTO CHCTOSIHAE KAY€CTBO HA KUBOT U PU3MUECKU (PYHKINU ca Ouin
OLICHEHH, M3IIOJI3BaliKM MHAEKCA Ha MHBAJIHMIU3AIHA OT ,,BhIIpocHHKa 3a oieHKa Ha 3apaBeto’ (Health
Assessment Questionnaire, HAQ) B yeTnpute moaxoasmio 1 J00pe KOHTPOJIUPAHH [TPOYUBAHHUS, YAETO
yCTaHOBsIBaHE € OWJIO MPeBApUTEIHO YTOUHEHA TFPBUYHA KpaliHa Touka B Cenmuna 52 npu
npoyusane 11 Ha PA. Bcuuku 103upoBKH/cXeMH Ha MpUjlaraHe Ha agaquMymal B YETUPUTE
MIPOYYBaHMS Ca MMOKA3aJIM CTATUCTHYECKH 3HAYNMO TO-TOJISIMO MTOJJ0OpEHHE B HHAEKCA Ha
nHBamuanzanyst or HAQ npu cpaBHsiBaHE Ha CTOMHOCTUTE OT U3XOAHOTO HUBO 10 JJOCTUTHATUTE B
Mecen 6 cipsimo 1iare6o, a B mpoyusane Il na PA, cbmioro ¢ HabnronaBano B Ceamuna 52.
Pesynrarute ot KpaTtkara ¢hopma Ha usciensaneTo Bepxy 3apaseto (Short Form Health Survey, SF
36) 3a BCUUKH JIO3UPOBKK/CXEMH Ha MpHJIaraHe Ha aJaliMyMal BbB BCHUKUTE YETHPH MIPOYIBaAHHSI
MOAKPEIST Te3U JaHHU ChC CTATUCTHYECKH 3HaYMMO NotoOpeHue B coopa oT hrzndeckure
MIOKAa3aTelH, KAaKTO M ChC CTATUCTUYECKU 3HAYMMU CTOWHOCTH B pa3lesiuTe 3a O0JIKa U
JKU3HECTIOCOOHOCT 3a go3ara oT 40 mg npe3 ceamuua. CTaTUCTHYECKH 3HAYMMO HaMalIsiBaHe Ha
yMopara, U3MEpPEeHO upe3 (PyHKIHOHATHA OIIEHKA Ha PE3yJITATUTE OT JICYEHUETO HA XPOHUIHUTE
6onectu (POJIXB), e HabMrOAaBaHO BHB BCHUKUTE TPH IPOYUYBAHMUS, IPH KOUTO T4 € OMJIa OL[eHABaHA
(npoyusanwus I, II1 u IV Ha PA).

B npoyusane 11l Ha PA, moBedeTo manueHTH, Ipy KOUTO € IIOCTUTHATO MO00pEHNEe BbB (hu3ndYecKara
(YHKIHA U ca MPOABIDKUIIN JISYEHUETO, TOJJ00OpEeHneTOo ce € 3aabppxaio 1o Cenmura 520 (120
Mecela) Ha OTKpUTOTO JieueHue. [lomoOperne B kauecTBOTO HA )KUBOT € Omiio oTunTano 1o Ceamuna
156 (36 mecemna), karo MoIOOPEHUETO Ce € 3aIBPIKAIIO TIPe3 ISIIOTO TOBA BPEMe.

B npoyuBane V na PA, nonoGpenuero B uHAeKca Ha nHBanuan3anus or HAQ u ¢pusnyeckust
nokasaten oT SF 36, ca mokaszanu no-ronsimo nopodpenue (p < 0,001) npu komOMHUpaHaTa Tepanus ¢
azanuMyMad /METOTpeKcaT CIIpsIMO MOHOTEpAIIMITa C METOTPEKCaT M MOHOTEPAIIUITa C aJaluMymao,
B Cenmuiia 52, koeto ce e 3aabpxano 10 Cenmuia 104. Ot 250-Te nanueHTH, 3aBbpUINIA OTKPUTOTO
NPOIBIDKEHHE Ha MPOYyYBaHETO, HOA0OpeHusITa BbB (hruznueckaTa QyHKLUS ca ce 3aIbpiKald U Mpe3
10-Te roguHU OT JICUEHHUETO.

IInaxamen ncopua3suc npu 6b3pacmuu

BbesonacHoctTa 1 epuKacHOCTTa Ha aAadMMyMad ca MPOyYBaHU NP Bb3PACTHU MALMEHTH C XPOHUYEH
Tu1akaTeH rncopuasmc (3acsrane > 10% BSA u PASI > 12 nnm > 10), kouto ca KaHAWAATH 32 CUCTEMHA
Tepanus WK GoToTepanus B paHJOMHU3HPaHH, IBOHHOCIENH NpoyyBanus. 73% OT MalMeHTUTe,
BKJIIOUeHH B nipoyuBanusTa | u Il, ca momyumnu npeniiecrsaiia cucTeMHa Tepanust win GoToTepanusi.
besomacHocTTa M eprKacHOCTTa Ha aanuMyMad ca IPOyYEHH | MIPH Bh3PACTHU MAIlMEHTH C YMEpPEH
JI0 T&XBK XPOHUYEH TICOPUA3HC C IJIaKK B KOMOWHAIINS C TICOPHA3KC Ha PBIETE W/MIH CThIIANATa,
KOUTO ca OMJIM KaHAKWJATH 32 CUCTEMHA Tepanus B paHIOMHU3UPaHO IBOMHOCIIAIO POyIBaHe
(ITpoyusane 111 Ha icopuasuc).
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B npoyusane | na ncopuasuc (REVEAL) ca ouenenu 1 212 manneHTy B paMKHUTE Ha TP MEpHOIA HA
neyenue. B mepuox A, manueHTHTE ca MOMydYaBasv anedo Wik agaauMymad B HadasHa 103a ot 80
mg, nocneasana ot 40 mg npe3 cenMuIa, eaHa ceaMuLa ciien HayaiaHaTa qo3a. Crnen 16 ceaMUvHO
JIeYCHHE, TTAIUEHTUTE KOUTO ca JOCTUTHAIU Hail-manko oTtroBop 75 mo PASI (PASI pesynrat Ha
mofo0peHne OT Hali-Manko 75%, cnpsamo N3XOMHOTO HUBO), Ca BKJIFOUEHH B repron b u ca
nonmy4yaBanu oTkpuTo 40 mg agannmymab npes ceamuna. [lanmentute, konto mogabpxkar > PASI 75
otrroBop Ha Ceamunia 33 u MEPBOHAYATHO Ca PAaHIOMH3UPAHM 3a aKTHBHA Tepanus B [lepuoxn A, ca
panmoMm3upaHu 0THOBO B riepriox C 3a momy4yaBaHe Ha 40 mg agannMymal mpe3 CeMHUIa WIn
rrane6o 3a omre 19 ceqmuny. BsB BCHUKH TpynH Ha JIedeHUE, CpeTHOTO n3xonHo HuBo Ha PASI ckopa
e 18,9, a uzxomuust ckop Ha PGA Bapupa ot ,,ymepen* (53% oT BKIIIOYEHHTE JINTIA) JO ,, TEXKBK
(41%) u ,,mHOTO TEXKBK (6%).

B IIpoyusane II na ncopuazuc (CHAMPION) ce cpaBHsiBa ehpukacHOCTTa 1 O€30aCHOCTTA Ha
aganuMymal cnpsmo MeToTpekcar U miane6o npu 271 nauuentu. [lanuenTure ca Hoxydninu
rane6o, Hadanaa no3a MTX ot 7,5 mg, a ciieq ToBa HapacTBaIy A034 10 cenqmuia 12, ¢
MaKCHMaJIHa 7103a OT 25 mg, Wik HavyaliHa 103a ot 80 mg aganmumyma0, nmociieasada ot 40 mg npes
ceaMmuIia (eIHa ceaMUIla clie]] HadyaiaHaTa 103a) 3a 16 ceamury. Jluncat qaHHM, CpaBHSBAIIA
aganmumymad 1 MTX cnen 16 cenmuru va Tepanus. [Ipn manuenTure, noxydasamy MTX, xouto ca
nocturHany > PASI 50 otroBop B 8 u/unu 12 ceqmuua, He € AOMYCHATO MO-HATATHIIHO YBEIUUaBaHEe
Ha J03aTa. BEB BCHYKHU TPyIU HA JICUCHUE, HA U3XOAHO HUBO CpeaHUT pe3yaTar o PASI e 6w 19,7,
a PGA pe3yntaTsT Ha H3XOHO HUBO € Bapupal ot ,,j1eKk (<1%) 1o ,,ymepen (48%) 1o ,,TeKbK"
(46%) 1o ,,MHOTO TEXBK™ (6%).

[armenTture, yaactBamm BB Bcnikd Daza 2 u Paza 3 mpoydyBaHus Ha TICOPHA3UC, ca OWUITN OIICHEHU
KaToO MOAXO0AIN 3a BKIIFOYBAHE B OTKPUTOTO IMPOABJDKECHUC HA IIPOYYBAHETO, ITPU KOCTO Ca

MOJTyYaBaly afaiuMyMad Hai-Masiko 108 JOITbIHUTEIHN CEIMUIIH.

B nmpoyusanus [ u Il Ha ncopuasuc, mbpBUYHA KpaiHa TOYKA € O MPOLEHTHT MAIlMEHTH, KOUTO ca
nocturaany orroBop 75 mo PASI ot u3xoauoTo HUBO, B Cenmutia 16 (Bx. Tabmuiu 11 u 12).

Ta6auna 11: Ps IIpoyuBane I (REVEAL) - Pe3yararu ot epukacHoctTa ciaeq 16 cenmMuuu

Anamumymad 40 mg
ILnane6o npe3 ceiMuua
N=398n (%) | N=814n (%)

> PASI 75" 26 (6,5) 578 (70,9)°
PASI 100 3(0.8) 163 (20,0)°
PGA: UncTo/MHHAMAJIHO 17 (4,3) 506 (62,2)5

® [IporeHTHT NanuenTy, nocturdanm PASI 75 oTroBop, ca H34HCIEHN KaTO KOPUTHPAHA 110
nenrspa yecrora ® p < 0,001, Hukyndra cnipsimo Ilnane60o

Taouuna 12: Ps IIpoyusane II (CHAMPION) - PesyaraTu 3a eduxacHoct ciaen 16 cexmunu

anaaumymad 40 mg npe3
IMname6o N=53 nMTX ceaMuIA
(%) N=110 n (%) [N=108 n (%)
> PASI 75 10 (18,9) 39 (35,9) 86 (79,6)*°
PASI 100 1(1,9) 8(7,3) 18 (16,7)>"
PGA: 6(11,3) 33 (30,0) 79 (73,1)*°
YucTo/MHUHUMAHO
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p<0,001 aganmumymab cnipsamo miane6o © p<0,001
aanuMyMad CripsiMO METOTPEKCaT

* p<0,01 agamumymab crpsimo mtane6o

" p<0,05 amanumymab cipsMO METOTpEKCatT

B mpoyusane | Ha nicopuasuc, 28% ot manuenTuTe, KouTo ca onu ¢ otroBop 75 mo PASI u ca Onnm
MOBTOPHO paHAoMU3upaHu Ha mane6o B Cenmunia 33, B cpaBHEHUE ¢ 5% MPOIBIDKWIN Ha
aganmumymao, p<0,001, ca nokazainu ,,3ary6a Ha 3ajoBonutesieH otroBop™ (PASI pesynrar cien
cemmutia 33 u ciren ToBa wiu npeny Cenvuna 52, nocturdaim 10 <PASI 50 otroBop, CbOTHECEH KBM
W3XO0JTHOTO HUBO, C MUHUMYM 6-TOYKH yBenuueHue Ha PASI pesynrara, chotHeceH kbM Cenmuria 33).
OT manueHTUTe, KOUTO Ca 3aryOrIy 3aJJOBOJIMTEITHHAS OTTOBOP CJIC/ MOBTOPHOTO PAHOMU3MPAHE HA
TuTane0o U Ciie] TOBa ca OWITN BKIIFOYEHH B OTBOPEHOTO pasIIupeHo mpoyuBaHe, 38% (25/66) u 55%
(36/66) ca nocturHam oTHOBO oTroBop 75 1o PASI, croTBeTHO cnen 12 n 24 cenqmury Ha
BB300HOBEHO JICUCHUE.

O6mmo 233 pecniornepu ¢ PASI 75 na Cenmunia 16 u Ceqmuria 33 ca monyquian HeMpeKbCHATa
Tepanus ¢ ananumymad 3a 52 ceamuny B [IpoyuBane [ v ca mpoabKUIIM ¢ OTKPUTO JICUEHHE C
ajaTuMyMal B OTKPUTOTO MPOJABIDKEHUE HAa KIMHUYHOTO u3nuTBane. YectoTara Ha otroBop PASI 75
1 PGA ,,uucTo® wim ,,MHUHIMAaTHO TIpY TE€3H MalueHT! € chboTBeTHO 74,7% 1 59,0% cnex ome 108
ceaAMHIIM OTKpuTa Tepanus (0610 160 cenmuin). B ananm3a, npyu KONTO BCUYKH MAI[UCHTH, KOUTO Ca
OTMAHAIIM OT MPOYYBAHETO MOPAIN HEIKEIAHHU JICKAPCTBCHH PEAKITUY WM JIUIICA Ha €PUKACHOCT, WK
YUATO 032 € TIOBUIIICHA, ca OWIIN pas3TiekJaHu 3a TakuBa 6€3 OTroBop, otroBop 75 mo PASI u
OTYETIINBATA WM MIHHMAJIHA YecTOTa Ha OTroBop Mo PGA mpu Te3u manueHTH ca Ouii, ChOTBETHO
69,6% u 55,7%, cnen nombiaaUTeNHO 108 ceMUYHO OTKPUTO JiedeHue (0010 160 ceqmuin).

00610 347 cTaOWIIHU PECIIOH/ICPH YYaCTBAT B OIICHKATa Ha OTTEIJISIHE OT TEPAIUsATa M MOBTOPHO
JIeYeHHe B OTKPHUTO MPOIBIDKEHIE Ha TIPOYYBaHETO. B rmeproa Ha nmpekpaTsBaHe Ha JICYCHHUETO,
CUMITOMHUTE Ha TICOPHA3HC Ca Ce Bh3BBPHAIM MIOCTENICHHO C MEFaHa Ha BPEMETO 3a peJarc
(BnomraBane 10 PGA ,,ymepeHo’ uiu mo-jonio), npuoiau3uTeaHo 5 Mecena. Hukoit oT Te3u narueHTu
HE € Mmoytyumi1 pedayH 1 eeKT 1o BpeMe Ha rnepuoja Ha orreriisiae. O0ro 76,5% (218/285) ot
MAIMEHTHTE, KOUTO Ca y4acTBaJM B IepHoa Ha Bh300HOBsIBaHe Ha JiedeHneTo nMaT PGA oTroBop
,,OTUETIIMB  HJIM ,, MUHUMAaJIEH " ciie]l 16-ceIMUYHO Bh300HOBEHO JIeUeHUEe, HE3aBUCHUMO OT TOBA JTaJIN
ca MMaJIu peJiarc, 1o BpeMe Ha Meprojia Ha peKpaTtsBaHe Ha JieueHneTo (choTBeTHO 69,1%[123/178]
u 88,8% [95/107] 3a maumenTuTe C pesanc u Te3u 6e3 pesanc, B epuoa Ha peKpaTsBaHe Ha
nedeHneTo). CxomeH npodui Ha 0€30IaCHOCT, C TO3U IPEJIH MPEKPATIBaHEe Ha JICYEHUETO, €
HaOII0JaBaH | 10 BpeMe Ha Bh300OHOBEHOTO JICUEHHE.

OTtbens3Ba ce 3HAYUMO MOI00pEHIe OT U3X0IHOTO HIBO Ha CenMunia 16 B cpaBHEHHE C raredo
(TTpoyuBanus I u 1) u ¢ MTX (ITpoyusane 1) 8 DLQI (Dermatology Life Quality Index). B
[Ipoyusane I, 06001IEeHUTE pe3ynTaTUTE HA TIOJJOOPEHUATA BbB (PH3UYHUS U IICUXOJIOTHYHUS
KOMMIOHEHT OT SF-36, ca Omim ChIIo 3HAYMTENHH, B CPAaBHEHHE C TIaIe0o.

B oTkpuTO nporbIKEHNE HA IPOYYBAHETO MPH MAIIMEHTHUTE C YBEIHMUEHUE Ha j03arta oT 40 mg mpe3
ceamuia a0 40 mg ceamuuno, nopaau PASI orrosop nox 50%, 26,4% (92/349) u 37,8% (132/349) ot
o6omuute gocturat PASI 75 otroBop crotBeTHO Ha Cenmura 12 u 24.

[Ipoyusane III na ncopuasuc (REACH) cpaBnsBa edukacHoCTTa M 6€30MaCHOCTTA HA aaNUMyMad
cnpsamo 1anedo npu 72 MaueHTy ¢ YMEPEeH A0 TeKbK XPOHUYCH MICOPUA3UC C IUIAKH B KOMOMHAIIHS
C TICOpPHA3MC Ha PBIETE W/WIK CThIIajata. [larueHTuTe ca moay4Yuin HadaiaHa 103a ot 80 mg
amanmuMyMma0, mocieaBada oT 40 mg mpe3 ceaMuIia (¢ Ha4auo eIHa CeAMUIIa ClIe]] HadaliHaTa J103a)
WM T1ane0o B mpoabnkenue Ha 16 cenvuiu. Ha Ceqmuna 16, cTaTUCTHYECKH 3HAYUMO TTO-TOJISM
MPOIICHT OT MAIMEHTHUTE, TOTYUMIIN agaTuMyMal, ca JOCTUTHAH ,, 9UCT" WK ,,-TouTH uncT PGA
OTrOBOP, 33 PBIETE W/HIIH CThIIAJIATa, B CPABHEHHUE C TAIUEHTH, oy4drin marebo (30,6% crpsmo
4,3%, ceotBeTHO [P = 0,014]).
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IIpoyuBane IV Ha nicopuasuc cpaBHsIBa e(UKACHOCTTa U 0€30IIaCHOCTTA Ha afaiuMyMad CIpsMo
rurane6o mpu 217 Bb3pacTHH MAIMEHTH C YMEPEH 0 TeXbK Icopra3rc Ha HOKkTuTe. [larmenTure ca
MOJYYMJIM HavaiHa 1o3a ot 80 mg aganumymad, nocieasana oT 40 mg npe3 ceamuna (C Havyajao egHa
ceIMHulla Clie/] HadauHaTa 7103a) WK Iuiane0o B Ipoab/DKEHUE Ha 26 CEIMUIIN, TOCIeIBaHO OT
OTKpHWTA Tepanus ¢ aganumymab 3a ome 26 cenmuii. ONeHKUTE Ha TICOPHA3UC Ha HOKTHTE BKIIOYBAT
Mopudunupan nHAEKC Ha TexecT mpH rcopuasuc Ha HokTute (Modified Nail Psoriasis Severity
Index, mNAPSI), oO1ia orieHka Ha jekaps npu rncopuasuc Ha Hoktute Ha pbiiere (Physician’s Global
Assessment of Fingernail Psoriasis, PGA-F) u Uunekc Ha TexecT mpu rcopuasuc Ha HokTure (Nail
Psoriasis Severity Index, NAPSI) (B Ta6nuna 13). Aranumymad moka3sa O34 110 OTHOIICHHE Ha
JICYSHUETO Ha MICOPUA3HC Ha HOKTUTE NPU MallUEHTH C Pa3IMyHa CTEIeH Ha 3acsraHe Ha Ko)kata
(BSA>10% (60% ot maruentute) 1 BSA<10% u >5% (40% oT manueHTuTe)).

Ta0auna 13: Ps IIpoyuBane 1V - PesynraTu 3a epuxacHoct Ha ceqmunm 16, 26 n 52

Kpaitna Touka Cenmuna 16 Cenmuna 26 Cenmuna 52
[Tnane6o-kouTponupano | [Inanedo-konTponupano | OTKpUTO
[Tmane6o | amamumymab| Ilmanebo | amanmumymad| amammmymad
N=108 40 mg mpe3 | N=108 40 mg npe3 | 40 mg mnpe3
ceMuIa cenMuIa cenqmuma N=80
N=109 N=109
> mNAPSI 75 (%) 2,9 26,0 3.4 46,6 65,0
PGA-F uucrto/munumaiso | 2,9 29,7% 6,9 48,9* 61,3
U >2-CTETICH Ha
nogo6penue (%)
O06ma npoMsiHa B -7,8 -44,22 -11,5 -56,2% -72,2
MIPOLIEHTH Ha TMICOPUA3HC
Ha HOKTHTE Ha PBIIETE,
NAPSI
(%0)
2 p<0,001, Hukyndra cnpsimo nunane6o

[Maruentn, nekyBanu ¢ Hukyndra ca mokasaiu cTaTHCTHYECKU 3HAYMMO OA00peHue Ha ceMuIia 26 B
cpaBHeHue ¢ miarebo mpu DLQL

bonecm na Crohn npu év3pacmnu

be3omnacHocTTa ¥ eprKaCHOCTTA Ha afaTuMyMal ca omeHeHu npu Hajx 1500 namueHTH ¢ ymepeHa Jo
Tekka akThBHA Oonect Ha Crohn (MHAEKC Ha akTHBHOCTTA Ha OonectTa Ha Crohn (Crohn’s Disease
Activity Index, CDAI) >220 u < 450) B panaoMHU3UpaHu, JBOWHOCIIEIH, I1J1a11e00-KOHTPOIUPAHH
npoyuyBaHus. EJHOBpeMEHHO ca JOMyCKaH! MOCTOSHHU 103M OT aMHUHOCATUIMIIATH, KOPTUKOCTEPOUAH
W/WITM AIMyHOMOJYITUpaniu cpeictsa U 80% 0T MalMeHTUTe ca MPOIBIDKIIIH Ja TTOTy4aBaT Haii-MaJlko
€JIHO OT Te3H JICKapCTBa.

Wupynupanero Ha KTMHWYHA pemucus (neguaupana kato CDAI < 150) e onieHeHo B JiBe IpOyYIBaHUs,
npoyusane | Ha CD (CLASSIC I) u mpoyusane Il mva CD (GAIN). B npoyusane I na CD, 299
HenekyBaHH ¢ TNF-aHTaroHuCT manyeHTy ca paHAOMHU3HPaHH B €HA OT YETHPUTE TEPATIEBTHIHHU
rpynu; mane6o B ceamun 0 u 2, 160 mg aganmumyma6 B Cenmuna 0 u 80 mg B Cenmuna 2, 80 mg B
Cenmuna 0 1 40 mg B Cenmuna 2 n 40 mg B Cenmuna 0 u 20 mg B Ceamuna 2. B mpoyusane Il Ha
CD, 325 nmanuenTH, KOUTO ca 3aryOniii OTroBOpa MM MMaT HEMOHOCHUMOCT KbM HH(IUKCHMAa0, ca
paHaoMu3MpaHu Aa norydasar win 160 mg aganumymad B Cenmuna 0 u 80 mg B Cenmuua 2, uiau
rtane6o B Ceamuiy 0 u 2. [IpBUYHO HEOTTOBOPUIIUTE Ca M3KITIOUEHH OT MPOYUYBAHUATA U
CJIEIOBATEIIHO TE3M MAIMEHTH HE Ca OLICHABAHU CJIE/ TOBA.

[onnbpxaneTo Ha KIMHUYHA pemMucus € oueHeHo B npoyuBane Il na CD (CHARM). B npoyusane 111
Ha CD, 854 nanuenTu ca nonyuunu orBopeHo 80 mg B Ceamuna 0 u 40 mg B Ceamuna 2. B Cenmuna
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4 marueHTUTe ca pangoMm3upany Ha 40 mg Ha BCska Bropa ceamuna, 40 mg Ha BCsIKa CEAMMIIA, HITH
iane0o ¢ o0Ia NPOABIKUTEIIHOCT Ha TIPOoyYBaHeTo 56 ceamuity. [lanmeHTHTE ¢ KIIMHUYEH OTTOBOP
(mamansBane Ha CDAI > 70) B Ceamuma 4 ca cTpaTuUIMpady U aHAIM3APAHH OTACITHO OT Te3n 6e3
kimHIYeH oTroBop B Cenmura 4. Cien Cenmuia 8 € pa3perieHo MoCTEeHHO HaMalliBaHe Ha
KOPTUKOCTEPOHJIHTE.

B Tabnuna 14 ca npencraBeHn HHAYKOUATA HA PEMHCHS M YECTOTHTE Ha OTTOBOpa B TpoyuBane | Ha
CD u npoyusasne Il va CD.

Tabauna 14: UHAyKIMs Ha KJIMHHYHA PEeMUCHS B OTTOBOP (NMPOLEHT MalfeHTH)

IpoyuBane I na CD: nauuenTu, IIpoyusane II na CD:
HenpueMaau HHQINKCHMA0 NAUHEHTH, MPeIX0THO
npueMaaTu HHPIUKCHIMA0
Inamedo | agamnmymal | amanumyma6 | Ilaane6o azanmuMyMmal
N=74 80/40 mg 160/80 mg | N=166 160/80 mg
N=75 N=76 N=159
Cenmuna 4
Knunanuna pemucus 12% 24% 36%* 7% 21%*
Kimuaundaen otrosop 24% 37% 49%** 25% 38%**
(CR-100)
Bceunuku p-cToitHOCTH ca Y THH CpaBHEHHS Ha CHOTHOIICHUITA afaiuMyMad cnpsimo mnanedo
*p < 0,001
**p<0,01

CXOI[HI/I YCCTOTHU HA PEMUCUUTE Ca Ha6JHOI[aBaHI/I 3a BOACHIUTEC 1O UHAYKIUA CXEMU Ha IIpUujiarane ot
160/80 mg u 80/40 mg no Ceamuiia 8, a HexenaHuTe ChOUTHS ca HAOJIIOJaBaHH MO-YECTO B rpyIiaTa,
npuemaina 160/80 mg.

B Cenmuna 4 na npoyusane III ma CD, mpu 58% (499/854) ot manueHTUTE MMa KIMHUYEH OTTOBOP U
T€ ca OICHEHH MPHU MbpBUUHUS aHaIu3. OT Te3u ¢ KiIuHIYeH 0TroBop B Ceamuria 4, 48% ca c
npeaxoana ekcno3uius Ha npyru TNF-aaTaronuctu. [logabpkaHeTo HA PEMHUCHSITA U YECTOTUTE HA
OTrOBOpa ca NpecTaBeHn B Tabnwuia 15. Pesynrarure 3a KIIMHUYHA PEMUCHS Ca OCTaHAIN
OTHOCHUTEJIHO NIOCTOSIHHU, HE3aBUCHUMO OT IpeaxojHaTta ekcno3uuus Ha TNF-antaronucr.

CBbp3aHuTE ChC 3a00JSIBAHETO XOCTIUTATU3AINH U XUPYPTUISCKA HAMECH Ca CTATUCTUYECKU 3HAYUMO
MO-MaJIKO TIPH afauMyMal, B cpaBHeHHe ¢ mareto B Cenmuna 56.

Tab6auuna 15: Hoaabp:kane HA KIMHUYHA PEMUCUSI U OTTOBOP (MPOLEHT NAMEeHTH)

Inauedo 40 mg 40 mg
aganuMyMad mpe3 | agaruMymad
ceqMuIa BCSIKa ceIMHIIA

Cenmuua 26 N=170 N=172 N=157
KinHuuHa pemMucust 17% 40%* 47%*
Kimauaen orrosop (CR-100) 27% 52%* 52%%*
[TanmenTr B cBOOOIHA OT CTEPOUIH 3% (2/66) 19% (11/58)** 15% (11/74)**
pemucus 3a >=90 gau®

Cenmuna 56 N=170 N=172 N=157
Kimnnyna pemucus 12% 36%%* 41%*
Kimauaen orrosop (CR-100) 17% 41%* 48%*
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[TarmenTn B cBOOOIHA OT CTEPOUIN 5% (3/66) 29% (17/58)* 20% (15/74)**
pemucus [lanmenTu B cBOOOIHA OT
crepouu pemucus 3a >=90 nuu’

*p <0,001 32 unTHUTE CPAaBHEHUS HA CHOTHOIIECHUATA aAIMMyMad cnpsimo Tanedo
** p < 0,02 32 unTHUTE CPaBHEHHUS HA MPOLIEHTUTE HA afaduMyMad cupsamo mianedo
dor MAIMEeHTHTE, TOTyJaBalld KOPTUKOCTEPOHUIN Ha U3XOTHOTO HUBO

Crnen marueHTHTe, KOUTO HAMAT OTroBop B Cenmuma 4, 43% oT mareHTuTe Ha MoabpIKaIio
JedeHue ¢ aganumMymab otroBopst no Ceamuna 12, B cpaBaenne ¢ 30% OT manueHTuTe Ha
MOJTbpIKaIla Tepanus ¢ 1iane6o. Te3u pe3yaTaTu npeanosaraT, e 3a HIKOU MallMeHTH, IPH KOUTO
HsMa oTroBop A0 Ceamuiia 4 UMa MOJOKUTEINICH e(DEKT OT MPOABIDKUTEIHATA TTOIbPIKAIIa Teparus
npe3 Cenmuna 12. Tepanusra, poabDKAIa IoBeUe oT 12 ceaMuId, He BOJIU A0 3HAYUMO ITO-TOJISIM
Opoii otroBOpH (BXK. TOUKA 4.2).

117 ot 276 nauuentu ot npoyusane | Ha CD u 272 ot 777 nanuentu ot npoyuBanus Il u Il va CD ca
MPOCIICJICHH B MIPOIB/DKCHUE HA-MaJIKO Ha 3-TOUIITHA OTKPHUTA Tepamnus ¢ agamumyMad. 88 u 189
NalMeHTH, ChOTBETHO, Ca MPOABDKWIN 1a OBJAT B ChCTOSHUE HA KIMHUYHA peMucHs. KnuHuaHusT
otrosop (CR-100) e 3agppkan, cboTBETHO, pu 102 1 233 manueHTH.

Kauecmeo na srcusom

B npoyusane [ Ha CD u npoyusase 1l Ha CD, craTucTHYeCKH 3HAYUMO TTO00pEHNe B OOIIUS CKOP OT
bonect-cenuduUHUS BBIIPOCHUK 32 Bh3NAIUTEIHA OosiecT Ha uepBara (Inflammatory bowel disease
questionnaire, IBDQ) e nocturnaro B Cenmuna 4 npu nanyeHTUTe, paHIOMU3UPAaHU Ha alatnMymad
80/40 mg u 160/80 mg, B cpaBHeHHUE ¢ TU1anebo, kakto U B Ceamunu 26 u 56 Ha npoyusasne 111 Ha CD
NIpY TPYIHTE, JIEKYBaHH € alaniMyMal B CpaBHEHHUE ¢ Tpymnara Ha ramnedo.

Yeeum npu eévspacmuu

beszomacHocTTa 1 edmkacHocTTa Ha Hukyndra ca orneneHn npu Bb3pacTHU MAIUEHTH C
HEUH(EKIIMO3CH HHTEPMEAMEPEH 3a/ICH U MaHYBEHT, C M3KJIFOUCHUE HA MAIUCHTH C M30JUPaH IpPECH
YBEHT, IIPH JBE PaHIOMU3HUPAHHU, JABOWHOCICIH, TUTale00-KoHTpoaupanu npoyusanus (UV 1 u II).
[armenture ca momyyaBanu miane6o wim Hukyndra B Hauanna no3a 80 mg, mocneasana ot 40 mg
pe3 ceaMHulla, 3aII0UBaliKy eHa CeJMMIIA CJIe]] HayaJiHaTa J103a. Pasperienu ca OWiu ChIIbTCTRAIIN
CTaOWIHM JTO3U OT €JUH HEOUOJIOTHIECH UMYHOCYIIPECOP.

IIpoyuBane UV I onensia 217 nmaiyieHTH ¢ aKTUBEH YBEUT, BBIIPEKHU JIEUEHHE C KOPTUKOCTEPOUIH
(mepopaiHo nmpreMaH IpeJHu30H, B 103a oT 10 1o 60 mg nHeBHO). Benuku manuenTH ca moryyuny 2-
ceMHMYHA CTaHAAapTHA J103a MpenHn30H 60 mg AHEBHO MpH BKIIOYBAHE B MIPOYYBAHETO, MOCIIEIBaHA
OT 33IBJDKUTENICH Tpad UK Ha HaMallsiBaHe Ha J103aTa, C ITBJIHO MPEeKpaTsIBaHe Ha KOPTHKOCTEPOUTHOTO
JeueHue 10 ceaMuna 15.

IIpoyuBane UV Il onensBa 226 nanyeHTH ¢ HEAKTUBEH YBEUT, H3UCKBAILl XPOHUYHO JIEUECHUE C
KOPTHKOCTepOuIu (peTHU30H Tpe3 ycrarta, 10 1o 35 My JHEeBHO) Ha N3XOIHO HUBO, 3a J1a Ce
KOHTPOJIMpa TSIXHOTO 3a0oiisiBaHe. BriocieacTBre manueHTuTe ca NOAI0KEHH Ha 3aIbIDKUTEICH
rpaduK Ha HaMaJsIBaHE Ha /103aTa, C IIBJIHO CIIMPaHe Ha KOPTHKOCTEPOUIHOTO JICUEHHE 10 CEAMULIA
19.

[IppBHYHaTa KpaifHa TOUKa Ha €(UKACHOCT IPH JIBETE NPOYUBaHUS € ,,BPEMETO JI0 HEYCIEX OT
nedenuero”. HeycrexbT OT JIeYeHNETOo ce Onpeaesst KaTo MHOTOKOMIIOHEHTEH pe3ylTar, 0a3upaH Ha
BBH3NATUTEITHA XOPUOPETUHAITHH W/WITH BH3MAINUTEIHN PETUHAITHY ChJIOBH JIE3UH, CTEIICH Ha
Bb3NaJIcHHUE B peHata oyHa kamepa (AC), cTeneH Ha BIIOIIEHA MPO3PavyHOCT HA CTHKIOBHIHOTO
a0 (VH) u Haii-noOpe xopurupanara 3putenna octpora (BCVA).

[NanuenTuTe, NPUKIIOYMIH ydacTueTo cu B npoyuBanus UV | u UV Il, otroBapsT Ha ycioBusra 3a
BKJIIOYBAHE B HEKOHTPOJIMPAHO ABITOCPOYHO MPOIBDKEHUE HA IPOYYBAHETO C IbPBOHAYAIHO
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IJIaHUPaHA MMPOIBIDKATETHOCT 78 ceamuii. Ha manuenTrTe ce paspemasa ga mpoabibKaT mprueMa Ha
JISKapPCTBOTO TIO MPOYYBAHETO CJIC]] CEAMUIIA 78, TOKATO MOTydYaT TOCTHII 10 afaiuMymao.

Knunuuen omzoeop

PesynTarute oT 1BeTE MpoyuBaHUs MOKa3BaT CTATUCTUYECKH 3HAUMMO HaMaJIIBaHE Ha pUCKa OT
HEyCIeX Ha JICYCHUETO MPH NalUeHTH, JISKYBaHH ¢ aJaluMyMal, CIIpsIMO MallMeHTHTE, MOTyYaBaIln
riane6o (Bx. Tabnuna 16). M aBete nmpoyuBaHus MOKa3BaT paHeH U TpaeH eekT Ha ananumymad
BBbpXY Ha CTEMEHTa Ha HEYCIeX OT JEYSHUETO crpsamo manebdo (Bx. durypa 1).

Tabanna 16: Bpeme 10 Heycnex o1 jJedenuero npu mpoyuBanusi UV I u UV 11

AHanu3 N Heycnex  Cpeano Bpeme 1o KP* M 95% P
Jleuenne N (%0) Heycmex(Meceln) 3a KP croiinoct °

Bpeme 10 Heycmex OT JieueHHETO B MIIH cjel cenmMuna 6 B mpoyuBane UV |
[TepBuyen anamus (ITT)

Tnaneo 107 84(785) 3.0 - -
Anamamyma6 110  60(545) 56 050 0.36,0.70 <0.001

Bpeme 10 Heycmex OT JieueHHETO B HIIH cjel cenmuna 2 B npoyusane UV |1
[TepBuyen anamus (ITT)

TTrane6o 111 61(55.0) 8.3 - - -
AnanmnMymat 115 45(39.1) NE® 057 039,084 0.004

3abenexka: Heycrnex oT jiedeHueTo B Wi ciiell ceamuia 6 (nmpoyusane UV 1), uim B wm cien
ceamuna 2 (npoyusane UV II) ce Opou kato ceoutre. OTnagHaniuTe nopaay IPUIUHU, PA3IUYHU OT
HEYCIIeX OT JICUCHUETO, ca OTCSIBAHM B MOMEHTA Ha OTIaJaHe.

A KP (koedurment Ha pucka) 3a agaruMyMad CIpsMo 1anedo OT MPOMOPIIHOHATHATE
pEerpecHOHHH PHCKOBE C OTUYMTAaHE Ha JiedyeHneTo karo pakrop. B [IByctpanna P-croiinocT oT log-
rank TecT.

C  NE =He moxe na ce onpeaenu. [lo-Manko oT mosoBUHATa OT PUCKOBUTE YYACTHHULM €A UMaIH
croutne.

®urypa 1: Kpusu Ha Kaplan-Meier, 00001iaBamu BpemMeTo 10 Heyclex OT Je4eHUeTo B Wi
cien cenmuna 6 (mpoyusBane UV I) nau ceqmuna 2 (mpoyuane UV II)
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0 2 4 6 8 10 12 14 16 18 20
P#0/107  35/67  63/35  76/19  80/14 8211 83/8 8377 83/5 84/4 84/0
A#O/A10  16/82  40/54  48/42  54/35  57/20  60/20  60M7  60/15  60/12 60/0

BPEME (MECEITH)

IIpoyasane UV I Jeuenug, Tl1auedo. Adazmymad

IPOIEHT HA HEVCIIEX OT
TEYEHHETO (%)
8
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0 2 4 6 8 10 12 14 16 18 20
P#O/MA11 16/89 35/66 46/50 49/44 54/33 58/26 61/21 61/19 6117 61/0
ARO/15 5/105 23/82 32/67 37/58 40/51 44/42 45/37 45/34 45/30 45/0

BPEME (MECEIH)
Hpoyusags UV 11 JsucHuS Izancto AZaTHMYMAL,

MPOIEHT HA HEVCIIEX OT
JEUEHHETO (%)
8

3abenexka: P# = [lnane6o (bpoit ceoutwst/bpoii B puck); A# = Ananumyma6 (bpoit cxouTHs/bpoii B
PUCK).

ITpu mpoyusane UV I ca HabnromaBaHu CTAaTUCTUYECKHN 3HAYMMH PA3JIMKH B MTOJ13a HA ajainMyMal B
CpaBHEHHE C MTalebo 3a BCEKH KOMIIOHEHT Ha TepaneBTuaHus Heycnex. [Ipu npoyusane UV Il ca
HaOMI01aBaHU CTATUCTUYECKH 3HAYMMHU PA3IMKH CaMO TI0 OTHOIIEHHE Ha 3pUTEIHATa OCTPOTa, a
OCTaHaJINTEe KOMIIOHEHTH, KaTo IU(pH, ca B I0JI3a HA afaTuMyMa0.

Ot 424 nanyeHTH, BKIOUYEHU B HEKOHTPOJIIUPAHOTO, IBITOCPOYHO NPOIBIKEHHE HA IPOYUYBAHUATA
UV Iu UV I, 60 nanueHTy ce cyuTar 3a HeOAXO/AIIN 3a yyacTHe (Hamp. Mopaau OTKIOHEHUS WU
MopaJii BTOPUYHH yCIOKHEHHS Ha JradeTHATa pETHHOMATHS, TIOPaIi OTepalus 3a KaTapakTa Win
BUTPEKTOMUSI) ¥ Ca M3KJIIOUEHH OT IbPBUYHUS aHAU3 32 eprukacHoCT. OT ocTaHanute 364 maiueHTH,
269 narueHTH, ToAHu 3a oteHka (74%), ca qocturHamy 78 ceIMHUIIM HA OTKPUTO JICICHHE C
amanumyma0. Ha Ga3zara Ha monxosa 3a HaOmonaBanu ganau, 216 (80,3%) ca B pemucus (Jumcsar
aKTHBHM Bb3nanutenuu je3uu, AC kinetku cremned < 0,5+, VH ctenen < 0,5+), ¢hC ChIIBTCTBRAI]
crepoun B go3a < 7,5 mg qHeBHO U 178 (66,2%) ca B pemucus 6e3 mpuem Ha crepousin. BCVA unu ce
nomo0OpsiBa, WK ce OAIbpIKa (BiomaBaHe ¢ < 5 Oyksu) mpu 88,6% OT ounte Ha cenmuiia 78.
JlanHuTe 3a iepuosa cien cenMuiia 78 0OMKHOBEHO ChOTBETCTBAT HA TE€3M PE3YJITATH, HO OPOSIT Ha
BKITIOUCHHTE YYACTHUIM HAMaJIsiBa Ciief] TO3H nepuo. Karo 1110 cpe naiueHTuTe, KOUTo
IpeKparsiBar y4acTHeTo cH, 18% ca mpexpaTuiin nopaay HexelaHu ceoutus, a 8% — nopaau
HEIOCTaTh4YeH OTIOBOP KbM JIEUCHUETO € afanumMymao.

Kauecmso na sicusom

OTueTeHuTe OT MALMEHTUTE PE3YITATH [0 OTHOLIEHUE Ha (PYHKIINH, CBbP3aHHU ChC 3PEHUETO, Ca
n3mepenu ¢ nomoiura Ha NEI VFQ-25 u B ABeTe KNMHUYHY poyuBaHus. AnanuMymal UMa YrucIIeHO
MIPEBB3XO/ICTBO B MO-TOJIIMATa YacT OT MEXIUHHUTE CKOPOBE, ChC CTATUCTUYECKH 3HAYMMU CPEIHU
pasyuKy 3a 00110 3peHue, O0JIKa B OKOTO, OJHM3KO BHKAAHE, ICUXUYHO 3ApaBe U 00w pe3yaTar B
npoyuBarero UV I, kakto u 3a 00110 3peHue u ncuxuvHo 3apase B mpoyusanero UV II. Edexrure,
CBBP3aHH ChC 3PEHUETO HE Ca C YUCIICHO M3paKEHHE B I10J13a Ha aAajuMyMad Mo OTHOIIEHHE Ha
LBETHOTO BMXXJaHe B npoyuBaneTo UV I, kakTo u 3a IBETHOTO BIDKAAHE, IepU(EpHOTO 3peHUE U
Onm3KoTO BkAaHe B mpoyuBanero UV IL

HmyHoreHHoct
OO6pa3yBaHeTO Ha aHTH-aJATIMyMad aHTHUTENA CE CBhP3Ba C MOBHUIIICHUS KIIMPHHC U HaMajieHaTa

euKkacHOCT Ha ajanumymad. Hsima siBHa B3aMMOBpB3Ka MEXK/y HATMYMETO HA aHTH-aaTuMyMa0
aHTHUTEJA ¥ Bh3HUKBAHETO HAa HEXeJaHU CHOUTHS.

[Ipu nanyeHTH ¢ MOMUAPTHUKYIAPCH IOBSHHUJICH WINONIATUYEH apTPUT Ha Bh3pacT OT 4 1o 17 ronuHu
aHTH-afaIMMyMab aHTuTena ca Ommm yctanoBeHu npu 15,8% (27/171) ot manueHTuTe, IeKyBaHH €
amanmumyma0. [Ipu marueHTuTe, KOUTO HEe ca OWJIM Ha ChITBTCTBAIIIO JICUCHUE C METOTPEKCAT,
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yecrorata e ouna 25,6% (22/86), B cpaBHeHHE € 5,9% (5/85), koraro amanuMymad e OWII puiiaral
KaTo JIOMbIIHEHHE KbM MeToTpekcart. [Ipy ManueHT Ty ¢ MoJInapTUKYJIapeH IOBSHUICH UIHOTIAaTHICH
apTPHUT, KOWTO Ca Ha BB3PACT OT 2 10 4 TONWHM WIH Ha BB3pacT HajJ 4 TOMWHU C TEJICCHO Termo <15
kg, anTn-ananumymab aHTHTENA ca OuK yctaHoBeHH Ipu 7% (1/15) ot manumenture, kato
€IMHCTBEHUST MAIMEHT € IPYeMall ChITbTCTBAINO U METOTPEKCAT.

[Ipu nanyeHTHTE C apTPUT, CBBP3aH C CHTE3UT, aHTH-aIaTAMyMal aHTHUTeNa ca UACHTUDUITIPAHHA TIPH
10,9% (5/46) ot manmeHTHTE, TEKyBaHU C aganuMymal. [Ipu mamuenTrnTe, Ha KOUTO HE € JaBaH
CBHITBTCTBAIIO METOTpeKcart, yectorara e 13,6% (3/22), B cpaBuenue ¢ 8,3% (2/24), koraro
aganuMyMal € M3IONI3BaH KaTo 100aBKa KbM METOTPEKCaT.

[TanmenTure B poyuBanus ¢ pesmaronneH aptpur L, 11 u 11l ca 6unm u3ceqBann B MHOXKECTBO
BpPEMEBH TOUYKH 32 aHTH-aJaTiMyMad aHTHTENA 10 BpeMe Ha 6- 10 12-meceunus nepuon. [Ipu
OCHOBHHUTE MPOYYBAHUS, aHTU-aJaTNMyMa0 aHTHTENa ca OMiTl ycTaHoBeHH mpH 5,5% (58/1053) ot
MAIMEeHTHTE, JIEKyBaHU C aganuMymad, B cpaBHeHue ¢ 0,5% (2/370) na mrane6o. [Ipn manuenTH,
HEeNpreMalH ChITBTCTBAIIIO METOTPEKcart, yectorara e omna 12,4%, B cpaBuenue ¢ 0,6%, korato
aganuMyMal e OWII IpujIaraH KaTto JOITBIHEHHUE KbM METOTPEKCaT.

[Ipu manmeHTHTE C IEANATPUYEH IICOPUAZHC AaHTH-2TaTUMyMal aHTHUTENa ca OTKPUTH 1pH 5/38 nmma
(13%), nexyBanu ¢ moHotepanus ¢ 0,8 mg/kg aganumyma0.

[Ipu BB3pacTHU MAIMEHTH C MICOPUA3NC, aHTH-aJATNMyMal aHTHUTENA ca YCTaHOBeHHU ipu 77 oT 920
yuactHuIH (8,4%), TeKyBaHU C aJalTuMyMad KaTo MOHOTEPaIHs.

[Tpu BB3pacTHU MAIMEHTH C TUIAKaTeH [ICOPHA3UC Ha MPOABIDKUTEIIHA MOHOTEPAIHS C aJalTuMymMa,
KOHUTO Ca yJacTBaJIM B IIPOyYBaHE C MPEKpaTsABaHE Ha JICYCHHETO 1 Bb30OHOBSIBAHE HA JICUCHHUETO,
YeCTOTaTa Ha MOsBa Ha aHTHUTENA CPellly agannMyMmad cliies Bh3oOHOBeHOTO Jieuerue (11 ot 482
yuacTHUIH, 2,3%) e Oua cxoAHa ¢ Tas3u, HaOIroaBaHa Mmpeau npekparsBane Ha sedeHuero (11 or 590
yaactHUIH, 1,9%).

[Tpu nequatpruynan nanuentH ¢ 6onect Ha Crohn, ¢ ymepeHa 10 TeXka akTuBHa opma, yectoTara Ha
pasBUTHE Ha aHTU-aJaIuMyMal aHTuTena € Ouna 3,3% 3a manueHTy, Nody4aBaiy afaltuMyMad.

ITpu nanmentute ¢ 6onect Ha Crohn anTH-agannMymal aHTUTENA ca OTKPUTH ipu 7/269 nuua (2,6%).

[Tpu BB3pacTHU MAIEHTH ¢ HEMH(PEKIMO3EH YBEUT aHTH-aJaTMMyMa0 aHTHTENA ca OUIT
uneatudunupanu B 4,8% (12/249) ot narnpeHTuTe, I€KyBaHU C aJaInMyMa0.

TBif KaTO aHAM3BT 32 UMYHOTEHHOCT € TIPOyKTOBO-CIIEIIU(UICH, CPABHEHHETO HA YeCTOTaTa Ha
MOsIBa HA aHTHUTEIA C Ta3H, IPEIU3BUKaHA OT IPYTH ITPOAYKTH, € HETIOAXOIAIIO.

HezmanHqHa nonyjaanus

FOsenunen uouonamuuen apmpum (FOHMA)

Honuapmuxynapen rweenunen uouonamuyer apmpum (nfOHA)

BesonacHoctTa 1 eukacHocTTa Ha ananuMyMad ca oneHeHu B aBe npoyusanus (mFOUA-I u FOUA-II)
MU Je1la ¢ aKTUBEH MOJUAPTUKYIAPEH WITH MOINAPTUKYIAPHO MPOTHYAIL FOBEHWIEH HANONAaTHIECH
apTPUT, KOUTO Ca UMAJI Pa3TUYHU BUA0BE HaYaHU nmpossu Ha FOWA (Hali-uecTo OTpHUIaTENeH WiH
TIOJIOKUTEIICH 33 PEBMATOMIHUS (PAKTOP TMOIUAPTPUT U PA3IIUPEH OJUTOAPTPUT).

ntOUA-I|
bezonacHocTra n e(bI/IKaCHOCTTa Ha aI[aJ'II/IMyMa6 Ca OLCHCH B MYJIITULICHTPOBO, pPaHAOMH3HUPAHO,

JIBOMHOCIIATIO, TIApaJICTHOTPYIIOBO TIpoyuBaHe npu 171 mema (Ha BB3pacT 4-17 roquHm) ¢
MOJIMAPTHKYJIAPEH FOBCHUIICH HIUONIATHYCH apTpUT. B oTBOpeHaTa BrBexkaama (asza Ha MpOy4IBaHETO
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(OL LI) manuenture ca pasfenacHu B ABe TpymH, lekyBanu ¢ MTX (MeToTpekcaT) Ui HEJIEKYBAHH C
MTX. ITaminenTHTE OT TpyMaTa Ha HEJIEKYBaHNUTE C METOTPEKCAT WM HUKOTa He ca OWITH JIEKyBaHH C
MTX, unu ca Oumu u3TerieHu ot JiedeHrne ¢ MTX Haif-Maiko JBe CeIMUIIM MTPEIU IpUIaraHe Ha
MPOYYBAHOTO JIEKapCcTBO. [lanueHTHTe ca ocTaHau Ha YCTaHOBEHA 71032 HECTEPOUTHU
nporuBoBb3nanutennu cpeactea (HCIIBC) w/wmu npenuuson (< 0,2 mg/Kg/nen wix Makcumym

10 mg/nen). o Bpeme Ha (aszara OL LI Bcruku manmentr ca npuemanu 24 mg/m? 10 MaKCUMyM OT
40 mg aganumMyma0 rpe3 ceaMuIla B MPoIbIDKCHHE Ha 16 ceamuiiy. Pa3npeneieHueTo Ha naiueHTHTe
110 Bb3pacT U MUHUMaJIHa, MEAMaHHA U MaKCHMaJjIHa 03a 1o BpeMe Ha (hazata OL LI e npeacraBeno B
Tabmmma 17.

Ta6auna 17: Pa3npenesieHne Ha NaniMeHTUTE CIOPe] BH3PaCcTTa U MPHEMAHATA 1032
agaaumMyma6 no Bpeme Ha ¢a3zara OL LI

Bw3pacToBa rpyna Uzxonen 6poii maruenta n (%) MuHuMaHa, MEIUAHHA U

MaKCHUMaJIHa 103a

4 no 7 roguHU 31 (18,1) 10, 20 u 25 mg
8 o 12 ronunu 71 (41,5) 20, 25 1 40 mg
13 mo 17 roguan 69 (40,4) 25,40 1 40 mg

[Tarmenture, nokaspaiy neguatpuieH orroBop 30 mo ACR (AMepukaHCKHS KOJEX IO PauoIOoTHs)
B Ceamuiia 16, ca Ouim mpelieHeHH KaTo MOAXOIAIIH 3a paHaoMu3upane B aBoiHocsnara (DB) daza
¥ ca NpHeMaIU WK agaiumyma6 24 mg/m? 1o makcumym ot 40 mg, Win mianeto, Ipe3 CeMMIIA, B
NPOABIDKCHUE HA JIOMBJIHUTEIHN 32 ceAMULM WIK A0 000cTpsiHe Ha 3a0onsBaneTo. Kpurepuunre 3a
M30CTPsiHE Ha 3a00J1ABaHETO ca OniM AeUHUPAHK KaTO PaBHO WM HAAXBBHPJAIIO > 30% BiomaBaHe
OT U3XOJTHUTE HWBA Ha > 3 oT 6 ocHOBHHU neanaTpuyHu Kputepus Ha ACR, B > 2 akTHBHH CTaBH H
Haaxebpisimo > 30% nonoOpeHue Ha He noBede oT 1 oT 6 kputepus. Cien 32 cenMUIM WK IPH
W30CTpPSIHE Ha 3a00JIIBaHETO, MAIIMEHTHUTE ca OMIHM NPElleHEeHH KaTo MOAXOISIIHN 32 BKIIIOYBAHE BHB
¢azaTa Ha OTKPUTOTO pa3IIUPEHHE.

Taoiauna 18: Illennarpuanu orroopu 30 mo ACR npu npoyusane Ha IOUA

I'pyna MTX bez MTX
®da3za
OL-LI 16 ceqmunu
Ien. orrosop 30 mo 94,1% (80/85) 74,4% (64/86)
ACR (n/N)
Pesynraru 3a epukxacHocT
32 ceamuiy, ajgauMymao / [Tname6o / ajaIuMymao [Tnaue6o (N =
JIBOMHOCIISITIO MTX MTX (N =130) 28)
(N =138) (N=37)
H3ocTpsiHe Ha 36,8% (14/38) 64,9% (24/37)° | 43,3% (13/30) | 71,4%
3a00IIIBaHETO B Kpas Ha (20/28)®
32 cenmumna® (n/N)
MenuanHo Bpeme 10 >32 ceaMUIHA 20 ceqMun >32 ceaMuIH 14 ceqmun
M30CTPsIHE Ha
3a00JIIBAHETO

*Ilen. orroBopu 30/50/70 mo ACR B Cenmuna 48 ca Ouim 3Ha4MMO TO-TOJIEMH OT TE€3H NPU
NAalMEHTUTE, JEKyBaHU C IL1anedo

5p 0,015
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5 p=0,031

Cpen nonusiaute B Cenmurnia 16 (n=144), nenuarpuunure orroBopu 30/50/70/90 mo ACR ca ce
3aIbpKay B MPOABIDKCHUE HA JI0 IecT ToAuHu BbB daza OLE npu manueHTuTe, KOUTO Ca MPUEMaIH
ajgauMyMal mpes 1eNus nepuo] Ha poyuBanero. O0mo 19 yuactauiy, ot kouto 11 B u3xomHara
Bb3pacToBa rpymna ot 4 10 12 ronuHu u § B U3XoaHarta Be3pacToBa rpyna ot 13 1o 17 ronunu, ca ounu
JIEKyBaHU 6 WM MTOBEYE FOAMHHU.

O06001IeHNTE OTTOBOPH ca OMIIH, KaTo ISI0, ITO-T00pH, KaTo ITO-MAaJIKO MAIMeHTH ¢a Pa3BIIIN
aHTHTENA TIPH JICYCHUE ¢ KOMOMHALUATA Ha afanumMymad u MTX, B cpaBHEHHE ChC CAMOCTOATEIIHOTO
npunarane Ha Hukyndra. B3emaliku npenBua Te3u pe3yaTary, agaauMymad ce IpenopbiBa B
xomOuHanus ¢ MTX u kato MOHOTepanus Npy NalUeHTH, IPU KOUTO NpuiaraneTo Ha MTX He e
MOJXOASIIO (BXK. TOUKa 4.2).

IOUA-II

bezomacHoctTa 1 epukxacrocTTa Ha Hukyndra ca orieHeHr B OTBOpEHO, MHOTOIIEHTPOBO MPOyYBaHE
mipu 32 gena (2 - < 4 rogwHU WK BB3pacT 4 U moBede ToauHu 1 Terto <15 kg) ¢ ymepeH 10 TexbK
AKTHBEH IOJIMAPTHKYJIapeH I0BEHWICH uanonaTuyex aptput. [lanuenture ca nonyunnu Hukyndra
KaTo eIMHHMYHA J103a, Ype3 TOAKOKHO MHKeKTUpane 24 mg/m? TesecHa noBbpxuocT (BSA) 1o
MakcuMyM oT 20 mg BcsKa BTOpa ceIMHULA, B IPOAbJDKEHHE Ha oHe 24 cenmuuu. [ToBedero
YYacTHHIIH, TIO BpeMe Ha Ipoy4uBaHeTo ca m3nom3Bann MTX, kaTo nmo-psako ce cro01asa 3a
€IHOBPEMEHHA yIoTpeda ¢ KOPTUKOCTEPOUIH WIH C HECTEPOUIHN IPOTUBOBB3NAIUTEIHU CPEIICTBA.

PedACR30 otroBopsT Ha 12-Tata u 24-Tara ceamuia € cboTBeTHO 93,5% 1 90,0%, KaTo € MPHIIoKEeH
mojxozia Ha HaOnronaBanuTe naHnHu. ChoTHOIICHHETO Ha manueHTuTe ¢ PedACRS50/70/90 otroBop Ha
12-tara u Ha 24-Tara cenmulia ca chotBeTHO 90,3%/61,3%/38,7% u 83,3%/73,3%/36,7%. Cpen te3u,
KOWUTO Ca OTTOBOPHIIN Ha JieueHueTo (neauarpuyHusat ACR30) na 24-tara cenmuna (n=27 ot 30
nanueHTn), neauarpuaarute ACR30 orroBopu ca momspxkanu a0 60 cenmunu B OLE daza npu
MaIMeHTH, KOuTo ca nosrydasain Hukyndra npes uenus nepuoa. Karo 1suto, 20 naruenTu ca
JIeKyBaHU B IPOABIKEeHHE Ha 60 MIIN TIOBEYE CEIMHUIIH.

Apmpum, cevp3an ¢ enmesum

bezomacHocTTa M epukacHOCTTa HA aganuMyMad ca OLEHSBaHHU B €JTHO MHOTOIIEHTPORO,
paHIOMH3UPAHO, ABOWHOCISATIO KIMHUYHO M3MUTBaHE MPU 46 MMeuaTpuyHu ManrueHTH (Ha Bb3pacT OT
6 1o 17 roquHM) C yMEpEeH apTpPHUT, CBbP3aH C eHTe3uT. [lanneHTuTe ca paHAOMU3UpPaHH 1a Modydar Ha
24 mg/m? tenecna nobpxHOCT (BSA) ananumymab 1o Mmakcumym 40 mg uiy wiane6o npes ceaMuia
B MpOABJDKeHUE Ha 12 cenmuniu. J[BoiiHOCTHEnUAT iepuos € mocieasan ot otkput (OL) nepuon, o
BpeMe Ha KOMTO MalMeHTHTe ca nonydapani 24 mg/m?> BSA aganumyma6 10 MakcumyMm 40 mg mpes
CceaMuIla TTOJKOKHO 3a orie 192 ceqmuru. [IppBruHaTa KpaifHa TOUKa € MPOIIEHTHATA TIPOMSHA OT
n3x0HO HUBO J10 CenMuiia 12 B Oposi Ha aKTUBHUTE CTaBH C apTPUT (IIOJyBaHe, KOSTO HE CE IbJDKU Ha
MaihopMaIIus UM CTaBH ChC 3ary0a Ha MOJABHKHOCT TUTIOC OOJIKA V/HMJIH YYBCTBUTEITHOCT), KOSITO €
MOCTUTHATA ChC CPETHO HAMAJIEHUE Ha MPOIIeHTa OT - 62,6% (MeanaHa Ha MPOLIEHTHATA TPOMSHA
88,9%) mpu marueHTuTe B rpymara ¢ aganuMymad B cpaBHeHue ¢ -11,6% (Mennana Ha TIpOIleHTHATA
npomsiHa -50,0%) npu narmeHTuTe B rpymnara Ha miane6o. [logoopenueTo B Opost HA aKTUBHUTE CTaBU
C apTpHT ce moxabpxa mo Bpeme Ha OL mepuoma 10 Ceamuna 156 pu 26 ot 31 (84%) nanmentu B
rpynara Ha Hukyndra, ocrananu B npoy4yBaneTo. BeIIpeku ue He € CTaTUCTHYECKH 3HAaYNMO, TTIOBEYETO
MAIMEHTH TI0Ka3BaT KIMHIUYHO MOJ00pEeHNE BEB BTOPUYHUTE KpallHU TOYKH KaTo Opoli Ha MecTara C
eHTe3uT, Opoit Ha uyBcTBUTENHUTE cTaBu (TJC), Opoit Ha moxytute craBu (SJC), [lequarpudaen ACR
50 otrosop u Ilennatpryern ACR 70 orrosop.

IInaxamen ncopuasuc npu neouampuyHu nayuenmu

EduxacHoctTra Ha ajanumyma0 e oleHsiBaHa B €IHO paHIOMU3UPaHO, IBOMHOCISIIO, KOHTPOJIUPAHO
npoyuyBaHe Ha 114 nequaTpuvHu MalUeHTy OT 4-roAUIIHA Bb3PACT C TEXbK XPOHUUEH IJIaKaTeH
ncopuasuc (ompezerneH mno odma oueHka Ha Jekaps (Physician’s Global Assessment, PGA) cbc
3acsrade > 4 wim > 20% BSA, wnn 3acsrade > 10% BSA ¢ MHoro mrsTHU Jie3uu, WM 1o MHnekc 3a
TUIOII Ha 3acsiraHe U TexecT Ha ncopuasuc (Psoriasis Area and Severity Index, PASI) > 20, unmu > 10 ¢
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KIMHAYHO 3HAYMMO 3acsiraHe Ha JIUIEeTO, TCHUTAINUTE WK PhIleTe/CThIIanara), KOUTO ce KOHTPOIHpa
HEJIOCTATHYHO C JIOKAITHA Tepanvs U XeIHOoTepanus Hiu (OToTeparms.

[Maruenture nmomy4asat aganumymatd 0,8 mg/kg npes cenqmuiia (10 40 mg), 0,4 mg/kg npe3 ceamuria
(mo 20 mg) nunu metotpekcar 0,1 — 0,4 mg/kg ceamuuno (10 25 mg). Ha cenmuna 16 moseye
NalUCHTH, PaHIOMH3UPaHH 3a MMoJyYaBaHe Ha aganuMymat 0,8 mg/kg, uMar moJoKUTETHN OTTOBOPU
3a epukacHoct (Hanp. PASI 75), oTkonkoTo 60nHUTE, paHIOMU3UpaHH 3a nonydaBane Ha 0,4 mg/kg
mpe3 ceamuua wim MTX.

Ta6auna 19: Pe3dyararu 3a epukacHOCT NPH NeJUATPUYEH MJIaKaTeH ncopuasuc ciaen 16
ceqMHIU

MTX*? Ananmumyma6 0,8 mg/kg npe3 ceqmuiia
IN=37 N=38

PASI 75° 12 (32,4%) 22 (57,9%)

PGA: Yucro/MuHHMATHO? 15 (40,5%) 23 (60,5%)

* MTX = MeToTpekcar
® P=0,027, ananumyma6 0,8 mg/kg crpsmo MTX
* P=0,083, Hukyndra 0,8 mg/kg cnpsimo MTX

INammmenTure, xonto mocturar PASI 75 u PGA ,,ancTo® nim ,,MUHAUMATHO , C€ OTTEIVIAT OT JICUCHUETO
Io 36 ceIMHIIN M ce TIPOCIIeIBAT 3a 3ary0a Ha KOHTPOII Ha 3aboisaBaHeTo (T.e. BinomaBane Ha PGA ¢
Haii-manko 2 crenenn). [lanmenTrTe ca TekyBaHH ciel ToBa ¢ aganumyMmab 0,8 mg/kg nmpes ceammuna B
NPOIBIDKEHHE Ha ole 16 cenMuIH, KaTo 4ecToTara Ha OTTOBOP, HaOI0gaBaHa 1o BpeMe Ha
MOBTOPHOTO JICYCHHUE, € MOJ00HA Ha Ta3u Mpe3 Mpe/ecTBanys qBoiHocisn nepuona: PASI 75
otroBop 1ipu 78,9% (15 ot 19 nmuma) u PGA ,,uucto® win ,,Muanmanuo npu 52,6% (10 ot 19 numa).

B otkpurtns nepron Ha nmpoyusaneto orropopute PASI 75 u PGA ,umncro® uim ,,MUHUMAaIIHO ce
NOAIBPKAT 10 oule 52 ceaAMUIM 0e3 HOBU HAXOAKH, CBBP3aHU C 0€30MaCHOCTTA.

bonecm na Crohn npu neouampuynu nayuenmu

Ananumymal € OLIeHEeH B MHOTOLIEHTPOBO, PAHAOMHU3HPAHO, JBOHHOCIISIO KIMHUYHO NPOYYBaHE,
NpeAHa3HAYeHO J1a OLIeHU epuKacHOCTTa U 0€30MacCHOCTTa Ha HHAYKIHMOHHO U MOAJBPIKAIIIO JICYEHHE
C JIO3H, B 3aBUCUMOCT OT TenecHoTo Tero (< 40 kg wmu > 40 kg) npu 192 nennatpuvyan NaIieHTyd Ha
BB3pAcT MeXIy 6 1 17 roquHu (BKIIOUUTEIHO), C yMepeHa 110 Texxka 0onect Ha Crohn (CD),
orpejesieHa KaTo MHAEKC Ha aKTUBHOCTTa Ha Oonectta Ha Crohn npu neAnaTpyuyHy NalUEHTH
(Paediatric Crohn's Disease Activity Index, PCDAI) cbc ckop > 30. Ilpu nanuenture e tpsioBano na
JIMIICBA OTTOBOP KbM KOHBEHLMOHaIHATa Tepanus Ha CD (BKIIIOUMTEIHO KOPTUKOCTEPOUIH, W/ HITH
umyHomonyinarop) 3a CD. Celiio Taka, MalMeHTUTE MOXEe Bede Jia ca 3aryOrId OTTOBOP MJIH JIa ©MaT
HEMIOHOCHUMOCT KbM HMH(IUKCHMAO0.

Benuky nanueHTy noiny4aBaT OTBOPEHO MHAYKLIMOHHO JIEUEHHUE B 1033, Bb3 OCHOBA HAa U3XOJIHOTO CH
tesnecHo Tero: 160 mg B Ceamuna 0 u 80 mg B Cenmuua 2 3a nauuentu > 40 kg u 80 mg u 40 mg
CHOTBETHO 3a Te3u < 40 kg.

B Cenmuna 4, ygactHUIIUTE ca paHgoMu3upan 1:1, Bb3 0CHOBA Ha TEIECHOTO CH TEIJIO WIIH 0 BpEMe
Ha HHCKATa JI03a WIX 110 BpeMe Ha CTaHJapTHATa J03a Ha IMOIIbpKAIaTa CXeMa, KaKTO € MTOKa3aHo B
Tabmumna 20.

Taoauna 20: IMogabp:xama cxema

Terno Ha nanuenTa | Hucka no3a CranaaptHa 103a
<40 kg 10 mg npe3 ceqmuna | 20 mg npe3 ceaMuLa
>40 kg 20 mg mpe3 cenqmuna | 40 mg mpe3 ceaqMuIia
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Pe3wzmamu 3a edmxacnocm
[IppBHYHaTa KpaiiHa TOUKA Ha MPOYYBAHETO € KIMHNYHA peMucHs B CenMuna 26, onpeaeneHa Kato
PCDAI cxop <10.

CTOMHOCTUTE HA MPOIICHTUTE HA KIMHHYHA PEMUCHS U KJIIMHHYEH OTIOBOP (OMPEICIICHU KaToO
namanienne B PCDAI ckopa ¢ Haii-Manko 15 TOYKH OT M3XOQHO HMBO) ca IIpeAcTaBeHH B Tabuia 21.
[IporieHTUTE HA MAIIMEHTHUTE, MPEKPATHIH KOPTUKOCTEPOUINUTE HITH UMYHOMOYJIATOPUTE Ca
IpeCTaBeHH B Tabauma 22.

Ta6auna 21: Ilequarpuuno npoyusane na CD PCDAI
Knunuuna pemucust u OTrosop
CranpaprtHa Hucka no3a P croiinoct*
Ao03a 20/10 mg npe3
40/20 mg mpe3 |ceamuua
ceaMHUIIA N = 95
N=093
Ceamuna 26
Knunnuna pemucust 38,7% 28,4% 0,075
Knunanuen otroeop 59,1% 48.,4% 0,073
Ceamuiia 52
Kinanyna pemucust 33,3% 23.2% 0,100
Knnnanuen orrosop 41,9% 28,4% 0,038
* p croiHocT 3a CtaHnapTHara jg03a cupssMo Huckara mosza

Tabununa 22: Ileauarpuyno npoyusane Ha CD
IIpexpaTaBaHe HA KOPTUKOCTEPOUIN UJIH HMYHOMOIYJIATOPH U peMucHs Ha gucTyaara

CranaapTtHa Hucka no03a P croiinoct!
1032 20/10 mg mpe3
40/20 mg mpe3  |convmma
ceIMMIIa
IIpexpaTHiii KOPTUKOCTEPOUINTE IN= 33 IN=38
Cenmuiia 26 84,8% 65,8% 0,066
Cenmuria 52 69,7% 60,5% 0,420
IIpexpaTuiii MMYHOMOLYJIATOPUTE’ IN=60 IN=57
Cenmuma 52 30,0% 29,8% 0,983
ducryana pemucus’ IN=15 IN=21
Cenmuiia 26 46,7% 38,1% 0,608
Cenmmuma 52 40,0% 23,8% 0,303

! p croitHocT 3a CraHmapTHata no3a cnpsimo Huckara nosa.

Hmynocynpecupaiiara tepamnusi Moxxe 1a Obe npeyctanoBeHa camo B Ceamuna 26 uim cieq
Hesl TI0 TIpelieHKa Ha U3CIIeI0BaTeNs, aKo MAIUeHTHT M3ITBIHIBA KPUTEPHS 3 KIIMHIYEH OTTOBOP
orpejiesieHa KaTo 3aTBapsiHe HA BCHUYKH JPEHUpAIly (HUCTYJIM Ha U3XOJHO HHUBO 33 MOHE 2
MOCIIEAOBATENIHN BU3UTH CIIENT U3XOJHO HUBO

3 orpejieNieHa KaTo 3aTBapsiHe Ha BCUYKH JApeHUpAIy (GUCTYIH Ha U3XOJHO HUBO 3a MOHE 2
MOCIIEZIOBATEITHN BU3UTH CJIE]T M3XOJHO HUBO

2

CraTucTHYeCKH 3HAYUMO TOBHIIIaBaHe (OA00peHue) OT N3X0omMHO HUBO 10 Cenmunia 26 u 52 e
HaAOIIO/IaBaHO B MHJIEKCA Ha TEJIECHATa Maca U CKOPOCTTa Ha PACTEX U 3a JIBETE TEPANICBTUYHH I'PYIIH.
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CTaTUCTUYECKU U KIIMHUYHO 3HAYMMO TOA00pEHUE OT U3XOIHOTO HUBO € OHJIO ChIIIO HAOMIOIaBaHO U
B JIBETE TEPAIIEBTUYIHU TPYITH OTHOCHO MapaMeTPUTE 3a KA9eCTBOTO Ha KUBOT (BKIIFOUUTEITHO
IMPACT I1I).

Cro nauuentu (n=100) ot neguarpuyHOTO MpoyuBaHe Ha CD ca mMpoABIKUIN B JBIATOCPOYHO,
OTBOPEHO MPOABIDKEHNE Ha TTpoyuBaHeTo. Cnen S-roxumraa Tepanus ¢ agamumymad 74,0% (37/50) ot
OCTaHaJINTE B MpoyuyBaHeTo 50 ManMeHTH ca MPOABDKIIN Ja ObAaT B ChCTOSHUE HA KIIMHUYHA
pemucus, a 92,0% (46/50) ot manueHTHTE — ¢ KITMHIYEH oTroBop cropen PCDAL

Yeeum npu neouampuunu nayuenmu

BesonacHoctTa 1 ehukacHOCTTa Ha aaIuMyMad ca OLICHEHH B PaHJOMH3UPAHO,
JIBOMHO3aMaCKUPaHO, KOHTPOJIUPaHO TpoyuBane mpu 90 meIuaTpuIHy MalMeHTH Ha Bb3pacT OT 2 J10
18 roauHu ¢ aKTHBEH HEMH(EKIIMO3CH MPEICH YBEeHT, CBhp3an ¢ FOMA, kouTo ca OHITH HEMOAATIHBH
Ha JICUCHHE ¢ METOTpeKcaT Hait-manko 12 ceamuitu. [anuenture ca npuemanu mianebo mimm 20 mg
aganmumymab (axo < 30 kg) nnm 40 mg ananumymad (ako > 30 kg) npe3 ceammuiia B KOMOMHAITUS C
OCHOBHATa CH /1032 METOTPEKCaT.

IIspBHYHaTa KpailHa TOUKa € ,,BpeMETO IO HeycIeX oT JiedueHueTo . Kpurepunre, onpeaensiu
Heycliexa OT JICUCHUETO, Ca BIOLIABAHE MM IIPOJBIDKUTEIHO HEMIOBIUABAHE HA OYHOTO Bb3IIAJICHUE,
YaCTUYHO NO0OPEHUE ¢ pa3BUTHE Ha JPYTH MPOIBILKUTENHN ChITBTCTBAIIN 3a00IIBaHHS HA OUUTE
WJIY BIIOIIABAaHE HA CHITBTCTBAIIITE OYHHU 3a00JsIBaHNs, HEpa3pellieHa yrnorpeda Ha ChIIbTCTBALIH
JIEKapCTBa U IIPEYCTaHOBSIBAHE HA JICUEHUETO 3a IPOABIKUTEIIECH IIEPUOJ OT BpEME.

Knunuuen omeosop

AnmanuMyma0 3HAYUTEITHO 3a0aBsi BPEMETO J0 HEYCIIeX OT JICYSHUETO B CpaBHEHHE C Tanebo (BxK.
Ourypa 2, P <0,0001 ot log rank Tect). Menuanara Ha BpeMeTO JI0 HEYCIIeX OT JIEYCHHETO € OUIIo
24,1 cenMuIM 32 MAMEHTHTE, TPETUPAHH C TUTANe00, JOKATO MEIUAHHOTO BPEME 10 HEYCIeX OT
JICYEHHETO HE € YCTAHOBUMO IPH MAIMEHTH, JIEKyBaHH C aIaIuMyMa0, Tl KaTo MO-MaJKo OT
HIOJIOBHHATA OT TE3M MAIlMEHTH pa3BUBAT HEYCIEX OT JICYCHUETO. AaIuMyMad 3HAYUTEITHO HaMaJIsiBa
PHCKa OT HEyCIeX OT JIEYEHUETo cbe 75% crpsimo miianedo, kakto e nokasano ot KP (koeguuneHt Ha
pucka = 0,25 [95% U M: 0,12, 0,49]).

®urypa 2: Kpusu na Kaplan-Meier, 06o61masaimu BpeMeTo 10 HeycIex 0T JieYeHHeTo Mpu
KJIMHAYHO NPOYYBaHE 32 MeAUaTPUICH YBEUT
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Jleuenue [Tnamne60 Anmamumymad
3abenexka: P = mnanebo (6poif B puck); H = Axanmumymab (6poii B prcK).

5.2 PapmMaKkoOKMHETHYHH CBOIiCTBA

AOcopb1ms 1 pa3upeeleHne

Criest OAKOKHO MpUIoKeHue Ha 24 mg/m? (MakcumyM ot 40 mg) npe3 ceaMUIa PH NAMERTH C
MONTUAPTUKYINapeH 1oBeHmIeH nauomnatmdeH apTpuT (KOMA) Ha Bp3pact 4 no 17 roquHu cpegHuTe
Ha-HUCKH CEpyMHH KOHLEHTPALUHU Ha aaiuMyMal B CTAlMOHAPHO CHCTOSHUE (M3MEPEHHU OT
Cenmua 20 go 48) ca 6mmu 5,6 + 5,6 pg/ml (102% CV) npu aganumymad 6e3 ChIIbTCTBAIIO
npuiokenne Ha metorpekcat u 10,9 + 5,2 pg/ml (47,7% CV) npu chIIbTCTBAILO NPUIIaraHe Ha
METOTpEKCaT.

[Tpu marmenTn ¢ nommaptukynapen FOUA, xouto ca Ha Bb3pacT 2 10 <4 TOIWHY WM Ha Bb3pacT 4
TOIMHY U TIOBeYe, ¢ Terio <15 kg, nexkyBanu ¢ aganuMymab 24 mg/m?, cpeHATE Hall-HUCKU CEPYMHU
KOHIICHTpPAIIMY Ha aJainMyMad B CTallMOHAPHO chcTosHME ca Ommm 6,0 + 6,1 pg/ml (101% CV) mpu
aganmuMymMal 0e3 ChITHTCTBAIIO MPUIIOKEHHE Ha MeToTpekcar u 7,9 + 5,6 pg/ml (71,2% CV) npu
CBITBTCTBAILO NIPUJIAaraHe Ha METOTPEKCAT.

Crnen nmpunoxkenueto Ha 0,8 mg/kg (Makcnmanao 40 mg) MOAKOKHO Mpe3 CeIMUIla Ha TIeTUATPUIHH
MalueHTH C XPOHUYCH IUIAKAaTCH IICOPpUa3nucC CpeaHara + SD PaBHOBECHA MUHUMAIHA KOHIICHTPpAUA
Ha ajanumymab e npuodimsurenso 7,4 + 5,8 pg/ml (79% CV).

[Ipu meawaTpuyHu MaMEeHTH ¢ ymepeHa 1o Texxka CD, HAyKINOHHATA 1032 a1aTuMyMab e
crotBeTHO 160/80 mg mim 80/40 mg B oTkpuTo npoyuBaHe B Cenmur 0 1 2, B 3aBUCHMOCT OT
rpaHUYHATa CTOMHOCT Ha TesiecHoTOo Terio oT 40 kg. B Ceamunia 4, nanieHTUTE ca paHI0MU3HPaHH
1:1 win Ha cranaapTHa no3a (40/20 mg npe3 ceaMuiia) Wi Ha HUCKa j103a (20/10 mg npe3 ceamuiia)
B TPYIIM Ha MOAIBPIKALLO JIeUeHHe, 0a3upaHu Ha TenecHoTo Terso. CpegHara croiiHocT (=SD) Ha Haii-
HUCKHUTE KOHIIEHTPAIIMU Ha CepyMHHS afanuMymad, nocturHatu B Ceqmuna 4 ca 15,7 £ 6.6 pg /ml 3a
marnmenTn > 40 kg (160/80 mg) u 10,6 £ 6.1 pg /ml 3a maruentn < 40 kg (80/40 mg).

3a manueHTHTe, KOMTO Ca OCTaHAIM Ha PaHJIOMHM3MpaHaTa CH Tepartus, cpeannuTe ctoiiHocTr (£SD) Ha
Hall-HUCKWTE KOHIIEHTpanuy Ha aganumymabd B Cenmuria 52 ca 6mmum 9,5 = 5,6 pug /ml 3a rpymnara Ha
cTaHaapTHa 1032 u 3,5 * 2,2 ug /ml 3a rpynarta Ha HucKa 103a. CpelHUTe Hal-HUCKH KOHIICHTPAIUH
ca ce 3aJIbprKaJld IPY MAIIMEHTUTE, KOUTO Cca MPOIBJDKHUIIH JIa TIpUeMaT JICUCHUE ¢ afauMyMab mnpe3
CeIMUIIA B IPOIBIDKEHUE HA 52 CEIMUIIU. 3a MAIHEHTHUTE, TPH KOUTO JI03aTa Ce € YBEJIUYHIIa OT
cXema Ha TpHJIarane rnpe3 ceMuIla 10 CXeMa Ha IpularaHe Beska ceaMuila, cpeanute (£SD)
CepYMHHU KOHIIEHTpanuu Ha ajanumymad B Cenmuna 52 ca ounu 15,3 + 11,4 pg/ml (40/20 mg,
ceqmuyno) u 6,7 £ 3,5 pg/ml (20/10 mg, cenmuuHo).

Excrnozunusira Ha aganuMyMad Mpy HalueHTy ¢ eAMaTpUUeH YBEUT C€ MPOTHO3MPA ¢ IIOMOIITA Ha
MOITYJIAMOHHO (hapMaKOKMHETHYHO MOJENTUpaHe U cuMyJjauus Ha 6a3ara Ha JapMaKOKHHETHKA,
ompezenieHa P APyTUTEe TIOKAa3aHU MPH APYTH NEAUAaTPUIHH MAUEHTH (JI€TCKH TICOPHAa3uC,
IOBEHWICH WAMONAaTHYEH apTpHT, OonecT Ha Crohn NpH neAuaTpUYHHU MALUEHTH U apTPUT, CBBP3aH C
eHTe3uT). Hsima gaHHM 3a KIMHUYHA €KCIIO3UIMSA IPH MpHUJIaraHe Ha HaTOBapBallla 1032 MpH Jena Hoj
6 rogunau. [IporHO3HUTE €KCITO3UITNH [TOKA3BaT, Y€ IIPH OTCHCTBHE HA METOTPEKCAT, HaTOBapBallara
J103a MOXKE J1a 10BeJIe 40 I'bPBOHAYAIHO [TOBUIIABAHE HA CUCTEMHATA EKCIIO3ULIUSL.

Bmea CKCIIO3UIHUA-0TTOBOPD IPH NCAMATpHUYHATA TOMMyJalnsg

Ha 6a3ara Ha manHu oT KIMHUYHKTE M3nUTBaHUs Tpy nanueHTy ¢ FOMA (pJIA u ERA) e yctanoBena
BpB3Ka EKCIIO3UIHSA-0TTOBOP MEXKTy I1a3MeHuTe KoHreHTpanuu 1 PedACR 50 otroBopa.
YcranoBeHara rra3MeHa KOHIEHTpAIUs Ha afalluMyMa0, IPH KOATO ChIIECTBYBA MOJIOBHHATA OT
MaKCHMAaJTHaTa BEPOSTHOCT 3a mosiBa Ha otroBop 1o PedACR 50 (EC50) e 3 pg/ml (95% JIU 1-6

ug/ml).
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Bpmb3kara eKcro3uIus-0TroBOp MEx /1y KOHIICHTpAIHsITa Ha alanuMyMal U epUKacHOCTTa MPU
MeAUaTPUYHU MAIIUEHTH C TSKbK XPOHUUYEH ITUTAKATCH [ICOPUA3UC € YCTaHOBEHA ChOTBETHO 3a PASI 75
u PGA"aucto" wnu "munumanuo". PASI 75 u PGA"uucto" uinn "MUHHMANHO" HapacTBar ¢
HApaCTBAaHETO HA KOHIICHTPAIMUTE Ha aJlaTuMyMa0, U [BaTa IpH cxoaHa ycranoBeHa EC50 ot
npudnmsurenso 4,5 pg/ml (ceorBetHo 95% /U 0,4-47,6 u 1,9-10,5).

Bw3pactaun

Cren moakoKHO MPUIIOXKEHKE Ha eTHOKpaTHa 703a oT 40 mg, abcopOuusTa U paspeaeIeHUeTo Ha
aganuMymad ca OaBHU, KaTO MUKOBUTE TJIA3MEHN KOHIIGHTPAIMH CE€ TIOCTUTAT OKOJIO 5 THH CIe
NPUIOKEHUETO. AOCOIIOTHATA cpeHa OMOHAMYHOCT Ha aajuMyMal, olpeaesicHa OT TPUTE
MPOYYBaHMs ClIe/l eAHOKpaTHa MOAKoKHA 032 oT 40 mg, e Ouna 64%. Cien eqHOKpaTHO
MHTPaBEHO3HO Npuiioxkenue B 103 oT 0,25 1o 10 mg/kg, koHIeHTpanuuTe ca OWIu MPONOPLUOHATHU
Ha fo3ara. Caen nosu ot 0,5 mg/kg (~40 mg), kmupbHCHT € Bapupai oT 11 go 15 ml/gac, 06embT Ha
pasmpenenenue (V) € Bapupai MexIy S U 6 IuTpa, a CpeaHus MOTYKUBOT B TEpMHUHAIHA (a3a e
6uso oxoso aBe ceqmunu. KoHneHTpanusaTa Ha aqaiuMymMal B CHHOBHAJIHATA TEYHOCT Ha HSKOJIKO
NalMeHTH C PEBMAaTOMIEH apTpUT € Bapupaia ot 31 1o 96% ot Ta3u B cepyma.

Cren monkoxkHO mpuiiokerre Ha 40 mg ananuMymad npe3 ceIMUIla PU Bb3PACTHH C PEBMATOUICH
aptput (PA), cpenHnTe Hali-HUCKU KOHIICHTPAIINH B CTAI[IOHAPHOTO CHCTOSHUE ca OWIT OKOJIO 5
pg/ml (6e3 ChITPTCTRAINO MPHIIATaHe Ha METOTPEKCAT) B ChOoTBETHO 8 10 9 pg/ml /ml (ipu
CBITBTCTBAILIO NIpUJIaraHe Ha MeToTpekcar). Hali-HuckuTe cepyMHHU HUBA Ha ajanuMymal B
CTallMOHAPHOTO CHCTOSHHE CE MOBUILIABAT NPUOIU3UTEIHO IPOIOPLHUOHAIHO HA J103aTa Cle[
MOJIKOKHO MHKeKTHpaHe Ha 20, 40 u 80 mg npe3 ceaMuLa Wi BCsIKa CeAMUILIA.

[Ipu Bp3pacTHH NALMEHTH C NICOPUA3HC, CPEAHATA HAll-HUCKA KOHIICHTPAIUS B CTAMOHAPHOTO
checTosiHME € Omya 5 pg/ml mo Bpeme Ha neueHuneTo ¢ aganumymad 40 mg mpes ceamuIa, mpuiaral
KaTo0 MOHOTEPAIHSL.

ITpu naruentu ¢ 6onecrra Ha Crohn HatoBappamiara no03a ot 80 mg Hukyndra npe3 Ceamua 0,
nocnensana ot 40 mg Hukyndra npe3 Ceaqmuua 2, moctura cpeiHa paBHOBECHA KOHLICHTPALUs Ha
CEepyMHHUS aaluMyMal OT NPUOIU3UTENHO 5,5 pg/ml mo Bpeme Ha MHAYKIMOHHHS HEPHOI.
Harosapsama no3a or 160 mg Hukyndra npe3 Ceamuna 0, nociensana ot 80 mg Hukyndra npe3
Cengmuua 2, mocTura cpeiia paBHOBECHA KOHLIEHTPALUS HA CEPYMHHUSA afanuMyMad ot
npubausuTenHo 12 pg/ml no Bpeme Ha MHAYKUMOHHUS nepuoA. [lpu manuentu ¢ 6onectra Ha Crohn,
npuemany nojabpxama go3a ot 40 mg Hukyndra npes ceamuna, ce HabnronaBaT cpeiHU paBHOBECHH
HUBA OT OKoJIo 7 pg/ml.

[Ipu marmenTy ¢ yBeuT HaToBapBaina j03a ot 80 mg aganumymad Ha ceamuna 0, ciensana ot 40 mg
aganuMyMal mpe3 CeIMUIIA, 3aI0YBalKN OT cenMUIIa 1, BOAM O CPETHHN KOHIIEHTPAIUY B
CTaIlMOHAPHO ChCTOSHUE OT Mpubmm3uTenHo 8 no 10 ug/ml.

C momMorira Ha MOMyJIAIMOHHO (PaApMAKOKUHETHYHO U (hapMaKOKHHETUYHO/ (hapMaKOAHHAMUIHO
MOJISJIUPAHE U CUMYJIAIMS € TPOrHO3UPAHO, Ye SKCIIO3UIUATA Ha a1aTuMyMal 1 e(UKacHOCTTa IpU
MAIMeHTH, JieKyBaau ¢ 80 mg mpe3 cenMuIia, ca CpaBHUMU C TE3H IPH MarueHTH, npuemany 40 mg
BCsKa ceMUIIa (BKITFOUUTETHO Bh3pacTHU manueHTH ¢ PA, ['X, YK, BK wmm ncopuasuc, roromm ¢ I'X
1 nenuarpuyay naruenty > 40 kg ¢ BK).

EnnMunupane

[omynaumonHute papMakOKMHETHYHH aHaIM3K Ha AanHu oT Haj 1 300 manuentu ¢ PA, paskpusar
TEHJICHIIMS 32 SIBHO IMO-BUCOK KJIUPBHC Ha aAajuMyMal ¢ TIOBUILIABaHE Ha TeNeCHOTO Terno. Ciexn
KOpUTHpaHE Ha Pa3IMKUTE 3a TEIECHO TETIO C€ YCTAHOBABA, Y€ Bb3PACTTA U NMONBT U3ITIEKA UMAT
MUHHMaJIEH eeKT BEPXY KJIMpBhHCA Ha afanumMymad. HabnronaBaHo e, 4e cepyMHHTE HHBA HA
CBOOOIHUS ajauMyMal (HECBbP3aHHS C aHTH-aIauMyMal anTurena, AAA) ca Mo-HUCKH MpU
MAIeHTH C U3MEPUMH aHTH-agaTuMyMal anTurena (AAA).

YepuoapoObHO wiin 0L0PEUHO YBPEKIAHE
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Anmamumymab He € O IpOoyYBaH MPpH MAITUEHTH C YePHOAPOOHO WiTH OBOPETHO YBpEKIaHE.
5.3 llpenkJAMHUYHYA JAHHU 32 0€30MACHOCT

HexnuHandHMTE TaHHN HE TIOKa3BaT 0COOCH PHCK 3a XOpaTa Ha 0a3ara Ha MPOyYBaHUATA 32
TOKCUYHOCT MPHU €IHOKPATHO IpUiaraHe, TOKCHYHOCT IMTPU MHOTOKPATHO MpUJIaraHe u
TEHOTOKCUYHOCT.

[Tpu Makany e IpoBe/IcHO MPOYYBaHE Ha TOKCHYHOCTTA BBPXY eMOPHO-(heTaTHOTO/ICPUHATATHOTO
paszsutre B 103u 0,30 u 100 mg/kg (9-17 maiimyHu/rpyna), KOETo HE € yCTAaHOBHUIJIO BPSTHOCTH 32
deryca, qpmKaiy ce Ha aganumyma0. [Topanu nurmcara Ha TOAXO/SIIM MOJICIH 33 AaHTHTSLIO C
OrpaHHYeHa KpbCTOCaHa peakTHBHOCT KbM TNF Ha rpu3aunte U pa3BUTHETO HA HEYTpaIH3UpAIH
AHTHTeNa TP IPU3AYNTE, HE Ca IPOBEICHU HUTO KAPLHOTCHHHU POYYBaHMs Ha alaTUMyMal, HUTO
CTaH/IapTHA OIICHKA Ha (pepTHINTETa M MOCTHATAIHATA TOKCUYHOCT.

6. DODAPMAIIEBTUYHU JAHHH
6.1 Choucbk Ha NIOMOIIHUTE BelleCTBA

Harpues xnopun

3axapo3a

[Momucopoar 80

Bona 3a unxxekuuu

XiopoBoAOpoIHA KHCETHHA (3a KopekIus Ha pH)
Hatpues xunpoxcup (3a kopekius Ha pH)

6.2 HecbBMeCTHMOCTH

IIpu nunca Ha MpoyYBaHUs 32 HECHbBMECTHUMOCTH TO3H JIEKAPCTBEH NPOIYKT He TPsAOBa Ja ce cMecBa ¢
JIpPYyTH JIEKApCTBEHU POIYKTH.

6.3 Cpok Ha romHocT
3 roauHu
6.4 CheumnajJHM ycJI0BHUS HA CbXpaHeHUe

[a ce cpxpansia B xnaaunauk (2 °C - 8 °C). [la He ce 3ampazsiBa. CbXpaHsiBaiTe MpeIBapuTeIHO
HaI'bJIHEHATa CIIPUHIIOBKA B KAPTOHEHATA ONAKOBKa, 32 J1a ce Mpea3u OT CBETINHA.

Enna npenBapuTeHO HAITBIHEHA CHPUHIIOBKA MOXKE J]a C€ ChbXPaHABA MPH TeMIIepaTypa 110
makcumyMm 25 °C 3a nepuog 1o 30 gau. [IpenBapurenHo HarbIHEHATa CIPUHIIOBKA TPSIOBa /1a ce
U3XBBPIIM, aKO HE C€ U3M03Ba B paMKHUTe Ha 30-AHEBHUS MIEPHUOA.

6.5 Bwuxu chabp:kaHue HA ONAKOBKATA

0,2 ml MHKEKIIMOHEH PA3TBOP B IPEJBAPUTENHO HAITBJIHEHA CIIPHUHIIOBKA OT CTHKJIO THII I ¢
¢bukcupana urna 29-G, yabnkeHd QIIaHIM 3a TPHCTUTE U MPEIIa3uTeN Ha UTiaTa U IJiaBa Ha
oyranoTo (OpoMOOyTHIIOBA T'yMa).

Bunose onakoBku: 2 peBapuTeIHO HAITBIHEHH CIPUHIIOBKH, onakoBanu B omuctep ot PVC/PE, ¢ 2
TaMITOHa ChC CIIHPT.
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6.6 CrHenuajHu NpeINa3Hu MEPKHU IPH U3XBbPJIsIHE

Heunsnoa3BaHuAT JEKapCTBEH MPOAYKT MM OTHAIbUHUTE MaTEPUAIIH OT HETO TPsIOBA J1a C€ U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1589/010

9. II'bPBO PAZPEITABAHE/IIOJTHOBABAHE HA PASPEHIEHUETO 3A YIIOTPEBA

Jata Ha mppBO pazpemanane: 15 HoemBpu 2021 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa uH(popMaIUs 3a TO3U JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIusl o Jiekapcreata http://www.ema.europa.eu.
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V¥ To3u JekapcTBEH MPOAYKT IMOJJICKH Ha JIOMBIHUTETHO HaOmo eHne. ToBa 1e mo3Boiu 0bp30To
YCTaHOBSIBaHE HAa HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATUCTH C&
M3UCKBA J1a ChOOIABAT BCSAKA MOA03UPaHa HeKelaHa peakys. 3a HaurHa Ha cboOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA MTPOAYKT

Hukyndra 40 mg nmkeKkInoHEeH pa3TBOP B MPEABAPUTEIHO HATBIHEHA CITPUHIIOBKA

Hukyndra 40 mg nmkeknnoHeH pa3TBOP B MPEABAPUTEIIHO HAITBIHEHA MHCATIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Hukyndra 40 mg MHXEKIIMOHEH Pa3TBOP B IPEABAPUTEIHO HANBJIHEHA COPUHIIOBKA

Bcesika 0,4 ml mpepBapuTeTHO HaITbJTHEHA CITPUHIIOBKA C €IMHUYHA /1032 Chbpxka 40 mg
aganmuMymao.

Hukyndra 40 mg MHXXEKIIMOHEH PAa3TBOD B IIPEABAPUTEIHO HAIBJIHEHA TUCAIIKA

Besika 0,4 ml npeBapuTeIHO HabIHEHA MUCATIKA ¢ SIMHUYHA 71032 Chabpka 40 mg agamumymao.

Ananmumymal € peKOMOMHAHTHO YOBELIKO MOHOKJIOHAIHO AHTHUTSUIO, IPOU3BENCHO B KJIETKH OT
SIMYHUK HAa KUTAICKU XaMmCTep.

IToMoIITHY BEIIECTBA C M3BECTHO JICHCTBHE:
Bceeku 1 ml ceappixa 1 mg momucopbar 80.

3a IIBJIHUS CUCHK Ha ITOMOIIHHUTEC BEUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

NnxexoneH pa3TBop (MHKEKIINA)
buctbp 1 Oe3nBeTEeH pa3TBOP.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHHU NOKA3AHUS

Pesmaronsen aprpur

Hukyndra B koMOuHaIus ¢ METOTpEKCAaT € IOoKa3aH 3a:

- JICYEHUETO HA YMEPEH 0 TEKbK aKTUBEH PEBMATOUAECH apTPUT NIPU Bb3PACTHH MALlUEHTH,
KOTaTO OTrOBOPHT KbM MO puIIupaiy 6onectra anTupeBMaTuiau Jiekapctsa (DMARD),
BKJIFOUUTEITHO METOTPEKCAT, € HEJOCTAThUEH.

- JICYEHUETO Ha TeXbK, aKTUBEH U MPOrpecupal peBMaTOUIEH apTPUT IPU Bb3PACTHU, KOUTO HE
ca JICKyBaHHM IIpey TOBA C METOTPEKCAT.

Hukyndra MOIXKE [1a C€ Ipujiara KaTo MOHOTCpaIlns B cnyqaﬁ Ha HCTIOHOCHUMOCT KbM METOTPCKCAT UJIHU
KOraTto npoAbJLKUTCIIHOTO JICUCHUEC C MCTOTPEKCAT € HECIIOAXOAAIIO.

44



JlokasaHo e, 4e aganuMyMad HaMallsiBa CTEIIEHTA Ha MPOTPecHsl Ha CTABHOTO YBpPEXKIaHe, H3MEPECHO C
PEHTTEHOBO M3CIeBaHe, U TOA00psBa (hr3mdeckaTa (PyHKIHS, KOTaTO Ce MpHiara B KOMOMHAITHS C
METOTpEKCar.

IOBennien nanonaTudeH apTpuT

THonuapmuxynapen 1weenunen uouonamuier apmpum

Hukyndra B komOuHamms ¢ MeToTpeKkcaT € moka3aH 3a JiedeHHe Ha aKTUBEH TOJNAPTHKYIapeH
IOBEHUJICH UIMOTIATHYCH apTPHUT NPH MAIUCHTU HA BB3PacT HaJl 2 TOJAWHH, IPHU KOUTO OTTOBOPHT KbM
eanH wiu mosede or DMARD e 6un HenocrarbueH. Hukyndra Mosxke na ce mpuara xaTo
MOHOTEpAaIus B ClIydail Ha HEIOHOCUMOCT KbM METOTPEKCAT WX KOTaTO MPOIABIKUTEITHOTO JICUCHHUES
C METOTpeKcaT € HEeMOAXO IO (3a ehrKacHOCTTa TP MOHOTEpanus BXK. Touka 5.1). Ananumymal He
€ TIPOYy4YBaH MPH MaIMESHTH Ha Bh3PACT MO 2 TOAMHU.

Apmpum, cevpzan c enmesum

Hukyndra e nmoka3saH 3a jie4cHHE Ha aKTHBEH apTPUT, CBbP3aH C CHTE3UT, NIPU MAIMESHTH Ha 6-
roagviiHa Bb3pacT U MMO-r0JIEMH, KOUTO Ca CC MOBJIMAIN HEAOCTATHYHO WM UMAT HCIOHOCHUMOCT KbM
KOHBEHI[MOHATHATA Tepanus (BX. Todka 5.1).

AKcHaJIeH CIOHIHIIOAPTPUT

Ankunozupaw cnonourum (AC)
Hukyndra e mokasaH 3a jieueHHe Ha Bb3PACTHH ¢ TSKBK akTHBEH AC, KOUTO ca MMaJId HEIOCTAThUCH
OTTOBOP Ha KOHBCHIMOHAJIHA TCPAIIU.

Axcuanen cnonounoapmpum de3 penmeenocpagcxku oannu 3a AC

Hukyndra e moxa3zan 3a jie4eHue Ha Bb3PACTHU C TEKBK aKCHAJICH CIIOHAMIOAPTPUT Oe3
pentrenorpadcku naHau 3a AC, Ho ¢ 00EKTUBHH NPU3HAIM Ha Bh3naneHue upe3 nosumieH CRP n/umm
SIMP, kouTO Ca UMM HEJOCTAThUSH OTTOBOP MIIM UMAT HETIOHOCUMOCT KbM HECTEPOHTHH
npotuBoBb3nanuTentu cpeactea (HCIIBC).

[IcopuaThueH apTpuT

Hukyndra e nmoka3zan 3a jiedeHue Ha aKTUBEH U TIPOTPECUBEH TICOPUATHUYCH apTPUT IIPH BH3PACTHH,
KOrato oTroBopbT Ha npeaunrHa DMARD teparnus e HenocraTpueH. [lokazano e, ue aganumymad
HaMmaJsiBa CKOPOCTTa Ha MPOrpecus Ha yBpeXKIaHe Ha epu(epHUTE CTaBU, U3MEPEHa Upe3
peHTreHorpadus Npy NalUeHTH C MTOJUAPTUKYJIAPHA CUMETPUYHH MTOJITUITOBE Ha 3a00IIsBaHETO (BIXK.
Touka 5.1) u 3a momoOpsiBaHe Ha (uznyeckara QyHKIHS.

Ilcopuasuc

Hukyndra € IMOKa3aH 3a JICYCHUC Ha YMCPCH A0 TCKHBK XPOHUYCH IICOPHUA3UC C IUIAKU TP Bb3PACTHHU
ManueHTH, KOUTO Ca KaHAUAATU 3a CUCTCMHA TCPAIlnsl.

IInakaTeH OCopHuasrc Npu NCAMaTPpUIHN MAIMCHTH

Hukyndra e moka3zaH 3a jie4eHre Ha TeXBbK XPOHUYEH IIaKaTeH IICOPHA3KC TPH JIela U FOHOIIN HaJl
4-roWIIHA BB3PACT, KOUTO HE Ca Ce MOBJIUSIIN JOCTATHYHO MM Ca HETIOIXOISIIIN 32 JIOKaTHA Teparus
1 QOTOTEpaIHH.

T'HoeH xunpanenur (I'X)

Hukyndra e noka3zan 3a iedeHue Ha yMepeHa J10 Texka akTuBHa Gopma Ha I'X (akHe MHBep3a) pH
BB3PACTHU W IOHOIIN HaJ| 12-ToAnIHa BH3PACT C HEAJAEKBAaTeH OTTOBOP KbM KOHBEHI[MOHAIHA
cuctemna tepanus Ha ['X (Bk. Toukn 5.1 u 5.2).
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Bousect Ha Crohn

Hukyndra e noka3an 3a JiedeHUe Ha yMEpeHa JI0 TexKa akThBHa opma Ha Oonectra Ha Crohn npu
BBb3PACTHH NAlUEHTH, IPH KOUTO JIUIICBA TEPANIEBTHUCH OTTOBOP, HE3aBUCHMO OT ISUIOCTHO U B
JIOCTaTh4HA CTETICH MPOBEACHHS KypC Ha JIe4eHHe ¢ KOPTUKOCTEPOHT H/WIIM HMYHOCYTIPECOP HIIH TIPH
TaKHBa, KOUTO UMAT HETIOHOCHMOCT WJIM METUIIMHCKH IIPOTHBOTIOKA3aHU 3a TI0{00CH BH TEpaIIHs.

Bonect Ha Crohn npu neguaTpuyHu MAIMEHTH

Hukyndra e nokasaH 3a jieueHne Ha yMepeHa JI0 TeXKa akTHBHA Gopma Ha Gonectra Ha Crohn npu
NeIMaTPUYHH NAlMCHTH (Ha Bb3pacT HaJ 6 TOAMHU), IPU KOUTO UMa HEaIeKBATeH OTTOBOP KbM
KOHBEHIIMOHATHATA TeParusl, BKIIOYUTEIHO MbPBIYHA XPAaHUTEIIHA TEPAITUS U KOPTHKOCTEPOU W/ HITH
UMYHOMOJIYJIaTOP, HJIM KOUTO MMAT HETOHOCUMOCT KbM WJIM MPOTHBOIIOKA3aHMS 32 TE3U TePaInH.

Yimepos3eH KoJUT

Hukyndra e noka3as 3a Jie4eHHe Ha YMEPEH JI0 TS)KbK aKTHBEH YJIIIEPO3CH KOJIUT MPU Bb3PACTHU
MAalMEHTH, KOUTO Ca UMaJId HEAOCTaThbUeH OTIOBOP HAa KOHBEHIIMOHAJIHA TePaIHts, BKIIFOUUTEIHO
KOPTHKOCTEpOUIU U 6-mepkanTorrypuH (6-MP) wnn azatuonpun (AZA), WM KOUTO UMaT
HEMOHOCUMOCT KbM WJIM UMAT METUIIMHCKY IIPOTUBONIOKA3aHUS 32 TAaKUBa TEPaItH.

V1epo3eH KOJIUT P EAUATPHYHY ITAUEHTH

Hukyndra e noka3an 3a JiedeHHE Ha yMEpEeHa JI0 TeXkKKa aKTHBHA (JopMa Ha YIIIepo3eH KOJIUT pU
NeAnaTpUYHH MAUEeHTH (Ha Bb3pacT Haja 6 TOAWHU), KOUTO MMAT HEJOCTAThUEH OTTOBOP KbM
KOHBEHIMOHATHATA TepaI¥s, BKIFOYBAIla KOPTUKOCTEPOU U 1/ uiu 6-mepkanromypuH (6-MI1) mm
azatuonput (AZA), Wik UMaT HEMOHOCUMOCT, WM MEAUIIMHCKU IPOTUBOIIOKA3aHUA 3a TAKUBA
Teparnuu.

VYBeur

Hukyndra e nokasas 3a jieyenue Ha HeMH(PEKIIHO3EH MEKIMHEH, 3a/I€H U MIAHYBCHT IIPU Bb3PACTHU
MAI[MeHTH, KOUTO Ca UMaJId HeaJIeKBaTeH OTrOBOP Ha KOPTHKOCTEPOUIH, TIPH TAIIMEHTH, HYKIAeIll! Ce
OT MIAJAIIO JeYeHNUE ¢ KOPTUKOCTEPOUIN HUITH MIPU KOUTO JICYCHHETO C KOPTUKOCTEPOUIU €

HEITOIXOJISIIIO.

YBeur IpHu DCAUaATPUYHN NMAITUMCHTHU

Hukyndra € IMOKa3aH 3a JICYCHUC Ha XPOHUYCH HeI/IH(I)eKI_II/IOSGH MNPpEACH YBCUT MIPHU NCANATPUIHU
ManueHTH, HaBbPUIUIIN 2 roAuHH, IPpXU KOUTO MMa HEAACKBATCH OTITOBOP MJIM UMAT HECIMOHOCUMOCT
KbM KOHBCHIMOHAJIHATA T€PAIiuAa, Wil IIpru KOUTO KOHBCHIIMOHAJIHATA TCpaIlid € HCTIOAXOAA11a.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleaenuero ¢ Hukyndra TpsiOBa ga 0b/1e 3a1109HATO ¥ KOHTPOJIMPAHO OT JIEKAP CIEIUAINCT C OIUT B
JIMarHOCTHKATa U JISYCHUETO Ha 3a00siBanmATa, 32 kouto Hukyndra e nokazan. [IpenopprunrenHo e
0o TAIMOJIO3UTE Ja C€ KOHCYJITUPAT C MOAXOISII] CIICHUAIUCT IPEAM 3alI04YBaHe Ha JICYSHHUE C
Hukyndra (Bx. Touka 4.4). Ha nmanuenture, nexyBanu ¢ Hukyndra, TpsioBa na ce aane Hanmommusiia
KapTa Ha MalleHTa.

Cren momxo o 00ydeHne 3a TEXHUKaTa Ha HHYKEKTHPAHE TMAIMEHTUTE MOTaT JIa CU HHKEKTUPAT
camu Hukyndra, ako TexHHAT jekap peleH:, Y& TOBa € MOIXOIAIN0 U TPH HEOOXOAMMOCT upe3

MCIUIUMHCKO MTPOCJICAABAHC.

ITo Bpeme Ha sneuenue ¢ Hukyndra TpsiOBa a ce onTUMHU3HUPAT JAPYTH CHITBTCTBAIIM TEPAITUH (HArp.
KOPTHKOCTEPOU/IN H/UITK UMYHOMO/TYJTHPALIH CPE/ICTBA).
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Pesmamouden apmpum

[Ipenopwunrennara no3a Hukyndra 3a Bb3pacTHU manueHTH ¢ peBMaTouieH apTput ¢ 40 mg
ajanuMyma0, mpuiara npe3 CeMHUIIA KaTo eJHOKpPATHA 71032 Ype3 MOJKOKHA HHKeKus. [1o Bpeme
Ha nederneTo ¢ Hukyndra Tpsi6Ba ma ce mpoabinku mprjlaraHeTo Ha METOTPEeKCaT.

[ MOKOKOPTHKOUIUTE, CATTHIIWIATHTE, HECTEPOUTHUTE IPOTHBOBB3MATIHTEIHU CPEICTBA UITH
aHANTETHIINTE MOTAaT Aa ObJIaT MPOIBIDKEHH 10 BpeMe Ha jedeHuero ¢ Hukyndra. Ilo otHomenue Ha
KOMOHMHAIUATA ¢ MOAUGDUITUPAITY 0OJIECTTa aHTHPEBMATHYHH JICKAPCTBA, PA3JIMYHUA OT METOTPEKCAT,
BIKTe Touku 4.4 u 5.1.

[Tpu MOHOTEepanus HIKOM NallMEHTH, KOUTO UMaT HamallsiBaHe Ha oTroBopa cu kbM Hukyndra 40 mg
Ipe3 ceAMUIIa, MOrarT Jla UMart 110J13a OT yBeJlIn4aBaHe Ha Jio3ata 10 40 mg aganuMymad Besika
ceamuma win 80 mg mpe3 cenMuIa.

Hanuunute naHHM Mpeanosarat, ye KIIMHAYHUAT OTTOBOP OOMKHOBEHO C€ TIOCTUTa B PAMKHTE Ha
12 ceqmunu ot neuenueto. [IpoapinkuTenHaTa Tepanus TpsOBa a ce mpepasriiea MpH MarueHT,
KOHTO HE ce MOBIMABA B PAMKHTE Ha TO3W TIEPHOJ] OT BPEME.

Ilpexvcearne Ha npunosicenuemo
Mosxe 1a Ma Hy»Ka OT IPEKbCBaHE Ha TPUIIOKEHUETO, HATPUMED TIPEIN OTepalUsiTa WK aKo
BB3HUKHE CEpUO3HA MH(EKIIHSL.

HanuuHuTe TaHHM IPEIIoiaraT, 4e MOBTOPHOTO BhBEXIaHE HA aJauMyMad ciie]] MPeKbCBaHE B
npoab/oKeHne Ha 70 THH WJIM TIOBEYE BOIH JI0 CHIUTE CTEIICHH Ha KIIMHUYEH OTTOBOP U MO100EH
npo¢ui1 Ha 6€30IaCHOCT, KAKTO MPEIU MPEKhCBAaHE HA PUIIOKCHHUETO.

Anxunosupawy CROHOUAUM, aKcualer cnououioapmpum 6e3 penmeenozpacdceku oannu 3a AC u
ncopuamuder, apmpum

[Mpenoppsunrtennara no3a Hukyndra npu natmenTtn ¢ AC, akcuaneH CIOHIUIOapTPHUT Oe3
pentreHorpadcku qanan 3a AC ¥ py ManpeHTH ¢ Ticopuatnder aptput e 40 mg ananumymao,
MpUJIaraH npe3 CeMUIIA KaTo eHOKPATHA /1032 Ype3 MOIK0KHA HHKCKIIUS.

Hannaanre JaHHU Mpeanojarar, 4€ KIIMHUYHUAT OTTOBOP OOMKHOBEHO C€ IMOCTHra B PaMKHUTC Ha
12 CCAMUIN JICYCHUC. HpO,I[’LJ'DKI/ITeJ'IHaTa TEparus TpH6Ba Ja Cc€ npepasrijieaa npu rnmanrueHT, KOHTO HE
CC IOBJIMABA B PAMKHUTE HA TO3U IICPUOJ OT BPEME.

Icopuaszuc
[Ipenopwunrennara go3a Hukyndra npu Bb3pacTHH maiueHTH € HauanHa f03a 80 mg, nmpuioxeHa

MOAKOKHO, ToceaBana oT 40 mg MOAKOKHO TPe3 CEIMUIIA, 3alI0UYBANKY eHa CEIMUIIA CIIe]T
HayajlHaTa J103a.

[IpoabipkuTenHara Tepanus Haj 16 ceqMuiy TpsOBa Aa ce npepasrieia Ipy HalueHT, KOUTO He Ce
MOBJIMIBA B PAMKUTE Ha TO3U MEPUOJ OT BPEME.

Crnen 16 ceMuIIM MALMEHTH ¢ HeAOCcTaThYeH oTroBop kbM Hukyndra 40 mg npe3 ceamuiia morar ga
¥Mar T10J13a OT yBeln4yaBaHe Ha jo3ara 10 40 mg Bcsika ceamuna wim 80 mg mpe3 ceamuna. [lomsure
Y PUCKOBETE OT MPOIbIDKUTENHaTa Tepanus ¢ 40 mg Beska cenmuna win 80 mg mpe3 cenMuIia TpsoBa
aa 6’bIIaT BHUMATECIIHO NPCOUCHCHHU ITPH NMALIUCHTH C HEAOCTAThYCH OTI'OBOP CJIC/ ITOBHUIIABAHE HA
no3ara (Bx. Touka 5.1). Ako Ob/ie TOCTHTHAT 33/I0BOJIUTENIEH OTToBOp ¢ 40 mg Besika ceMUIIa U
80 mg mpe3 ceamuIia, BIOCIECTBUE T03aTa MOXKe a Oblie HamasneHa 10 40 Mg npe3 ceaMuIa.

I'noen xuopadenum (I'X)

[MpenopbunrtenHaTa cxema Ha npuinarade Ha Hukyndra 3a Bp3pacTan nanuentu ¢ ['X ce cbecTon OT
HayanHa 1o3a 160 mg Ha neH 1 (mpuiiaraHy KaTo YeTHpH WHKEKUIuH 1o 40 mg B €IMH JeH WU KaTo
nBe WHKekuH 1Mo 40 mg Ha JICH B JIBa ITOCJICIOBATEITHA JTHH ), IIOCICABaH OT 80 mg ABE CEIMMIIH I10-
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KBCHO Ha JieH 15 (mpuiaraau KaTo 1Be WHxKeKIuy 1mo 40 mg B enuH 1eH). J[Be ceaMuIy no-KbCHO
(men 29) ce npoasrkasa ¢ mo3a 40 mg Besika ceamuna i 80 mg mpe3 cenMuia (MpriIaraHy KaTo JIBe
umkekiuu mo 40 mg B enuH jeH). [IpuiioskeHneTo Ha aHTUOMOTHIIM MOXKE J1a OBJIE POIBIIKEHO TI0
BpeMe Ha sieueHnero ¢ Hukyndra, ako e HeoOxomumo. [IpenopbuBa ce maueHTHT 1a IPaBH JIOKATHO
MIPOMUBAHE C aHTUCENTUK Ha Jie3nnTe oT I'X exxeHeBHoO 1o BpeMe Ha nedenneto ¢ Hukyndra.

[Iponpmxurennara Tepanus ciaen 12 cenMuiy TpsOBa na Ob/Ie BHUMATEITHO MPEOIICHEHA IPU
MAIMEeHTH, TIPY KOUTO HIMa TI0JOOpEHHE B paMKHUTE Ha TO3U BPEMEBHU TIEPHO/I.

Ako neueHueTo TpsiOBa J1a Ob/ie MPEKbCHATO, TOBTOPHOTO BKJIFOUYBaHE MoKe Ja cTane ¢ Hukyndra
40 mg Bcska cenmuna wiu 80 mg npe3 ceamuna (Bx. Touka 5.1).

Tps[6Ba NEpUOJUYIHO Jia C€ OLICHABAT I10JI3aTa U PUCKBT OT NPOABIIKUTCIIHO JICUCHUC (B)K. TOYKa 51)

bonecm na Crohn

[IpenopruntenHara BpBeXama cxeMa Ha mpriarane Ha Hukyndra 3a Bp3pacTHM maneHTH ¢
yMepeHa J10 Texka aktueHa 6ojiecT Ha Crohn e 80 mg B Cenmuna 0, mocieasanu ot 40 mg Ha
Cenmuria 2. B cnydail Ha HE0OXOAUMOCT OT MTO-0BP3 OTTOBOP Ha TepanusTa, cxemarta 160 mg Ha
Cenmura 0 (puiiaraHy KaTo YeTHPH HHXKEKITUH 1m0 40 mg B €VH JIeH WM KaTo IB€ WHXKEKIIHH I10
40 mg Ha JeH B IPOIBJDKCHUE Ha J1Ba TIocienoBareanu quau), 80 mg B Cenmuna 2 (MpujiaraHu Kato
niBe UHKekimu 1o 40 mg B €AMH JICH), MOXE Ja C€ U3IM0JI3Ba KaTo C€ UMa IPEBU/I, Y€ PUCKBT OT
HEeXeJIaH! CHOWUTHS € TO-BUCOK IO BpeMe Ha WHAYKIIUATA.

Crnen MHAYKIMOHHOTO JeYeHHe MpenopbunTenanara go3a e 40 mg mpes3 ceaMuiia upe3 noaKoxKHa
umwkekuus. Kato antepHatusa, ako nanueHTsT € cupsut Hukyndra u mpu3Hanure 1 CHMOITOMUTE Ha
3abomsiBaneTo perunuBupat, Hukyndra moxe na ce mpuinoxxu oTHOBO. MiMa Masiko OMT OT MOBTOPHO
MIPUJIOKEHUE cJie]l ToBeue OT 8 CeAMULIM OT IpeAUIIHATA J103a.

ITo BPEMC Ha NOAABPIKAIIOTO JICUCHUEC, 103aTa HAa KOPTUKOCTECPOUAUTE MOKE 1a 6'[»):[6 IMOCTCIICHHO
IMOHM)KCHA B CbOTBETCTBUE C HACOKUTEC 3a KIIMHNYHA ITPAKTHKA.

Hsxown nanmenTy, npu Kouto nMa noHmxkeH orropop kbM Hukyndra 40 mg npe3 cenmuiia, Moxxe fa
¥MarT 1oJ3a OT MoBUIIaBaHe Ha fno3ata 10 40 mg Hukyndra Beska ceamuma wmm 80 mg npe3 cenMuiia.

Hsxown nanmenTy, npu kouTo Jaurcea oTroBop 1o Cenmuna 4, MOXe Jja UMaT 110J13a OT
MPOABIDKUTENHA TToabpikamia Tepanus 10 Cenmuna 12. [IponbimkuTenHaTa Tepamnus TpsOBa J1a ce
mpepasriesa npy NarueHT, KOUTO HEe Ce MOBHIBA B PAMKHUTE Ha TO3U IIEPHOJ] OT BpeMeE.

Ynueposen xonum

[Mpenopbunrtennara no3a Hukyndra npu nHIyKIIMOHHA cXeMa 3a Bb3PACTHHU MAIUEHTH C YMEPEH JI0
TeXbK ynuepos3eH komut € 160 mg na Ceamuna 0 (mpusaranu KaTto 4eTHpU HHxXeKIuH no 40 mg B
€/IMH JIeH WIH KaTo ABe MHKeKuu 1o 40 mg Ha AeH B J1Ba 1oclieoBarenHu 1H1) 1 80 mg Ha
Ceagmuua 2 (mpuiaranu Kato J1se nHxekuuu no 40 mg B eaus aeH). Cnen HHAYKIHMOHHOTO JIeYeHHE
nmpenopbrUnTeNnHaTa 1032 ¢ 40 mg mpe3 ceaAMuIla Ipe3 MOAKOKHA WHKEKITHS.

Ilo BpPEMC Ha NOAABPKALIOTO JICUCHUEC, KOPTUKOCTCPOUAUTE MOTraT Aa 6’B,Z[3,T INOCTCIICHHO HaMaJIsIBaHU
B CHbOTBETCTBHUE C HACOKUTEC 3a KIIMHUYHA ITPAKTHUKA.

Hsxowu nanueHTy, npu KOUTO UMa TIOHWKEH OTTOBOP KbM 40 mg mpe3 ceMHUIIa, MOXKE J]a UMaT 110132
oT nmoBuInaBaxe Ha jgo3ara a0 40 mg Hukyndra Besika ceamuiia win 80 mg rpe3 ceaMuiia.

Hannunawre JaHHU Mpeanojarat, 4Y€ KIIMHUYHUAT OTTOBOP OOMKHOBEHO C€ IMOCTHIa B PaMKHUTC Ha

2-8 cenmunu ot nedennero. Tepanusita ¢ Hukyndra ve TpsiOBa na ce nmpoxbinkaBa Ipy MalUeHTH,
KOUTO HE Ce MOBIUABAT B PAMKUTE HA TO3H MEPHO OT BpEME.
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Yeeum

IIpenoppuntennara no3a Hukyndra npu Bp3pacTHM MaimeHTH ¢ YBEHT C€ ChCTOW OT Hada Ha J03a

80 mg, rnocjieaiBana OoT 40 mg npe3 ceamuiia, 3aro4YBanku €Ha CCAMHUILa CJIC HaYajIHaTa J03a.
OnuthT NpH 3al04YBaHE HA JICYEHUE caMo C agaauMymad e orpannyeH. Jledenuero ¢ Hukyndra moxe
Jla ce 3armovHe B KOMOWHAIHS ¢ KOPTUKOCTEPOU TN W/ C JPYTH HEONOIOTHIHA UMYHOMOIYTHPAIIH
cpenctra. [lo3aTa Ha CHITBTCTBANIUTE KOPTUKOCTEPOUIN MOJKE J1a ObJIe TIOCTEIICHHO TIOHKaBaHa B
CBHOTBCTCTBHUC C KIIMHUYHATA IPAKTUKA, KaTO CC 3all0YHC ABC CEAMUIM CJIC 3alI0YBAHEC HA JICUCHUC C
Hukyndra.

[IpenopbyBa ce MOI3UTE U PUCKOBETE OT MPOABIDKUTEIHO ABITOCPOYHO JICUCHHE JIa CE OIICHIBAT
eXKeroaHo (Bxk. Touka 5.1).

Cneuuajmu nonyaauyuu

Ilayuenmu 6 cmapuecka 8v3pacm
He ce nanmara kopurupase Ha J103ara.

bwvbpeuno u/unu uepnodpobHo yepesicoare
Ananumyma0 He e IpOyYBaH IPH Te3H MOIyJIaliK OT nanueHTu. He morar na Ob1aT HanpaBeHH
HPENOpPBKU 3a JO3UpPaAHE.

THeouampuuna nonynayus

IOBennIeH HanonaTU4YEH apTPUT

Tonuapmuxkynapen 108enuier uOUONaAmuyer apmpum om 2-200UHUUHA 6b3PACT
[Mpenoppunrtennata no3a Hukyndra npu nanueHTH ¢ moiuapTHKYIapeH I0BEHUICH UANONATHYCH
apTPUT OT 2-TOJIUIIIHA Bh3pacT ce OCHOBaBa Ha TenecHoTo Terio (Tabnuma 1). Hukyndra ce npunara
npe3 CeJMHIIA YPe3 TOAKOKHA HHKEKITUSL.

Ta6anuna 1. loza Hukyndra 3a nanueHTH ¢ NoJiMapTHKYJ/JIapeH I0BeHUJIeH HANONATHYEH APTPUT

TerJio Ha manueHTa Cxema Ha mpuJiIarate
10 kg mo < 30 kg 20 mg nipe3 ceaMuIia
> 30 kg 40 mg npe3 ceamuIa

Hannaanre JaHHU Mpeanojarat, 4€ KIIMHUYHUAT OTTOBOP OOUKHOBEHO C€ MOCTHUTa B PaMKHUTC Ha
12 CCAMUIMN OT JICYCHUCTO. HpOI{’BJ’DKI/ITeJ'IHaTa Tepanua TpH6Ba Ja c¢ npepasriicaa rnpu nmanrueHr,
KOMWTO HE ce IOBIUIBA B PaMKHUTE Ha TO3HU IIEPHUOJ OT BpEME.

Hsma croTBeTHO MPUIIOKCHUC HA a,Z[aJ'II/IMYMa6 IIpU MMaUCHTHU HA BB3PACT IIOJ 2 T'OAWMHH 3a TOBa
IIOKa3aHHE.

Apmpum, cevp3an c enmezum

[Ipenoppuntennara no3a Hukyndra npu naruieHTH Cbe CBBpP3aH C €HTE3HUT apTPUT OT 6-TOJTUIITHA
BB3pacT ce OCHOBaBa Ha TenecHoTo Terio (Tabnwuma 2). Hukyndra ce npuiara npe3 ceamuiia upes
MOJIKOKHA WHXKEKITHSL.

Ta6auuna 2. /loza Hukyndra 3a nanueHTH ¢bc CBbpP3aH ¢ eHTE3UT apTPUT

TerJio Ha manmenTa Cxema Ha mpuiarane
15 kg mo < 30 kg 20 mg mpe3 ceamuia
> 30 kg 40 mg npe3 cenmuna

AnanuMyma0 He € Tpoy4YBaH MPH MAMEHTH ChC CBBP3aH C €HTE3UT apTPUT Ha Bb3pacT MO 6 TOIUHM.

49



HCO[}I/IaTI/I‘-IeH ApTPUT U AKCHAJICH CIIOHAWUJIOAPTPUT, BKIIOYHUTECIIHO aHKHUJIO3WPall CIIOHAWJIUT

Hsama croTBeTHO MMPUIIOKCHUC HA aI[aJ'II/IMYMa6 B I€AMaTpUYHaTa IMOITyJIalius 3a MoKa3aHusTa ACmn
TMCOPHUATHYCH apTPUT.

[InakaTeH ncoprasuc Npu MeAUaTPUYHHN MAIMEHTH

IIpenoppuntennara no3a Hukyndra npu narnmenTy ¢ miakaTeH rcopuasuc ot 4- 1o 17-rogumHa
BB3pacT ce OCHOBaBa Ha TenecHoTo Terio (Tabmmma 3). Hukyndra ce mpumara upes moakoxHa
WHYKCKITVISL.

Ta6auna 3. {oza Hukyndra npu nexuaTpuynu maMUeHTH ¢ IJIAKATEH MCOPHA3ZHC
TerJyio Ha manMeHTa Cxema Ha mpuJIaraHe

15 kg 10 < 30 kg Hauanna no3a 20 mg, mocieaBana ot
20 mg, mpuIaraHy mpe3 CeAMMIIA,
3amoy4Baiiky e/iHa CeIMHMIIA CIIe/l HaYaaHaTa
no3a

> 30 kg Havanna no3a 40 mg, nocienBaHa ot
40 mg, npuiiaraHu rpe3 ceaMuila,
3aMOYBAKH €JJHA CEIMHUIIA CIIe/T HaJaTHaTa
7032

[Ipogpmxurennara Tepanust Hap 16 ceqmunu TpsOBa 1a ce mpepasriiea MpH MalnrueHT, KOUTO He ce
TIOBJIMSIBAa B PAMKHTE Ha TO3U MIEPHOJI OT BpEME.

AXO e IoKa3aHo TIOBTOPHO JICYSHHUE ¢ aganuMyMal, TpsiOBa J1a ce CiIeaBaT rOPHUTE YKa3aHUs 3a
J103aTa ¥ IPOBIDKUTEIHOCTTA Ha JICYCHHUETO.

bezomacHocTTa aganuMymad npy eIuaTpUIHN MAUeHTH C IIAKaTeH IICOPUA3UC € OIICHsIBaHa CPETHO
3a 13 Mmecena.

HsMa chOTBETHO NPUIIOKEHUE Ha afaiiMyMal TIpH Jiella Ha Bb3PacT 1Mo 4 TOJIMHH 332 TOBa
[MOKa3aHue.

[HOEH XMIPAJEHUT NpH HOWH (Haa 12-roauiiHa Bp3pacT, ¢ Terio Ha-manko 30 kq)

Hsama knmuHrgHN m3nuTBaHus ¢ ananumymad mpu roromu ¢ ['X. Jlo3upoBkaTa Ha ananumymad mpu
TE3M MAI[MCHTH € OIpe/eiicHa OT (apMaKOKHHETHYHO MOJICIMPAHe U cuMyJlanus (BxK. Touka 5.2).

[Ipenoprunrennara noza Hukyndra e 80 mg Ha Cenmuna 0, mocinensana ot 40 mg mpe3 ceaMuIia,
Kato ce 3amoune oT Ceamuria 1 upe3 MOAKOKHA HHKEKITHS.

[Ipu roHOmM ¢ HegocTaThueH 0TroBop KbM Hukyndra 40 mg npe3 ceaqmuna Moxe 1a ce 00MHUCIH
yBeJIM4aBaHe Ha go3ara 10 40 mg Bcska ceamuna win 80 mg rnpes3 ceaMua.

HpI/IJ'IO)KCHI/IeTO Ha aHTI/I6I/IOTI/ILII/I MOXE Ja 6’]:,[[6 OPOABIIZKCHO MO BPpEME Ha JICHCHUCTO C Hukyndra,
aKo € HCO6XO,Z[I/IMO. HpenoquBa CC MAaMCHTHT Aa IIPpaBU JIOKAJTHO [IPOMHUBAHC C AaHTUCCIITUK Ha

nesunte oT ['X exxeqHeBHO Mo BpeMe Ha sieuenueto ¢ Hukyndra.

HpO,I[’LJ'DKI/ITCJ'IHaTa TCparus CJIcq 12 cCaAMuUI Tpﬂ6Ba Ja 6’[),[[6 BHUMATCJIIHO IPCOILICHCHA ITPU
IMaIMeHTH, IIPpHU KOUTO HAMa HOJ106peHI/Ie B paMKHUTE Ha TO3U BPEMEBU IICPUOI.

B cnyqaﬁ 4€ JICUCHUCTO 6’I>,I[C MNPEKbCHATO, IIPHUIIOKCHUECTO HaA Hukyndra MOKE aa 3a1104YHE OTHOBO,
KOorarto € 1nmoaxoasamiio.
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TpsiOBa MepUOUYHO JIa Ce OLCHIBAT M0JI3aTa U PUCKBT OT MPOIBIIKUTEIIHO JIeUeHUE (BXK. JaHHH 32
BB3PACTHHU B TOUYKa 5.1).

Hsama croTBeTHO MPUIIOKCHUC Ha aI[aJ'II/IMyMa6 IIpu Ae1a Ha Bb3pacT oA 12 roavHH IIpU TOBA
IIOKa3aHHuc.

Bonecr Ha Crohn npu neuaTpuyHy NAIMEHTH
IIpenoppuntennara no3a Hukyndra npu nammentu ¢ 6onect Ha Crohn ot 6 10 17 roguam 3aBUCH OT
tenecHoTo Terino (Tadmuma 4). Hukyndra ce mpuiiara upes moakoxHa WHKEKITHSL.

Tadanna 4. loza aganumymad Npu neguaTpuIHu nanueHTH ¢ 6oject Ha Crohn

TerJio Ha Houzn,pmamau
— HNuaykuuoHHa no3a 1032, 3aM04YBaiKH
ot Ceqmuua 4
<40 kg * 40 mg B Cenmuna 0 u 20 mg B Cenmumna 2* 20 mg npe3
ceMuIa
B ciyuaii Ha He0OXOAUMOCT OT MMO-OBP3 TEPANIEBTHUCH
OTTOBOP KaTo € U3BECTHO, Y€ PUCKBT OT HEXKETaH!
JICKapCTBEHU CHOUTHS MOJKE J1a € II0-BHCOK C IIPpUiIaraHe Ha
M0-BUCOKA MHAYKLIMOHHA [103a, MOXE Ja Ce U3II0JI3Ba CeIHaTa
Jo3a:
* 80 mg B Ceaqmuua 0 u 40 mg B Cenmuna 2
> 40 kg * 80 mg B Ceaqmurnia 0 u 40 mg B Ceamuria 2 40 mg npe3
cenIMuIa
B ciygaif Ha HE0OXOAUMOCT OT MO-OBP3 TEPANIEBTUICH
OTTrOBOP KaTo € U3BECTHO, Y€ PUCKBT OT HEXEJaH!
JIEKApCTBEHU CHOMTHS MOJXKE JIa € TI0-BHCOK C MpUiIarane Ha
M0-BUCOKA MHAYKIIMOHHA J103a, MOXKE J1a CE U3II0JI3Ba CIlelHaTa
no3a:
* 160 mg B Cenmura 0 u 80 mg B Ceqmuria 2

[ManueHTH, KOUTO UMAT HEJOCTATHUEH OTFOBOP, MOTAT J]a UMAT IM0J13a OT MOBHIIIABAHE HA J103aTa:
< 40 kg: 20 mg Bcsika cenqmuIa
> 40 kg: 40 mg Bcsika ceamuia win 80 mg mpes3 ceaMuIa

TpsiOBa BHUMATETHO Jia ¢€ OOMUCIIM IPOIbIDKABAHE HA TEpaIuATa MPH MAlMEHT, KOHTO HE ce
nosiusgBa 1o Cenmuria 12.

HsMa chOTBETHO NPUIIOKEHUE Ha afaiiMyMal TIpH Jiella Ha Bb3PacT 1Mo 6 TOJIMHH 332 TOBa
[MOKa3aHHue.

Ynuep03eH KOJIUT IIPpH NNEAUATPHUYIHH TAalIlMCHTH

[penopbunrennara no3a Hukyndra npu nanueHTH Ha Bb3pact oT 6 10 17 TOIWHY ¢ YIIEepo3eH KOJIUT
e Oazupana Ha tenecHoTo Terio (Tabmuua 5). Hukyndra ce npunara upe3 moikoxHa HHKEKIHUS.

Ta6auna S. /loza ananumymad 3a neIUATPUYHM NANMEHTH € YILUEPO3eH KOJUT

IMopnbp:kama go3a
TerJsio HA JUtbpaKailia 103a,

NnpyxknuoHHa 1032 3aMmo4YBaiiky OT
NalnuenTa %
Cenvuna 4
<40 kg * 80 mg Ha Ceamuna O (IprI0KeHH KaTo ABE MHKEKIuU | * 40 mg npe3 ceamMuria

no 40 mg B enUH JIeH) U
* 40 mg na Cenmuna 2 (IpUIOKEHH KaToO eIHa
ke mo 40 mg)
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> 40 kg * 160 mg va Ceamuna 0 (MpUIIOKEHU KaTO YETUPU * 80 mg npe3 ceaqmuna
uHXeKuH 1o 40 mg B €UH JeH WIN 1BE€ HHXEKIINH I10
40 mg Ha JieH 3a JBa MoCcIeJ0BaTeIH! JTHH) U

* 80 mg Ha Cenmuna 2 (IPUIIOKESHH KaTO JIBE MHIKEKIIUU
o 40 mg B enyH JeH)

* [lequaTprUyHUTE MAIUCHTH, KOUTO HaBbpIIAT 18 roguam, qokaro ca Ha Hukyndra, Tps6Ba na
MPOIBIDKAT C TSIXHATA MPEANKUCaHa MOAIbPIKAIA 103a.

IIpoxpmkaBaHETO HA TEPAIMHUATA HA 8 CEIMHUITH TPIOBa ja ce OOMUCITH BHIMATEITHO TIPH TAITHEHTUTE
0e3 pu3HAIM Ha OTTOBOP B PAMKHUTE Ha TO3HM BPEMEBU MEPHO/I.

Hsama crotBeTHO ipunoxenne Ha Hukyndra mpu nera Ha Bp3pacTt oy 6 TOAWMHA IPH TOBA MTOKa3aHUE.

YBeut npu neauaTpudHy NalueHTH

[Mpenopbunrtennata no3a Hukyndra npu neanaTpuyHy NalMeHTH C YBEUT Ha Bb3pacT HAJ 2 TOJUHA
3aBucH OT TesiecHoTo Terio (Tabmuia 6). Hukyndra ce mpuiara upe3 Mo K0KHA HHKEKIIUS.

ITpu neguaTpuyHMs YBEUT HAMA ONMT B JICUEHHUETO € afanuMyMal 0e3 ChIIbTCTBAILO JIEUSHHUE C
METOTpeKcar.

Ta6auna 6. lo3a ananumymad 3a neTUATPUYHHA NALMEHTH C YBEHT

TerJio Ha malMeHTA CxeMa Ha mpuJiarade Ha jg03ara
< 30 kg 20 mg mpe3 ceaMuIia

B KOMOHMHAIIMS C METOTPEKCAT
> 30 kg 40 mg mpe3 ceamuIa

B KOMOMHAIIUS C METOTPEKCAT

Korato ce 3anouBa tepanus ¢ Hukyndra, moxe na 6b1e mpusiokeHa HaToBapsaiia f03a 40 mg 3a
naruenTy < 30 kg nin 80 mg npu narmentn > 30 kg exHa ceMuIia mpey HAYAIOTO HA TEPAITUSTA.
Hsma Hamu4HY KIMHUYHY JJAHHY 3a yrnotpedaTa Ha HATOBapBallla J03a aJaluMyMal IpH Jera Ha
BB3pacT < 6 ronuHU (BXK. TOUKa 5.2).

HsMa chOTBETHO NPUIIOKEHKE HA aqaliMyMal TpH Jielia Ha Bb3pacT 1Mo 2 TOJUHH [TPH TOBA
MMOKa3aHue.

[IpenopbuBa ce MOI3UTE U PUCKOBETE OT MPOABILKUTETHO ABITOCPOYHO JIEUEHHE J1a C€ OLIEHIBAT
eXeroHo (Bxk. Touka 5.1).

Hauwun na OPHUITOKCHUC

Hukyndra CC Ipujiara 4Ype3 NOAKOKHA MHKCKIIU. [IbnHN YKa3zaHus 3a yHOTpe6a Cca 1aJCHU B
JIMCTOBKATA 3a IIaliMCHTAa.

Hukyndra e HanuuHa u ¢ Apyru KOHIIEHTPAIMY ¥ BUJIOBE ONTAKOBKH.

4.3 IIpoTuBOomOKAa3aHUS

- CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO UM KBbM HSAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

- AKTUBHA TyOepKyJ03a WIN JIPYTH TEKKU HHPEKIHH KaTO CETICUC U ONTOPTIOHUCTHYHU
uHpeKknuu (BXK. Touka 4.4).

- YMepeHa 10 Texkka cbpacuHa HepoctaTbuHocT (kimac III/IV mo NYHA) (k. Touka 4.4).
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4.4 CroenuajJHU nMpexynpexIeHust U NpeanasHu MepKH MpH ynorpeda

[Ipocneaumoct

3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOYKTH, UMETO H TAPTHIHUAIT
HOMEp Ha MPIUTOKEHUS MPOTYKT TPsOBa SCHO J1a CE 3aIMCBarT.

Hadexnnn

[Maruenture, npuemanu TNF-anTaronucTy, ca mo-nojgaTivBy Ha cepro3HU HH(ekun. Hapymienara
OenonpoOHa pyHKIMS MOXKE J1a YBEITUYU PUCKA OT pa3BuTHe Ha MHQeKuu. [lopaau ToBa manueHTUTe
Tpsi0Ba Ja OBIaT BHUMATETHO HaOIrogaBanu 3a WH(EKINH, BKIIFOYUTEITHO TyOepKyIo3a, IpeH, Mo
BpeMe Ha u cien jJeuenue ¢ Hukyndra. Thit kaTo eTMMUHHpAHETO Ha aJaiuMyMal MOXE J1a OTHEME JI0
YeTUpU Mecela, HaOMoAeHneTo TpsOBa 1a IPOIBIDKHU Mpe3 TO3H MEPUO/I.

Jleaenueto ¢ Hukyndra He Tpsi0Ba na ce 3amo4Ba Mpu MaUeHTH ¢ aKTUBHY WH()EKINH, BKIFOYUTEITHO
NpY XPOHUYHH WY JIOKATU3UpaHH HHPEKIMHU, ToKaTo HH]eKnusTa He Oblie oBiazsHa. [Ipu
HaMeHTH, KOUTO ca OMIIH U3JI0KEHU Ha TyOepKyio3a, ¥ MalueHTH, KOUTO ca IIbTYBAIN B O0JIACTH C
BHCOK PHCK OT TyOEepKyiI03a WM €HJAEMHIHN MUKO3H, KaTO XUCTOILIA3M032, KOKIIMANOUIOMHKO3a HITH
0J1aCTOMHKO3a, PUCKBT M TIO3HTE OT JieueHrero ¢ Hukyndra Tps6Ba na ce umat npeasua npeau
3aroyBaHe Ha Tepanus (BxK. Jpyru onopTIOHUCTUYHN HHOEKIINH).

[TarueHTHTE, KOUTO PA3BUAT HOBA MH(EKITUS, TOKATO ca Mo yloxkeHH Ha JiedeHue ¢ Hukyndra, TpsoBa
Ja ObJlaT BHUMATEJIHO HAOIIOIaBaH! U Jla MPEMUHAT ITbJIHA AUarHOCTUYHA OleHKa. [[puioskeHneTo
Ha Hukyndra Tps0Ba 1a ce mpekpaTH, ako MalueHThT Pa3BUe HOBA CeprHo3Ha MH(MEKINS WIH CETICHC, U
TpsI0Ba /1a ce 3armoYHe MOIXO0/IS1a aHTUMUKPOOHA WIIH IPOTHBOI'BOMYHA TEPaIHs, JOKATO
uHdeknuara Ob/e oBnazsHa. Jlekapute TpsiOBa Aa ObJaT BHUMATEIHH, KOTaTO OOMUCIIST yHOTpebaTa
Ha aJjanuMymal MpH MalMeHTH ¢ aHaMHe3a 3a pelUIuBHpaIla HHOEKIUS WIH C ITOJIeKAaIIH
CBCTOSTHHMS, KOUTO MOTAT Jia Tpepa3noaraT MalueHTHTe KbM HHPEKINH, BKIIOYATETHO yroTpedara
Ha CHITBTCTBAIIM UMYHOCYITPECUBHH JIEKAPCTBEHH MTPOTYKTH.

Cepuosznu ungexyuu

CroOmienn ca cepno3Hu HHPEKINN, BKIFOUATETHO CETICUC, IBIDKAIIN ce Ha OaKTepHaTHH,
MHUKOOAKTepUAIIHU, MHBA3UBHH I'bOWYHHU, TTAPA3UTHH, BUPYCHU WU IPYT'H ONOPTIOHUCTUYHU
WHQEKIMH, KaTO JTUCTEPH03a, ISTHOHEN03a U MTHEBMOIIMCTO34, TP MAI[MSHTH, TIOTyJaBallid
aganmuMymao.

Jpyru cepro3nu nHPEKIUU, Habro1aBaH| TP KIIMHUYHH W3IUTBAHUS, BKIIIOYBAT THEBMOHUS,
NHUEOHePUT, CENTUYEH apTPHUT U cenTuLeMus. ChoOIIaBa ce 3a XOCIUTAIN3ALMS WIN CITydau C
JieTajyeH U3X0/l, CBbP3aHu ¢ HH(EKIIHH.

Tybeprynoza

Ty0OepKyno3a, BKIIOUYUTEIHO PEaKTUBUPAHE U HOBO Hayallo Ha TyOepKyJi03a, € IOKJIaABaHa MpH
MAIMeHTH, oTy4aBamy ananuMmymad. Cro0meHnsaTa BKIIYBAT CIyyan Ha OernoapoOHa u
M3BBHOEII0IpOOHA (T.€. AUCEMUHUPaHa) TyOepKy03a.

IIpenu 3amouBane Ha Tepanus ¢ Hukyndra Bcuuku manuenTn TpsiOBa 1a ObIaT OICHEHH 3a aKTHBHA
WJIN HeaKTHUBHA (,,JJaTeHTHA™) TyOepKyJio3Ha nHQekus. Ta3u oleHKa TpsIOBa Jia BKIIOUBa TOAPOOHA
MEIMIIMHCKA OIICHKA HA aHAMHE3aTa 32 TyOepKyJI03a Ha MalMeHTa WK Bh3MOXKHA TPEIUIITHA
EKCITO3UIMS Ha XOpa C aKTHBHA TyOepKYJ/103a U NPEIUIIHA U/HIIK HACTOSIA UMYHOCYIIPECHBHA
Tepanus. [lpu BCHUKy manueHTy TpsOBa 1a ce HAMPABST HOIXO SN CKPUHUHTOBU TECTOBE (T.€.
TyOEpKYJIMHOB KOXKEH TECT U PEHTTeHOTpadus Ha TPBACH KOIII) (MOXKe Ja Ce MPUIIoKaT MECTHHUTE
npernopbkn). [IpenopbuBa ce MpOBeXTaHETO HA TE3U U3CIESABAHUS U PE3YJITATUTE OT TAX Ja ObAatT
3anucanu B Hamomusmara kapra Ha naruenTa. Ha mpeanucpammre ce HalmoMHS 3a pUCKa OT
(haIMBO OTPULIATEIIHU PE3YJITATH OT TyOSPKYJIMHOB KOXKEH TECT, 0COOCHO MPH MAlUEHTH, KOUTO ca
TEXKKO OOJTHU WJIM UMYHOKOMIIPOMETHPAHH.
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AKO ce THarHoCTHIIMpPa akKTHBHA TYOepKyI103a, He TpsiOBa aa ce 3anmouBa Tepanus ¢ Hukyndra (k.
Touka 4.3).

[Tpu Bcuuku cutyarmu, ONMCaHM MMO-0JTy, TPSAOBa J1a ce OOMHUCIN MHOTO BHUMATEITHO
CHOTHOIIIEHUETO TOJI3a/PUCK OT TEpaInsITA.

AKO UMa CbMHEHHUS 3a JaTeHTHa TyOepKyno3a, TpsaOBa Jja ce KOHCYJITUPATE C JIEKap C OIHT B
JIEYEHUETO Ha TyOepKyIo3a.

AKO ce IMarHoCcTUIMpa JaTeHTHa TyOepKyo3a, npean 3anousaneTo Ha Hukyndra TpsioBa aa ce
3aI04HE MOJXOISIIO JICYCHUE C aHTUTYOCPKYJIO3HA MPOPHIAKTUKA U B CbOTBETCTBHE C MECTHHTE
HPETOPBKH.

[Ipunarane Ha aHTUTYOCPKYJIO3HA MPOPUIAKTUYHA TEPaIUs TPAOBA J1a Ce MMa NIPEABUJ U TIPSAH
3amouyBaneTo Ha Hukyndra nmpu manmueHTH ¢ HAKOIKO WIIH 3HAYUTEITHN PUCKOBH (PaKTOPH 32
TyOepKyi03a, BHIIPEKU OTPHUIIATENICH TECT 32 TYOSPKYI03a, U TPU MAIUCHTH C TPEIUIIIHA aHAMHe3a 32
JJaTCHTHA WJIN aKTHBHAa Ty6ep1<yno3a, IIPpU KOUTO HE MOKE a CC MMOTBBPAN aACKBATCH KypC Ha
JICUCHHE.

Bbrpeku npohunakTHIHOTO JICUSHHE Ha TyOepKYyIo3a, clydal Ha peakTHBUpaHe Ha TyOepKyJio3a ca
BB3HUKHAJH [IPH NAIMEHTH, JIEKyBaHH ¢ ananuMyMmad. Hakou manueHT, KouTo ca OWIIn yCTIeTHO
JIEKyBaHH 32 aKTHBHA TyOEpKyJ103a, ca pa3BHJIM OTHOBO TyOEpKyJI03a, TOKATO ca OMJIH JIEKYBAHH C
ajganuMymao.

[TanmenTure TpsiOBa na ObAAT HHCTPYKTUPAHH Ja MOTHPCAT MEAULIMHCKA IOMOLII, aKO [0 BpeMe Ha
wm cnen tederrneto ¢ Hukyndra Bp3HUKHAT MPU3HAIN/ CUMITTOMH, TIPETIOIaraid TyOepKyIo3Ha
uH(peKIys (Hamp. NepcucTUpalla KallIiia, U3TOIeHNe/3ary0a Ha TerIo, JIEKO ITOBUIIIEeHA
TEeMIIepaTypa, arnaTus).

llpyeu onopmionucmuynu uHpexyuu

OnopTIOHUCTHYHN HH(EKIIUHY, BKIFOYUTEITHO MHHBA3UBHYU I'bONYHH WH(EKIINY, ca HAOIF01aBaHu IPU
MAIUEeHTH, TToTy4aBany ananumymad. Te3n nHpekmy He ca OV CHCTEMHO Pa3lo3HaBaHU MpU
nanuenTy, npuemaiy TNF-anTaronrcty 1 ToBa BoJ 10 320aBsiHE HA MOAXOISAIIOTO JICUSHUE,
IOHSKOTra BOACIIO J0 JIETAJICH U3XO0/.

3a manueHTH, KOUTO Pa3BUBAT NMPH3HAIM M CHMITOMH KaTo BUCOKA TEMIIepaTypa, HepasoIoKeHNE,
3ary0a Ha TerJjo, U3MOTABaHe, KallINIa, TUCITHES 1/WIH 0eT0ApOoOHN HHPHUITPATH WU JIPYTO
CEpUO3HO CUCTEMHO 3a00JIsIBaHe, ChC MM O€3 ChITBTCTBAII IIOK, TPSOBA Ja ce MoJ03Upa HHBA3UBHA
rpOnyHa nHbeKnus u npuioxenneTo Ha Hukyndra tpsOBa na ce npexpaTtu He3abaBHO. Jlnarnosara u
NpUIaraHeTo Ha eMIUPUYHA IPOTUBOTHOMYHA TepaIus IPH Te3H MAIMEHTH TPsOBa Jia ce HAIPaBU
CJIe]l KOHCYJITAIMS C JIEKap C OMUT B IPHXKUTE 33 MAIIMEHTH C MHBAa3UBHH I'bOMYHH UH(EKIIHH.

PeaktuBanug Ha xenatut B

PeaktuBanus Ha xenatut B e HacThIuIa npu nauueHTH, noxyvasamu TNF-antaronucr,
BKITFOUUTEITHO aJalTMMyMal, KOUTO Ca XPOHUYHHU HOCHUTENH HAa TO3U BUPYC (T.€. MOJIIOKUTEIICH
MMOBBPXHOCTEH aHTHUTeH). Hakon cimydan ca 6wu ¢ sietaneH u3xox. [lanmmenture TpsiOBa na 6vpaat
W3CJIeIBaHU 3a HHQEKIUs ¢ BUpyca Ha xenatut B, npeau aa 3anounar yiedenne ¢ Hukyndra.
IIpenoppuBa ce KOHCYATAIMS C JIeKap, KOUTO UMa OIUT B JICYCHUETO HA Xenatut B, mpu nauenTy,
KOUTO UMaT ITOJIOKUTEIICH TECT 3a XenaTtuT B nHpexuus.

Hocurenute Ha Bupyca Ha xenmatut B (HVB), kouto ce Hyxnast ot nedenue ¢ Hukyndra, TpsioBa na
ObJaT BHUMATEJIHO HAOI0JaBaHu 3a MPU3HALM U CUMIITOMH Ha akTnBHAa HBV undexuus no Bpeme Ha
TepanusTa U B IPOJIbIDKEHUE HA HAKOJIKO Mecella CJie/l peKpaTsBaHe Ha Tepanusta. Hama
JIOCTaThYHO JIAHHU OT JIeYeHHneTo Ha Hocutenn Ha HBV ¢ aHTHBUpYCHHM npenapaty B ChUYeTaHHE C
TNF-anTaronuctu 3a npegoTBpaTsiBaHe Ha peaktuBanuara Ha HBV. [lpu manuenT, KOUTO pa3BuBar
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peaktuBaist Ha HBV, tpsaoBa na ce cipe Hukyndra u na ce 3amoune e)eKTHBHA aHTHBHPYCHA
Tepanus ¢ MOIXOAAIIO MOLTbPIKAIIO JeUeHHE.

HeBpoaoruunu CHLOUTHUS

TNF-aHTaroHUCTH, BKITOYUTETHO aAaTuMyMal, ca CBbP3aHU B PEIKHU CIIydad C HOBO HAYAJIO WIIH
000CTpsiHE HAa KIIMHUYHU CUMITTOMH W/WJIH PSHTICHOTpa)CKU JaHHU 32 JICMUCITMHU3UAPAIIO
3a00JsIBaHE Ha [IEHTPATHATa HEPBHA CHCTEMA, BKIIFOUMTEITHO MHOXKECTBEHA CKIIePO3a M ONTHYCH
HEBPUT U HePUPEPHO TeMHUETMHUNPAIIO 3a00IsIBaHe, BKIIOUNTENHO cuuapoM Ha Guillain-Barré.
[Ipenmucramure TpsOBa 1a BHUMABAT pu 0OMUCIIsIHE Ha ynorpebata Ha Hukyndra npu naruenTu ¢
MIPEIIIECTBAIY WM HOBOIIOSBIIIM CE€ IEMUCIIMHU3UPAIIY HAPYIICHUS HA [IEHTPAIHATA WU
nepudepHaTa HEpBHA CUCTEMA; aKO Ce Pa3BHe HAKOE OT Te3W HAPYIISHHs, TPSIOBa 1a c€ OOMICITH
npekparssane Ha Hukyndra. ima n3BecTHa Bpb3Kka MEXIy MEKIUHHHS YBCHUT U JICMUCITHHU3HPAIIATE
pa3cTpoiCTBa Ha IICHTpaJIHATA HEPBHA cucTeMa. TpsOBa 1a ce mpaBU HEBPOJIOTUYHA OIICHKA TIPH
MAIMEHTH ¢ HEMH(EKIIMO3eH MEX/IMHEH YBEHT Tpe/In 3anouBane Ha Tepanus ¢ Hukyndra u penoBHO
M0 BPEME Ha JICUCHUETO, 3a JIa CE OLCHSAT MPEABAPUTEITHO ChINECTBYBAIY WM PA3BHUBAIIIH CC
JACMUCIIMHU3WPAIIU HAPYHICHHA Ha HEHTPAJIHATa HCPBHA CUCTEMA.

AJIepru4Hy peakiiu

CepHo3HHTE aNepruyHy PEaKy, CBbP3aHU C afalliMyMal, ca pelIKH M0 BpeMe Ha KIMHIUYHHUTE
M3NHUTBaHUs. HeceprosHuTe anepruyiy peakiuy, CBbp3aHy ¢ afatuMyMad, ca HeYeCTH 10 BpeMe Ha
KIMHAYHUTE U3nuTBaHus. Cien npuiiarane Ha agaimMymad ca MoJydeH! ChOOIIEHHS 32 CEPHO3HU
AJIePTUYHU PEaKIINH, BKIIOUUTENHO aHadrIakcusi. AKO Bb3HUKHE aHA(pUIAKTHYHA Peaklusl Wi Apyra
CepHo3Ha allepruvHa peaknus, npuioxernero Ha Hukyndra TpsOBa na ce mpekpaTu He3abaBHO U J1a
Ce 3all0YHe MOIAXOISIIA TePATTHSL.

HmyHocynpecopu

B npoyuBaHe npu 64 manueHTH ¢ peBMaTOUICH apTPHT, JISKYBaHU C aIalUMyMal, HsIMa JJaHHH 32
JieTpecHs Ha CBPBXUYYBCTBUTEITHOCT OT 3a0aBeH THI, JeTpecusl Ha UMyHOTJIO0YJIMHOBY HUBA W
npoMsiHa B m30posiBaneTo Ha edexropHute T-, B-, NK-kneTkn, MoHOIIMTH/Makpodaru u HeyTpop Iy,

310KauecTBeHU 3a00isBanus U JuMdonpoandepaTUBHU HAPYIIECHUS

B xoHTponmpaHuTe YacTH Ha KIMHUYHUTE m3nuTBanus Ha TNF-anTaronancty ca HaOmo1aBaHu
MOBEUE CJIyuan Ha 3JI0KAYeCTBEHH 3a00JIIBaHUS, BKIFOUUTEITHO JIUM(GOM, ITPH MAIMECHTH, TOTy4aBaIx
TNF-aHTaroHucT, B CpaBHEHUE ¢ KOHTPOJIHATA rpyna nanueHTd. Ciyyaute odaue ca peaku. B
MMOCTMaPKETHHTOBY YCIIOBHS C€ ChOOIABAT CIlydan Ha JIEBKEMUS TPH MalUeHTH, JekyBanu ¢ TNF-
aHTaroHucT. ChINECTBYBA MOBUIIIEH (JOHOB PUCK OT JIMM(OM U JICBKEMUS TP TAIIUECHTH C
PEBMATOUICH aPTPHUT C POABDKUATEIIHO, CUITHO aKTHBHO BB3MAJIUTEIIHO 3a00JIIBaHe, KOSTO
YCJIOXHSBA OIICHKaTa Ha pucka. C HACTOAIIUTE MO3HAHUS HE MOXKE /1a CE€ U3KJIIOYH Bb3MOXKEH PUCK 3a
pa3BUTUETO Ha TUMGOMH, JIEBKEMHS U APYTH 3ITOKAYSCTBEHU 3200 IIBaHUS MPH MMAIUEHTH, JICKYBaHH C
TNF-anTarosucr.

Nma choOeHns 3a 3710Ka4eCTBEHU 3a00JI1BaHMsL, HAKOU OT KOUTO C JIETAJIIEH U3X0/, IIPH JAela,
FOHOIIIY ¥ MJIaIM Xopa (10 22-roauIiHa Bs3pact), JeKyBanu ¢ TNF-anTaronucty (3anouBaHe Ha
TepanuaTa < 18 roguHm), BKIIOYATETHO aainMyMad, B TOCTMapKETHHTOBU YCIOBHA.
[Ipubim3nTenHO NONOBUHATA OT citydauTe ca JuMGoMu. Jpyrute ciydan npeacTaBisiBaT pa3aIndHH
3JI0KaYeCTBEHH 3a00JSIBAHUS M BKIIFOUBAT PEJIKH 3JI0KAYECTBEHU 3a00IIsIBaHMsI, OOMKHOBEHO CBHP3aHU
¢ umyHocynpecusi. He Mosxe 1a ce M3KIII0YM PUCK OT pa3BUTHE HA 3JI0KAYECTBEHH 3a00JIIBaHNUS TIPU
Jlena 1 I0HOoIIN, JiekyBaHu ¢ TNF-aHTaronucry.

PeJIKI/I IMOCTMApPKETUHI'OBH ClIydan Ha XCIaTOJIMCHAJICH T-xneTprueH JII/IM(i)OM Ca YCTaHOBCHHU IIpHU
ManreHTH, JICKyBaH! C aZIaHI/IMYMaG. To3u PAABK THII T-keThueH J'II/IM(i)OM HMa MHOT'O arp€CUBEH X0
Ha 3a00JIIBaHETO U OOMKHOBEHO € (baTaJ'ICH. Hsxkou ot Te3u xenaronueHannu T-KIeThbUHU J'H/IM(I)OMI/I
npu aI[aJII/IMYMa6 Ca CC MOABUIIMA ITPU MJIaAW Bb3PACTHU MALIUCHTH HAa CHIIbTCTBAIIO JICUCHHUE C
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a3aTHOIPUH WIN 6-MEpKaNTOIYPHH, U3II0JI3BaH 3a BB3MAIUTENHO 3a00isiBaHe Ha yepBata. TpsoBa
BHMMATEJTHO J1a C€ MPELCHN MOTSHINATHHUAT PUCK OT KOMOMHUPAHETO HA a3aTHOIPHH HIIH
6-mepkantonypuH u Hukyndra. He mMoxe aa ce H3KITI0UM PUCK OT pa3BUTHE Ha XeMaTOoNMEHaJIeH
T-kneTpueH TuMQoM NpH nanueHTH, Jiekysanu ¢ Hukyndra (Bx. Touka 4.8).

He ca npoBexpanu mpoy4YBaHus, KOUTO BKIIIOYBAT MAIMEHTH C aHAMHE3a 3a 3JI0KA4eCTBEHO
3a00JIsIBaHe WK TIPU KOUTO JISYCHUETO C alaiMyMal poAbIDKaBa Clie] pa3BUTHUETO Ha
3JI0OKaYeCTBEHO 3a00JIsBaHe. 3aTOBA TPSAOBA J1a ce BHUMAaBa JOIBIHUTEITHO IMPH OOMHUCIITHETO Ha
nedenue ¢ Hukyndra npu Te3u manuenTn (Bx. Touka 4.8).

Bceuuky nanueHTH, U no-CcrenuanHo NalueHTH ¢ aHaMHe3a 32 €KCTEH3UBHA UIMYHOCYIIPECHUBHA
Tepamus WIH IMaUeHTH ¢ TICoOprasuc ¢ anamuesa 3a PUV A nedenue, TpssOBa na Ob1aT M3CICIBAHH 32
HaJIMYUE Ha HEMEJIAHOMCH KOXKEH paK Mpelu U 1Mo Bpeme Ha jeueHuero ¢ Hukyndra. ima choOrmieHus
Y 32 MeTaHOM 1 MepKen-KJIeThueH KapIMHOM MpHU NalueHTH, JekyBanu ¢ TNF-anTaronucty,
BKITFOUUTEITHO afanuMyMal (BXK. Touka 4.8).

B excriopatopHo KJIMHUYHO U3MUTBaHE, OleHsBaIo ynoTpebata Ha apyr TNF-antaronucr,
WHGIUKCUMAO, IPH MAallMEeHTH ¢ YMEPeHa 70 TeKKa XpOHHYHA 0OCTPYKTHBHA OenoipoOHa Oomect
(XOBbb), ca noknagBaHM MOBEYE 3ITOKAYECTBEHU 3a00JSIBAHMS, TPEIUMHO B OeITuTe IpoOOBe MITn
riaBata ¥ IIUATa, IPHU NalUeHTH, IeKyBaHU ¢ MHPIMKCHMa0, B CpaBHEHUE C KOHTPOJIHHUTE TPYIH
MalueHTH. BCHUKM ManeHT ca IMany aHaMHe3a 3a TEKKO TIoTIoHomymieHe. CleioBarenHo, TpsoBa
Jla ce BHUMaBa, Korato ce u3nonssa TNF-antaronuct npu nanuenty ¢ XOBb, kakTo v npu nanueHTH
C MOBHUIIIEH PUCK OT 3JI0KAUYECTBEHO 3a00JIIBaHE MOPAIH TEKKO TIOTIOHOIYILCHE.

IIpu HacToAIIMTE NAHHU HE € U3BECTHO JAJIH JICUCHUETO C aaluMyMal BIIMsIe BbPXY pHCKa OT
pasBUTHE Ha AUCIUIA3US WM PaK Ha 1e0eI0To 4epBo. Benuky manueHTH ¢ ynuepo3eH KOJINT, KOUTO ca
C TMOBUILIEH PUCK OT AMCIUIA3US WM KapIMHOM Ha Ae0esI0To YepBo (HampuMep MalueHTH C
JUBJITOTOJIUILIEH YJIIEpO3€H KOJIUT WM MIbPBUYEH CKIIEPO3UpAIll XOJIAHTHT), UIIM KOUTO ca UMali
NpeaMIIHa aHaMHe3a 3a JUCIUIa3Ks MM KapLMHOM Ha 11e0esioTo 4yepBo, TpsOBa Aa ObJaT CKpUHUPAHH
3a JAUCIIa3us Ha peIOBHU MHTEPBAU MPEAH JISUEHUETO U [0 BpeMe Ha Xoja Ha 3a0oisBaHeTo. Tazu
OIIeHKa Tpsi0Ba Jja BKJIIOUBA KOJIOHOCKOMIHS U OMOTICHH ChITIACHO MECTHUTE MPETIOPHKH.

XeMaTOJIOTHYHHU PCAKIINN

Hma choOIIeH s 3a peIKK CITyYad Ha MAHIIUTONICHNS, BKITFOUUTEIHO arutacTiyHa aHemus, mpu TNF-
aHTaroHUucTH. He)kenaHu XeMaToNOrHYHH ChOUTHS, BKITFOUUTEITHO MEIUIIMHCKY 3HAYUMA [TUTOTICHHUS
(Harp. TPOMOOLIUTOIICHNS, JICBKOIICHHS ) Ca IOKJIa{BaHU MPH ajanuMymad. Beuuku naiueHTH TpsiOBa
Jla ObJaT MOCHBETBAHU JIa MOTHPCAT He3a0aBHA MEIUITMHCKA IOMOII], aKO Pa3BHAT IIPU3HALIN U
CHUMIITOMH, MPEJIoaraiiy KpbBHA TUCKPa3us (HAMp. MEPCUCTHpPAIa BUCOKA TEMIIEPATypa,
MMOCHHSIBaHE, KbPBEHE, OJ1e1HOCT), MoKaTo ca Ha Hukyndra. TpsiOBa ja ce oOMUCIN TIpeyCTaHOBSIBaAHE
Ha TepanusaTa ¢ Hukyndra npu nmaiueHTs ¢ HOTBBPACHH 3HAYUMH XEMaTOJIOTMYHH aHOMAJIUH.

Bakcunanuu

[To06HM aHTHUTAIO-OTIOBOPH KbM CTaHAapTHATA 23-BajICHTHA MHEBMOKOKOBA BAKCHHA M
TPUBAJICHTHATA MPOTUBOTPHUITHA BAKCHHA ca HAOII0JaBaHN B MPOy4YBaHe mpu 226 Bb3pacTHU
YUYACTHHUIM C PEBMATOM/IEH apTPHT, KOUTO Ca JIEKYBaHU C afaanMymab win miare6o. Hsama Hamuanu
JAHHHU 3a BTOPUYHO TpefaBaHe Ha MHMEKIINSA Ype3 JKMBU BAKCHHU TIPH MAI[MEHTH, TIOTyYaBaIln
aganmumMymao.

HpenoquBa CC NMEANATPUYHHUTE MallUCHTHU, aKO € Bb3MOKHO, Ja 6’BIIaT C BCUYKH UMYHH3alluH,
HaIlipaBEHU CBOCBPECMCHHO B CbOTBCTCTBUC C HACTOAIINTE YKAa3aHWUA 3a UMYHH3alUsd, IPEAN 3alI0YBAHC

Ha tepanusta ¢ Hukyndra.

[ManmenTure, npuemany Hukyndra, Morar ia noiyyaT eJHOBPEMEHHO U BAKCHHAIMH C H3KJIIOUCHUE
Ha KUBH BakcuHH. [IpuiaraneTro Ha >xuBM BakcHHU (Hamp. BakcuHa npotuB BCQG) npu kbpMaueTa, ¢
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SKCIIO3HIIMS Ha afanumMymad in Utero He ce mpenopbuBa 3a 5 Mecena cie/ MocieHaTa HHKEKIHS C
aganmuMyMal Ha MaiikaTa 1o BpeMe Ha OpeMeHHOCTTa.

3acroiiga cepaeyHa Henocrarbunoct (3CH)

B ximanyHO m3nutBane Ha napyr TNF-anTtaronucT ca HabmoqaBaHu BIIOIMIABAIIA CE 3aCTOHHA
ChpACYHA HEJOCTATHYHOCT M MOBUIIEHA CMBPTHOCT MOPaIy 3aCTOMHA ChpJeuHa HEIOCTAThYHOCT.
JlokiaziBaHM ca M CITydad Ha BJIOIIABAINA CE 3aCTOMHA ChpAEYHA HEIOCTATHYHOCT IIPH TALEHTH,
nony4yaBamm aganumyma6. Hukyndra Tps6Ba ia ce m3non3Ba BHUIMATEITHO IPH MAIMEHTH C JIeKa
cbepaeyna HegoctarbuHocT (NYHA xiac I/II). Hukyndra e npoTuBomnokaszan mpu ymepeHa 10 TexKa
ChpACYHA HEJOCTAaTHYHOCT (BX. Touka 4.3). Jleuenuero ¢ Hukyndra Tpsi6Ba na ce nmpeycTaHoBH mpu
HAaUEeHTH, KOUTO Pa3BUAT HOBHU MM BIIOIIABAIIY C€ CHMIITOMH Ha 3aCTOWHA ChpJeYHA
HEJOCTaTbYHOCT.

ABTOMMYHHH IpOILECH

Jleuenuero ¢ Hukyndra mosxe na noBene 1o oOpa3yBaHe Ha aBTOMMYHHU aHTUTeNa. He € u3BecTHO
BB3CUCTBUETO HA IBITOCPOYHOTO JICUCHHE C afaTuMyMal BbpXY Pa3BUTHETO HA aBTOUMYHHU
3a00Ms1BaHUs. AKO MAIUCHTHT Pa3BHE CUMITTOMHU, TIPEAOIATAIIH JIYITyC-I0JJO0CH CHHPOM CIIE
nedenue ¢ Hukyndra, u € monoxxuteneH 3a antutelna cpery aoiiHoBepmwkHa JIHK, He TpsOBa na ce
mpujiara no-HararbiHo Jeuenue ¢ Hukyndra (Bxk. Touka 4.8).

EnnoBpeMenHo npuiarade Ha ouosornyan DMARDS wnu TNF-aHTaronuctu

HaGmonaBanu ca cepro3Hy HHGEKIMU B KIIMHIUYHU TPOYYBAHHS C €IHOBPEMEHHO M3II0JI3BaHE Ha
anakuHpa u npyr TNF-anTaronucr, etanepuent, 0e3 JOMBIHATEIHA KIMHAYHA 110133 B CPAaBHEHNE
ChC CaMOCTOSITENIHO NpuiaraH eranepuent. [lopaau ectecTBOTO Ha HEXEJIAHUTE CHOUTHS,
HaOJIr01aBaHK NIPY KOMOMHAIMATA OT TEPaIus ¢ eTaHepUENT U aHaKUHPa, TOJOOHN TOKCUYHH MPOSBU
MOrar Jia ce mojyyar ¥ oT KoMOuHanusTa oT aHakuHpa u npyru TNF-antaronuctu. [Topanu ToBa He
ce MpenopbyuBa KOMOMHAIMATA OT aaiMyMal B aHaKHHpa (BXK. Touka 4.5).

EnHoBpeMeHHOTO npritokeHne Ha aganumymad ¢ aqpyru ouonornaau DMARD (Hanp. aHakuHpa u
abaranenTt) win apyru TNF-aHTaroHucTH He ce IpenopbUBa Bb3 OCHOBA HA BH3MOXKHUS OBHUILICH
PHCK OT WH(EKIINHU, BKIIFOYUTEIHO CEPUO3HN HHMEKIIUH U IPYTH TOTSHIUATHHN (DapMaKoJIOTHIHH
B3aMMOJICHCTBHS (BXK. TOUKa 4.5).

Xu rust

Hma orpanudeH onuT BB Bpb3Ka ¢ 0€30I1aCHOCTTa Ha XUPYPTrHUHHUTE NPOLEAYPH NPH MALUEHTH,
JIeKyBaHH ¢ afauMyMa0d. JIbITHAT MOTy)KUBOT Ha aflainMyMab TpsOBa Jia ce MMa MpeJIBUL, aKo ce
TUTaHUpa XUpypryuvHa npoueaypa. [lanuenT, koiTo ce Hykaae ot onepanms, gokaro ¢ Ha Hukyndra,
TpsiOBa J1a ObJie BHUMATEIHO HAa0M0AaBaH 3a MHPEKIUK 1 TPIOBa J1a ce ImpeanpruemMar HoAX 0N
neiictBusi. ima orpaHuydeH OonuT 10 OTHOLIEHHE Ha 0€30M1aCHOCTTA NPH MAllMEeHTH, ITOAJI0KEHN Ha
apTpoIIacTHKa, JOKATO MOJTyYaBaT afaanMyma0.

3anymBaHe Ha TBHKHUTC 4YCpBa

AKo He ce TIOJIy4d OTrOBOp Ha JiedeHneTo npu Oonect Ha Crohn, ToBa MOKe J1a MOKa3Ba HAIMYHE Ha
¢uxcupana GpuOpPOTHYHA CTPUKTYPA, KOATO MOXKE Ja U3UCKBA XUPYPru4HO JeueHne. Hannaaure
JTaHHY TIPEAToiaraT, 4e agaimMyMad He BIIOIIaBa WIH HE IPHYNHSABA CTPUKTYPH.

CTapquKa BBH3pacT

YecroTara Ha CepHO3HUTE MHMEKIMK CPEJl IEKYBAHUTE C aJlajliMyMald ydacTHHIIA Ha Bb3PACT HaJl

65 roaunu (3,7%) € 1Mo-BUCOKa, OTKOJIKOTO IpH Te3u 1o 65 rogunu (1,5%). Hsakou ot Tx ca Ouiu ¢
netaneH u3xon. OcobeHO BHUMaHKE 110 OTHOIIIEHHE Ha prcKa OT HHMEKIUs TpsiOBa a ce oOpbiia npu
JICYCHUE Ha XOpa B CTapyecKka Bh3pacT.
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Ilennarpuyna momyJanus

Buxre ,,Bakcunanuu® mo-rope.

IlomomniHu BemecTBa

To3u nexapcTBeH IPOAYKT ChIbpxkKa mo-mManko oT 1 mmol Hatpuit (23 mg) ra 0,4 ml, T.e. MoXxe n1a ce
Kaxke, 4e TPAKTHYCCKH HE ChIIbPKA HATPHH.

Hukyndra 40 mg unoicexyuonen pasmeop 8 npedsapumenno HanbIHeHa CNPUHYOBKA

To3u nexapcTBeH NpoaykT chabpka 0,4 mg momucopdar 80 BbB BCsKa MpeABAPUTEITHO HATBITHEHA
CIPUHIIOBKA, KOETO ¢ eKBUBaeHTHO Ha 1 mg/ml. [TomucopbaruTe Morar ia MPHYUHAT aJlepPTrHYHH
PEaKIUH.

Hukyndra 40 mg unoicexyuonen pasmeop 6 npedsapumenno HaANvIHEeHad NUCATKA

To3u nexkapcTBeH NpoayKT chabpika 0,4 mg nomucopoar 80 BbB BCSKa MPEABAPUTEIHO HAITBIHCHA
nHcajKa, KOeTo € eKBUBalneHTHO Ha 1 mg/ml. [lonucopbaruTe Morar 1a IPUUUHAT ajlepruiHu
peaxiuuu.

45 BzaumoaeilcTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMojelicTBHE

Ananmumymab e IpoydeH MPH MallMeHTH ¢ PEBMATOM/ICH apTPUT, TOJHAPTHKYJIAPEH OBCHUICH
WAMOMATHYEH apTPHUT U ICOPHATHYUEH apTPHT, MOTyJaBalli afaTuMyMab KaTo MOHOTEpanus, 1
TaKWBa, MPUEMAIIH SHOBPEMEHHO MeToTpekcat. OOpa3yBaHeTo Ha aHTHUTENA ¢ TO0-MAJIKO, KOTaTo
aganuMyma0 ce Ipuiiara 3aeTHO ¢ METOTPEKCAT B CPABHEHUE C U3MOI3BAHETO KATO MOHOTEPAITHSL.
[Tpunaranero Ha amanuMymad 0e3 METOTPEKCAT BOJIU JI0 ITOBHUIIIEHO 00pa3yBaHe HA aHTHUTENA,
MOBHILICH KIIMPHHC U HaMaJieHa e()MKACHOCT Ha ajaiuMymMal (BK. Todka 5.1).

KomOuHnanusTa Ha agaaumMyMad 1 aHaKMHpPa HE ¢e MmperopbuBa (Bxk. Touka 4.4 “EqHoBpeMeHHO
npunarane Ha 6uonoruaHd DMARDS wnmn TNF-antaronucti”).

KombOunanusTa Ha aganumMyMal u abaranenT He ce MpernopbuBa (BXK. Touka 4.4 “EnHoBpeMeHHO
npuiarane Ha 6uonoruaHd DMARDS wnmm TNF-antaronucti”).

4.6 @epTUIUTET, )PEMEHHOCT H KbpPMeHe

Kenu ¢ gereposieH DOTeHITHAI

Kenwm ¢ nereposieH noTeHman TpsdBa ga OOMHUCIAT ynoTpedara Ha OAXO/SIa KOHTPAIICTIIHS 32
NpeZ0TBpaTsIBaHe Ha OPEMEHHOCT U J1a POIbIDKAT YIOTpedara i oHe MeT Mecela clie/l HOCIEAHOTO
nedenue ¢ Hukyndra.

BpemeHHocT

[IpocniekTHBHO CHOpaHH AaHHM OT rossaM Opoii (mpudmamsuTenno 2 100) ciryyast Ha GpeMEHHOCT ¢
EKCIIO3HITUS Ha ajainMyMa0, ¢ U3BECTEH M3X0Jl — )KUBOPOJICHH JIel[a, BKIFOUHUTEITHO TIOBEYE OT

1 500 manuenTy npe3 mbpBUsl TPUMECTHP, HE MTOKa3Ba MMOBHIIABAHE HA YeCTOTaTa Ha MasiopMaiuu
1pY HOBOPOJEHOTO.

B npocnekTrBeH KOXOPTEH PETUCTHP ca BKIIOUCHH 257 KeHH ¢ peBMaTtouacH apTput (PA) wim
6onect Ha Crohn (BK), nexyBanu ¢ aganumyma0 Haii-Majko 10 BpeMe Ha IbPBUsI TPUMECTHD, U

120 >xenu ¢ PA wim BK, kouto He ca jekyBanu ¢ aganumymad. [IspBuuHaTa KpaiiHa TOUKa €
pasmpoCTpaHEHNETO TIPU PaXXTaHETO Ha TOJIEMH BpojaeHH aedektn. YecToTaTa Ha cirydauTe Ha
OpeMEeHHOCT, 3aBbPIIIBAILA C HAl-MaJIKO €IHO KUBO POJICHO JETe C roJisiM BpozeH aedekT e 6/69
(8,7%) mpu xeHu, JeKyBaHu ¢ ananumymad, ¢ PA u 5/74 (6,8%) npu HenekyBaHHUTE jkeHH ¢ PA
(nexopurupan OR 1,31, 95% /11 0,38-4,52) u 16/152 (10,5%) nipu nekyBaHUTE C aAamTuMyMa0 KeHH C
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CD u 3/32 (9,4%) npu HenexkyBanute sxern ¢ CD (Hekopurupan OR 1,14, 95% 1IN 0,31-4,16).
Kopurupaauar OR (otanramn nzxoguaute pasmukn) € 1,10 (95% AU 0,45-2,73) 3aegro ¢ PA u BK.
Hsma oTueTiuByY pa3iuku MEXy JCKYBaHUTE C aJaIMMyMa0 ¥ HEJICKYBaHUTE JKEHU 3a BTOPUYHUTE
KpaliHU TOYKH — CIIOHTAHHU a00pPTH, HE3HAYUTEITHU BPOJICHU e(hEeKTH, IPEKISBPEMEHHO pakIaHe,
pasMep MpH paXKIaHETO U CEPUO3HU HITH OTMIOPTIOHUCTHYHY WHPEKIMH — U HE ca JIOKJIaJIBAHH MBPTBH
PKIAaHUS WM 37I0KaYeCTBEHH 3a00saBanus. MHTeprnperanusaTa Ha JaHHUTE MOXKe J1a ObJie TIOBIHsHA
MOpajv METOJIOJIOTUYHU OTPAHWYCHHS HA TPOYYBAHETO, BKIIFOUMUTEIIHO MaTbK pa3Mep Ha U3BajKaTa U
HepaHJIOMU3UPaH AU3aiH.

[Tpu mpoyuBaHe 3a TOKCUYHOCT BBPXY Pa3BUTUETO, IPOBEACHO MPU MaMyHHU, HAMA TaHHU 3a
TOKCUYHOCT IPH MaikaTa, eMOPHOTOKCUYHOCT WJIU TePaTOreHHOCT. He ca HaTnYHU NpeIKITMHIYHU
JTAHHM 32 [TOCTHATAIHA TOKCUIHOCT Ha agamuMyMal (BXx. Todka 5.3).

[Mopanu nnxubupanero Ha TNFa, ananumyma0, mpunarat mo BpeMe Ha OpeMEeHHOCT, MOXe Ja
3aCcerHe HOpMaJIHUTE UMYHHH OTIOBOPH IIPU HOBOPOJECHOTO. AnanuMymad TpsioBa J1a ce M3I0JI3Ba [0
BpeMe Ha OpEMEHHOCT caMO aKO € KaTeTOPUIHO HEOOXOIUMO.

Ananumymal MOXKe 1a IpeMUHE Mpe3 IJIalleHTaTa B cepyMa Ha KbpMadeTaTa, pOJCHHU OT JKEHH,
JIEKyBaHH ¢ alaTuMyMab mo Bpeme Ha OpeMeHHOCT. Clie1oBaTeIIHO, Te3n OedeTa MoKe /1a ca
W3JI0’)KEHHU Ha TIOBUILIEH PUCK OT HHQeknus. [Ipunaranero Ha )KUBH BaKCHHH (HAIp. BAKCHHA TIPOTHUB
BCG) npu kppMmaueTa, U3JI0KSHU Ha agaauMymad in Utero He ce mpenopwyBa 3a 5 Mecela cie/
NociIegHaTa MHXEKIKS ¢ afaJuMyMad Ha MaliKaTa 10 BpeMe Ha OpeMEHHOCTTA.

Kospmene

Orpannyenara HHGOPMAIHS OT ITyOJIMKyBaHATA INTEPATypa IOKa3Ba, ue agaiuMyMmad ce eKCKpeTHpa
B KbpMaTa B MHOT'O HUCKH KOHICHTPAIIUH, KATO HAJTMYUETO Ha a[laJ'H/IMYMa6 B KbpMaTa € C
koHneHtpamuu ot 0,1% n0 1% ot cepymMHOTO HUBO Ha MaiikaTa. [IpunoxxeH nepopanHo
uMyHornoOyiauH G ce moaiara Ha YpeBHa NPOTEOIN3a U UMa HUCKa OnoHannyHocT. He ce ouakBaT
edeKTH BbpXY KbpMEHH HOBOpOJeHH/KbpMaueTa. CienosatenHo Hukyndra moxxe a ce npuiara B
nepuoja Ha KbPMEHE.

DepTUnuter

JlurcBaT nMpeaKIMHUYHYI JaHHU 3a e(eKTUTE Ha afanuMyMad BbpXY GepTHIUTETA.

4.7 EdexTn BbpXy cnoco0HOCTTa 32 moupaHe u padoTa ¢ MAIINHA

Hukyndra mo>e na nmosnusiBa B Majika CTENEH CIOCOOHOCTTA 3a mopupaHe U padoTa ¢ MaIIuHU.
Bb3MorkHa e mosiBaTa Ha BEPTUTO U HapyIIEHUE HA 3pEHUETO ciiell mpuiiokenuero Ha Hukyndra (Bxk.
Touka 4.8).

4.8 Hexenanu JieKapcTBeHH peaKuH

O0600611eHMEe Ha podwiia Ha OE30I1aCHOCT

AnannMyma0 e Mpoy4BaH B OCHOBHU KOHTPOJHMPAHU M OTBOPEHU IIpoy4uBaHus npHu 9 506 manueHTy 3a
nepuoa 1o 60 Mecena win oseye. Te3n U3MUTBAHMS BKIIIOYBAT MAIIMEHTH C PEBMATONIEH apTPHT C
KpPaTKOCPOYHO M JBITOTPaiiHO 3a00IsBaHe, FOBEHWIEH HANONAaTHUEH apTPUT (TOJIMapTHKYIapeH
FOBEHWJICH UOIIATHYEH apTPUT U apTPUT, CBBP3aH C EHTE3UT), KAKTO M aKCHUAJIEH CIIOHIMIOAPTPUT
(AC u akcuaseH CIOHIWIOapTPUT Oe3 peHTreHorpadcku nanau 3a AC), mcopruaTtudeH apTpur, Oonect
Ha Crohn, yiuepo3eH KOJIHT, Icopra3uc, manueHT ¢ I'X u yBent. OCHOBHUTE KOHTPOJIUPAHH
npoyuBaHus BitoyBart 6 089 manmenTH, momyyasamy aganumymad u 3 801 manueHTH, morydaBaiiy
TuTane6o WM aKTHBEH KOMITapaTop Mo BpeMe Ha KOHTPOJIUPAHUS TIEPHO]I.
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JlenbT Ha MAIlMEHTHUTE, KOUTO Ca MPEKPATHITN JICUSHUETO TIOPAIH HEXKETaH! ChOUTHS 10 BpeMe Ha
JIBOMHOCIIATIAaTa, KOHTPOJIMPaHa 4YacT OT OCHOBHUTE MPOy4YBaHus, € 5,9% 3a mareHTuTe, mprueMantin
aganmumymao, u 5,4% 3a KOHTPOJIHHUTE JICKYBAaHU MMAIUCHTH.

Haif-gecTo cro0maBaHuTe HEXXEIIAHN PEaKIIny ca HHPEKIHH (KaTo Ha30(hapuHTUT, HHPEKIHI Ha
TOPHUTE TUXATCITHH MBTHUINA H CHHY3HT), PEaKIIMU Ha MSICTOTO HA HHXXCKTHPaHe (EpUTEMa, ChpOeiK,
KPBHBOM3IINB, OOJIKA WM MTOIyBaHE), TTIAaBOOOUE H MYCKYTHO-CKEIeTHA OO0JIKa.

Cepuno3HH HeXXETIaHHU PEaKIiy ca JOKIanBaHu 3a agannmymad. TNF-antaronucta, kato aganumymao,
BIIUSAT BbPXY UMYHHATa CUCTEMA U TSIXHATA yIOTpeOa MOXKE Ja MOBJIHSIC BhPXY 3alluTara Ha
opranmu3ma cpeiry nHpekius 1 pak. @araiHu 1 )KUBOTO3acTpaIIaBaId HHPEKITUH (BKIIFOUUTEITHO
cericuc, onoptroHucTHYHE nHpeku u Th), peaktuBupane Ha HBV 1 pa3znuanu 3mokadecTBEHN
3a0ossiBaHus (BKJIFOUUTEIHO JeBkeMus, tumpom 1 HSTCL) cbiio ca goknaiBaHy pU U3IOJI3BAHETO
Ha ajanuMymao.

I[OKJ'IaL[BaHI/I canu CepI/IOSHI/I XEMAaTOJOTUYHH, HeBpOJ'IOFI/I‘IHI/I nu aBTOI/IMyHHI/I peaKum/I. Te BrJIrOUBaT
pelku chOoOIIeHUS 3a MAHIUTONICHNS, alUTACTHYHA aHEMUS, IIEHTPAIIHU U TIepudepHH
JNEMHUEITMHU3NPAIIN CEOUTHS U ChOOIICHHS 32 JYITyC, CBbP3aHU C JIYITYC ChCTOSIHHUS U CHHIPOM Ha
Stevens-Johnson.

IlegpnaTpyyHa monyJiamus

Kato 51JI0 HEXKCIIAHUTE CHOUTHSA IIpyu NCJUAaTPUIHU MAIUCHTU Ca CXOJHHU IO YC€CTOTAa U BUJ C TC3HU,
Ha6HIOI[aBaHI/I IIPpYU BB3PAaCTHU MAIIUCHTH.

TabauyeH CIUCHK HA HEXKEIAHUTE pCaKnnu

HpCHCTaBeHI/IHT CIIMCBK Ha HEKCIIAHUTEC PCAKIUU € 6a31/1paH Ha OIIMTa OT KJIMHWUYHU IPOYYBAHUA U
HOCTMapKETHHIOBHSI OIHT U € MPEACTaBeH 1o cucTeMo-opranau kinacose (SOC) u yectora B Tabnuna
7 mo-pmoiny: muoro vectr (> 1/10); wectn (> 1/100 mo < 1/10); mewectn (> 1/1 000 mo < 1/100): penxu
(>1/10 000 mo < 1/1 000); u ¢ HEeM3BeCTHA YeCTOTa (OT HAIMYHUTE TAHHU HE MOXKeE J1a ObJie
HaIrpaBeHa OIeHKa). B paMKkuTe Ha BCSKO rpyIUpaHe 1Mo 4YeCTOTa HeXKEIaHUTe PEaKIiy ca
NPE/ICTaBEHH B HU3XOIAII PeJl 110 OTHOIICHHE HA CEPUO3HOCTTA. BKiFoueHa e Hali-BUCOKaTa 4ecToTa,
HaOJrolaBaHa Npy pazuyHuTe nokasanus. B kononara SOC ce mosiBsiBa 3Be3anuka (*), ako numa
JIOITBTHUTETHA WHOPpMAIHsI Ha APYTo MsacTo B Touku 4.3, 4.4 u 4.8.

Tabanna 7: Hexenanu peakuun

Cucremo-opraniu

YecroTa Hexenana peakuust
KJIacoBe
WNudexunu u MHoro yectu Nudexnnn Ha qUXaTEHUTE MBTUINA (BKIFOYUTEITHO
nHpecTarun™ WH(EKIUS Ha TOTHUTE U TOPHUTE TUXATEITHH

MIBTHILA, THEBMOHWYSI, CHHY3HT, (JapUHTHT,
Ha30(hapUHTUT U XEPIIEC BUPYCHA THEBMOHMS)
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CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

He:xenana peaknus

Yectn

CucteMHu HHGEKINH (BKIIOYUTEIHO CETICHUC,
KaHIUI03a ¥ TPHII),

WNuTectnnanan nHGEKINN (BKIIIOYUTETHO BUPYCEH
racTPOCHTEPUT),

WNHdexnuy Ha KOXKaTa U MEKUTE ThKaHH
(BKITIOUMTEITHO TAPOHUXHS, LEITYIIUT, UMIICTHTO,
HEeKpoTH3upam] GpacuuT 1 Xeprec 30cTep),
WNudexnun Ha yxoTo,

Wudexunn Ha ycTHaTa KyXUHA (BKIFOYUTEITHO
XepIiec CUMIUIEKC, OpaJieH Xeprec 1 HH(EKIn Ha
3B0UTE),

Nudexin Ha BE3IPOU3BOIUTEIHATA CHCTEMA
(BKITIOUMTEITHO BYJIBOBarMHAIHA MUKOTHYHA
UH)EKIHs),

WHdexnuy Ha TUKOYHHUTE IBTULIA (BKIIOYUTEITHO
MUENOHEPPUT),

I'eOuunm napekuny,

CraBHH HHPEKIHN

Heuectu

Hesponornunu nadexiin (BKIIOIATEITHO BUPYCEH
MEHUHTHUT),

OnopTIOHUCTHYHU HHDEKIIMU U TyOepKy103a
(BKITIOUMTEITHO KOKIIUANOUTIOMUKO3a,
XHCTOIUIa3MO03a U HHPEKIUS IPUINHEHa OT
mycobacterium avium complex),

baxTepuanan nadexum,

Ounn nHEKINH,

JuBepTuKy/UT Y

Heomnazmu —
IO0OpPOKaYeCTBEHH,
3JI0KQYE€CTBEHU U
HeorpeaeneHu (BKII.
KUCTH H TTOJIMITH ) *

Yectu

Pak Ha KoXkaTa, C U3KIIIOYEHUE Ha MEIaHOM
(BKJIIOUMTENHO 0a3aTHOKIEThUEH KapLMHOM U
TUIOCKOKJIETHYEH KapI[THOM),
JlobpokauecTBeHH HEOIIa3MHU

Heuectu

Jlumpom™*,

ConuTHY TYMOPH Ha BBTPEIIHUTE OPTaHu
(BKJIFOUMTEITHO pakK Ha r'bpJaTa, HEOIIa3MH1 Ha
OennTe TPOOOBE U IMUTOBHHATA KIIE3a),
Menagom**

Penxu

JleBkemus)

C HensBecTHA
4ecToTa

XenarocmieHaneH T-kneTbued mumdom?,
Mepken-KiIeThYeH KapIiuHOM (HEBPOCHIOKPUHEH
KapLUHOM Ha Koxata)?, Capkom Ha Kaposi

Hapymenus Ha KpbBTa U

MHoro uectu

JleBkOoTIeHHS (BKITIOYUTETHO HEYTPONICHHS U

numbHaTa cuctema® arpaHyJoLuTo3a),
AHemust
Yectu JleBKommMTO3A,
TpomOoruTOTICHHS
Heuectn Wnuronatinana TpoMOOIIMTOIEHUYHA ITypITypa
Penxu [Tanmuronenus
Hapymenus na umynnara | Uectu CBpPBXUYBCTBUTEITHOCT,

cucrema*

Aneprun (BKIIFOUUTETHO CE30HHU aJICPTHH)
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CI/lCTeMO-OpFaHl{l/I

YectoTa He:xenana peaknus
KJacoBe
Heuectu Capxougosa?,
Backynur
Penxu Anadunaxcust

Hapymienns Ha
MeTaboIn3Ma U
XPaHEHETO

MpHnoro uectu

[loBumenu nunuau

Yectu

XATOKaIHEeMHS,

[loBumeHa NMKoYHa KUCEINHA,
OTKJIOHEHUS Ha HATPUA B KPBBTA,
XumoKaaueMus,
XUNepriuKeMus,
Xunogocharemus,
Jexunparanus

IIcuxuynu HapyLIEHUS

Yectun

[TpomeHu B HACTPOECHUETO (BKIIOUUTEIHO JETIPECHSI),
TpeBoxHOCT,
be3cpHnE

Hapymienus Ha HepBHaTa
CHUCTEMA

MpHoro uectu

I'maBoOoue

Yectn [lapecre3nn (BKIFOUNATEITHO XUTIECTE3HSA),
MurpeHa,
Komnpecus Ha HEpBHO KOpeHYe
Heuectu MO3BbYHOCHIOBH UHIIUICHTHY,
Tpemop,
Hesponatus
Penku MHoxecTBEHa CKIep03a,
Jemuenuuusupanii HapyieHus (HeBpUT Ha OYHHUS
HepB, cunapoM Ha Guillain-Barré)?
Hapyuienus Ha ounte Uectn Hapyiienue Ha 3peHueTo,
KoHIOHKTHBHT,
bnedapur,
IlonyBaHe Ha ounTe
Heuectu Hurionus
Hapyuienus Ha yxoTo u Uectn Bepruro
nabupuHTa
p Heuectu I'nyxora,
TuHuTyC
Cbpaeunn HapymeHus ™ Yectn Taxukapaus
Heuectn Muoxkapzen uadapkr?,
Aputmus,
3acToiiHa chp/IeYHa HENOCTATBYHOCT
Penxu CobpraedeH apect
Cb10BU HapyIICHUS Uectn XuneproHus,
3auepBsBane,
XemaToM
Heuectn AHeBpH3Ma Ha aopTaTa,

Oxuty3ust Ha apTepUAIHUTE ChIIOBE,
Tpombodnedut
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CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

He:xenana peaknus

Pecnuparopuu, rpbaHN 1
MeINaCTHHATHH
HapymeHus ™

Yectn

ActMma,
Jucmaest,
Kammmnma

Heuectn

Benoapoben em6onuzbmY,

WNuTepcTunuanna 6enoapodHa doecr,
XponnyHa obcTpykTHBHA OenoapodHa bonecr,
IIneBMOHUT,

IIneBpanen u3aus

Penxu

Benoapo6ua ¢pubposa?

CromaiHo-4peBHI
HapyIICHHS

MpHoro uectu

Kopewmna 6omnka,
l'anene v noBpbIaHe

Yectun

KbpBeHe oT cromMalnHo-4peBHUS TPAKT,
Jlucroencus,

I'actpoesodareanna pedirykcHa Oomnecr,
Sicca cunapom (cyxora B ycTaTa)

Heuectu

[Tankpeartur,
Hucdarus,
OTOK Ha JIHLIETO

Penxu

UYpesna neppopanus’)

XenaroOunmapHu
HapylieHus™

MpHoro uectu

[NoBumieHn yepHOAPOOHN EH3UMH

Heuectu

XOJEUCTHUT U XOJISTUTHA3A,
YepHoapoOHa cTearosa,
[NoBuien ounupyOonH

Penxu

Xemnarwur,
PeaxtuBanus Ha xernatut BY,
ABTOMMYyHEH XenaTut)

C HeusBecTHA
qecToTa

YepHopobHa HeI0CTaThYHOCTY

Hapymenus Ha koxara u
MOAKOXKHATA ThKaH

MHoro uectu

OO0puB (BKITIOUUTETHO eKC(ONInaTHBEH OOPUB)

Yectu

BromaBane nim OTKIIIOUBaHE Ha IICOPUA3HC (BKII.
TIaJIMOTLIAHTAPEH MyCTYJI03€H copuasuc)”,
Yprukapus,

IlosiBa Ha CHHMHU (BKIIIOUUTEIHO MypIIypa),
JepMatuT (BKIIOYUTETHO €K3eMa),

OnuxoxJasa,

Xunepxuaposa,

Asornterus?,

[Ipypurtyc

Heuectu

Homno usnorssane,
[TosBa Ha Oene3u

Penxu

Epurema myntudopme?,
CunzipoMm Ha Stevens-Johnson 9,
Anruoenem?,
KoxeH BackysurY,

JIuxeHouIHA KOXKHA peaKuml)

C HeusBecTHA
4eCcToTa

Bromapane Ha cHMOTOMHTE Ha I[epMaTOMI/I03I/IT1)
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2)

CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

He:xenana peaknus

Hapymenns Ha
MYCKYJIHO-CKEJIEeTHATa

MpHoro uectu

MyckynHo-ckeneTHa 0oka

Yectn MyckynHY cria3Mu (BKIIOYUTETHO TIOBUIIICHA
cucrema u
KpeaTuHPOoCcHOKHHA3a B KPHBTA)
ChEIMHUTEHATA ThKaH
Heuectn Pabgomuonmsa,
CucTeMeH NyIryc epuTeMaToiec
Penku Jlynyc-nono6en cunapom”)
Hapymenns na Yectn VBpexnane Ha OBOpennTe,
OBOpennTe U MMKOYHUTE Xematypus
MBTUIIA
B Heuectn Hoxkrypus
Hapyuienus Ha Heuectn Epextunna muchyHKIms

BB3IPOU3BOAUTEIIHATA
CUCTEMA U I'bpaaTa

OO HapymeHus 1
e(eKTH Ha MACTOTO Ha

MpHuoro uectu

Peaknus Ha MACTOTO Ha UH)KEKTUPAHE
(BKJIFOUMTEITHO €PUTEM HA MACTOTO HA MHKEKTUPAHE)

MIpHUIIOXKEeHNE *
Uectn Bonka B o6macTTa Ha rpbIHUS KO,
OToK,
[Mupexcus?
Heuectn Br3nanenue
Uzcnensanus™ Yectn HapymeHus Ha koarynanusta U KbpBEHE

(BKJITFOUHTENHO YAbJDKaBaHE HA aKTHBHPAHOTO
MapIraIHo TPOMOOILIACTHHOBO BPEME),
[TomoxxuTeneH TecT 3a aBTOAHTUTENA (BKJIIOUUTEITHO
anTu-npoiHoBepmkHa JJHK anTutena),
[loBumeHue Ha JTaKTaT AEXUAPOTeHa3aTa B KPhBTA

C HensBecTHA
4ecToTa

IMoBuIIeHO Ter0?

HapansBanus, oTpaBsHus
U YCIOXHEHHUS,
BB3HUKHAIIU B PE3YJITAT
Ha UHTEPBEHLNHU

Yectu

Hapymeno 3a3apapsiBane Ha paHu

JIONBTHUTEITHA HH(pOPpMAIIsI MOXKe Ja Objie HamepeHa B Touku 4.3, 4.4 u 4.8

BKJIIOUHTEITHO OTBOPEHUTE MTPOABIDKEHNS Ha POYYBaHUITA

D' BKJIIOYHTENHO CMIOHTAHHO CHOOIABAHU JAHHH

MPOMSIHATA B TETJIOTO CIIPSIMO M3XOJHOTO HHUBO 3a ajianuMyMad Bapupa cpeano ot 0,3 mo 1,0 kg npu
MOKa3aHUATa MPH Bb3pacTHH B cpaBHEeHHUE ¢ (MuHyc) -0,4 1o 0,4 kg 3a nmane6o 3a nepuo/1 Ha JedeHne
ot 4-6 Mecena. YBeluueHHe Ha TErI0To OT 5-6 kg e HabmoaaBaHo M MPH ABIATOCPOUYHHU NPOIBILKEHHS
Ha MPOYYBAHHUS ChC CPEeIHA EKCIIO3ULUS OT OKOJIO 1-2 roanHu 0e3 KOHTPOJIHA IPyMa, 0COOEHO MpH
nanueHTH ¢ 6onect Ha Crohn u yniepo3eH KonuT. MexaHu3MbT 3aJ1 TO3U eEeKT He € SICeH, HO MOXKe
Jla € CBbP3aH C IPOTUBOBB3NATUTETHNS €PEKT Ha aJaauMyMa.

['HOeH XuapaJeHuT

[IpodpmrbT Ha Ge3omacHOCT 3a mauueHTu THoeH xuapaaeHut (I'X), JexyBanu ¢ aganumymad
€KeCEeIMUYHO, ChOTBETCTBA HA M3BECTHUS MPO(1iI Ha 6€30MaCHOCT Ha agaTuMyMao.
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YBent

IMpoduabT Ha 6€30MACHOCT MPH MAIMEHTH C YBEUT, JIEKYBaHHU C aIaTuMyMal Mpe3 ceaAMuUIIa, ¢ B
CBHOTBETCTBHUE C TIO3HATHUS PO Ha OE30IIaCHOCT Ha alaTUMyMa0.

Onncanne Ha N30paHU HEXEIAHU PEAKIIUU

Peaxyuu na msicmomo ma undicekmupane

B ocHOBHHTE KOHTPOJIMPAHN U3MUTBAHMUS IPU BB3PACTHU U fena 12,9% oT manueHTuTe, IeKyBaHH C
agaruMyMa0, ca pa3BHIIM PEaKIMU Ha MSICTOTO Ha MH)KEKTHPaHE (€pUTEM H/UITH ChPOEK, KPhBOU3JIUB,
00JIKa WK TIOJIyBaHE) B CpaBHEHHE ChC 7,2% OT MAIIMEHTUTE, MOJTyJaBallly TU1ale0o Wik akTHBHA
KOHTpoOJa. Peaknmure Ha MACTOTO HAa MHXKEKTHpaHe OOMKHOBEHO HE HallaraT MpeKpaTsBaHe Ha
JICKapPCTBEHUS IPOAYKT.

Ungpexyuu

B ocHOBHHTE KOHTPOIMpPAaHU U3NHUTBAHUS IIPY BH3PACTHHU U Jlela YecToTaTa Ha nHdekmusaTa ¢ 1,51 Ha
IMAMEHTOTOIMHA IIPY NALIUEHTUTE, JIEKYBAHU C aI[aJII/IMYMa6, u 1,46 Ha MalIMEHTOTOMHA TIPU
NalUeHTHTE, JEKyBaHH C Mmianedo U ¢ akThBHa KOoHTpoia. MHdekunuTe ce chbCTOSAT IPEAUMHO OT
Ha30(apuHruT, MHGEKIHS Ha TOPHUTE JUXATEIHN IbTUILA U CUHY3UT. [loBedeTo nauueHTu
NPOABIDKABAT C aaTUMyMal Ciie]] OTIIYMSsIBAaHE Ha MHPEKIHSTA.

Yecrotara Ha cepuosznute nHpeknnn e 0,04 Ha marueHToroAnHa Py MalueHTH, JIeKyBaHU C
aganmumyma0, u 0,03 Ha manKMeHTOroAMHA MPY NMAIUEHTH, JIKYBAHU C I1ae00 U ¢ aKTHBHA KOHTPOJIA.

[Ipy KOHTPOIMPAHU M OTKPUTH NMPOYIBAHUS Ha aIATMMyMal NPU BB3PACTHU U TIEAUATPHYHA
MIAIMEeHTH Cca TOKJIaBaHU CEPHO3HN MHQEKITUH (BKIIFOUNTETHO (haTaTHu MHPEKINH, KOUTO ca ce
MOSIBSIBAJIM PSIIKO), KOUTO BKIIFOYBAT CHOOIICHHUS 32 TyOepKyy103a (BKIIOYUTEIHO MUJIMAPHA U C
n3BBHOEN0IPOOHA JTIOKATN3AIIKs) U MHBa3UBHU ONOPTIOHUCTHYHN MH(EKINH (Harp. JUCEMUHUPaHA
WY N3BBHOEII0IPOOHA XHCTOIIIa3M03a, 0J1aCTOMHUKO03a, KOKIIUIMOMIOMHKO32, THEBMOIHCTO3a,
KaHAMJ03a, acTiepruiio3a u iucteprosa). [loBedero ot ciryuante Ha TyOepKyi03a Bb3HHKBAT Tpe3
IBPBUTE OCEM MECella Clie/I 3all0YBaHe Ha TepanusiTa 1 MOXKe J1a 0Tpa3siBaT PEIUIUB Ha JIATCHTHOTO
3a0oIsBaHe.

3noxkavecmeenu 3a60126anua u IUMGPOnporUPepamuerHu HapyueHus

He ca naGmronaBanu 31m0kauecTBeH 3a00s1BaHuA IpU 249 neANaTPUYHU MAUEHTH C EKCIO3U LM
655,6 nauMeHTOroIMHY MO BpeMe Ha U3MHUTBAHUA Ha aJaquMyMal MpH MAHEeHTH C IOBEHUICH
WIMOTIaTHYEH apTPUT (MTOJUAPTHKYJIApPEH I0OBSHUJICH UIMOTIATHYECH apTPUT B apTPUT, CBBP3aH C
ente3ut). OCBEeH TOBa He ca HAOJIOIaBaHM 3JI0Ka4eCTBeHU 3a00siBaHus pu 192 nenuarpuaHu
NaIMEHTH C eKCIo3uuus oT 498,1 manueHToroAM N 10 BpeMe Ha W3IUTBAHUS C afaIuMyMal rpu
neauaTpudHu nanueHTH ¢ 6onect Ha Crohn. He ca HabnronaBaHu 370Kka4ecTBEHH 3a00IIBaHUS TTPH
77 meguaTpUYHU NaIueHTH ¢ ekcro3urus oT 80,0 MaMeHTOroJMHY 110 BpeMe Ha U3MUTBaHE C
ajanuMyMal MpH NeIuaTpuyHy NAlMEeHTH ¢ XPOHWYEH IUIakaTeH ncopuasuc. He ca HabmogaBann
3JI0Ka4eCTBEHH 3200 sIBaHUS IPH 93 MeIuaTpUyHH NAlUEHTH C eKCIIO3ULUS OT 65,3 manueHTOroJuHA
M0 BpeMe Ha KIIMHUYHO WU3MUTBaHE C aIalUMyMal MPH TIeTUATPUYHH MAIIMEHTH C YIIIEPO3eH KOJIUT.
He ca naGmronaBanu 31n0kadecTBeHu 3a00sBanus npu 60 ne1uaTpUuHH MAUEHTH C €KCIIO3ULIUS OT
58,4 manMeHTOroJMHMU 110 BpEME Ha M3MUTBAHE C aAaIuMyMal Mpy NeIuaTpUYHH NAIUEHTH C YBEHT.

ITo Bpeme Ha KOHTPOJIMPAHUTE YaCTH OT OCHOBHUTE M3MUTBAHUS Ha aJalMMyMal TIpH B3PaCTHU C
MPOABIDKUTEITHOCT Hali-Maliko 12 ceMUIM TTPH MAIIMEHTH C YMEPEH JI0 TEXBK aKTHBEH PEBMATOUICH
aptput, AC, akCHaJIeH CIIOHIUIIOAPTPHUT Oe3 peHTreHorpadcku 1annu 3a AC, copuaTuieH apTpurT;
nicopuasuc, ['X, 6osect Ha Crohn, yiepo3eH KOJIHUT U YBEUT, 3JI0KaYeCTBEHHU 3a00IsIBAHHS, PA3INIHH
oT TUM(OM U HEMEJTAaHOMEH KOXEH pak, ca HaboqaBanu ¢ yectora (95% noBepuTelieH HHTEPBAI)
6,8 (4,4, 10,5) na 1 000 nmarpenroroauuu npu 5 291 manueHTH, JIEKyBaHU C aJaluMyMa0, CIIpsiMo

6,3 (3,4, 11,8) ma 1 000 manmenToroauuu mpu 3 444 KOHTPOIHY MAIMEHTH (CpeaHaTa
MPOIBLIDKUTEITHOCT Ha JieueHneTo € 4,0 Mecerna 3a ananmnMmymad u 3,8 Mecena 3a MalueHTUTe B
KOHTpOJHUTE Tpymu). YecroraTa (95% noBepuTenicH HHTEPBa) HA HEMEIAHOMEH PaK Ha Ko)Kara €
8,8 (6,0, 13,0) Ha 1 000 marMeHTOrOAMHU CPeJ MALMEHTHUTE, JIEKYBaHH ¢ aganumymao, u 3,2 (1,3, 7,6)
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Ha 1 000 manueHTOTOANHY cpel KOHTPOIHUTE TartieHTH. OT T3 KOKHH KapIIHHOMH,
TUIOCKOKJIETHYHH KapIIMHOMH ce ToABsiBat ¢ yectora (95% mosepurenen uarepsan) 2,7 (1,4, 5,4) Ha
1 000 marueHTOrOAMHYU Cpejl JIeKyBaHUTe ¢ ananumymad naruenty, u 0,6 (0,1, 4,5) Ha

1 000 manmeHTOroAMHM Cpell KOHTpoNHUTe nanueHTd. Yectorara (95% moBepuTescH UHTEpBai) Ha
mumdommure e 0,7 (0,2, 2,7) Ha 1 000 maruieHTOronnHN cpel MAIUeHTHTe, JIEKYBaH! C aIaTuMyMal, u
0,6 (0,1, 4,5) ma 1 000 manKMeHTOroUHHU CPe KOHTPOJIHHUTE MALlUCHTH.

IIpn xoMOMHMpaHe Ha KOHTPOJIMNPAHNUTE YACTH HA T€3U MPOYIBAHUS C MPOIBIDKABAIINTE 1 3aBBPIICHN
OTBOPEHH MPOABIDKEHHUS Ha MMPOYYBAHUATA C MEAMAaHa Ha MPOIBIDKUTETHOCT PHUOITU3UTEITHO

3,3 roauHu, ooxBamamy 6 427 naueHTy U nosede oT 26 439 manueHTOroANHA Teparus,
HaOJI0/JaBaHaTa YECTOTA Ha 3JI0KAYCCTBCHUTE 3a00JISIBAHUS, PA3JIMYHHA OT JTUM(POM U HEMEITAaHOMHHU
dhopMu Ha KOXEH pak, ¢ nmpuodamurenHo 8,5 aa 1 000 manmenToroauau. HabmrogaBanata dectoTa Ha
HEMeJTaHOMHHU (OPMHU Ha KOKeH pak € mpuoausutenno 9,6 na 1 000 mauueHToro uHy, a
HaOJI0JaBaHaTa 4YecToTa Ha uMdomu € pudau3utenHo 1,3 Ha 1 000 narueHToroauHY.

B nepuoga Ha noctmMapkeTHHroBus onut ot sinyapu 2003 r. no nekemBpu 2010 r., npeIUMHO pu
MAIMEHTH C PEBMATOHUJICH apTPUT, YECTOTATa HA CIOHTAHHO CHOOIIEHUTE 3JI0KaYeCTBEHH
3abonsaBanus e mpubausuTenHo 2,7 Ha 1 000 marperToronuHu Tepanus. YecToTuTe Ha CHOHTaHHO
CHOOIIEHNTE HEMEITAaHOMHHY (POpMH Ha KOXKEH pak 1 JIuMpoMu ca cboTBeTHO npuonuzutenHo 0,2 u 0,3
Ha 1 000 marueHTOrOAMHU Tepanus (BXkK. Touka 4.4).

Nma cpobmieHns 3a peiku MOCTMAPKETHHTOBH CIyYad Ha XenaToldreHa eH T-kierhueH TuMboM mpu
MAIUCHTH, JIEKYBaHU ¢ afatumMyMal (BxkK. Touka4.4).

Aemoanmumena

[TanpeHTHTE Ca UMAIM CEPyMHH NTPOOH, TECTBAHM 3a ABTOAHTHUTENA B MHOXKECTBO BPEMEBH TOUKH B
MpOy4YBaHUs 3a peBMaTouieH apTpuT I — V. B Te3u usnursanus npu 11,9% ot nmanuenTure, 1eKkyBaHU
¢ ananumymao, u 8,1% oT marueHTuTe, JIEKyBaHH ¢ TUIale0o U ¢ aKTUBHA KOHTPOJIa, KOUTO ca OMiu
OTpHLIATEITHH 332 aHTUHYKJICAPHU aHTUTeNa HAa U3XOJHO HUBO, C€ ChOOIaBa 3a MOJIOKHUTEIIHU TUTPH B
Cenmunia 24. JIsama nareHTs ot 3 441 nanueHTy, JeKyBaHH ¢ aJaliMyMad BbB BCHUKH MTPOYYBaHUS
Ha pEBMAaTOMJIEH apTPUT U NICOPUATHYEH apTPUT, Ca PA3BIIN KIMHUYHH MIPU3HAIM, TTPEINOIaramiy
HOBOIIOSIBUII Ce JIyIyc-miojo0eH cunapom. [lannenTture ca ce mogoOpuiu cien npekpaTsBaHe Ha
TepanusTa. HaMa nmanuenTy, pa3Buiy JynyceH HepuT WM CUMIITOMHU Ha LIEHTpaJIHaTa HEPBHA
CUCTEMA.

Xenamobunuapuu cooumus

B xonTponupanu m3nuTBanus gasza 3 Ha aganuMymad NpH NaUeHTH ¢ peBMATOH/ICH apTPHT U
MICOPUATUYCH apTPUT C KOHTPOJIHA MPOIBDKUTETHOCT B Arana3oHa ot 4 1o 104 ceamuIy, moBUIleHN
HuBa Ha ALT > 3 x ULN ca na0ironaBanu npu 3,7% OT NaniMeHTUTe, JIEKyBaHU € alaluMyMad, U IpH
1,6% OT KOHTPOJIHHUTE MAIUEHTH.

B konTpOnmpanu m3nurBaHug ¢asa 3 Ha azanuMyMad Ipu MalUeHTH ¢ NOJIUAPTUKYIapeH IOBEHWICH
WAMONAaTHYEH apTPHUT, KOUTO ca OMJIM Ha BB3pacT OT 4 10 17 roguHu, v CBbP3aH C €HTE3UT apTPHT,
KOUTO ca OWJIM Ha Bb3pacT OT 6 10 17 roaunu, nosuinenu HuBa Ha ALT > 3 x ULN ca ce nosiBuiu
npu 6,1% oT manueHTuTe, JIEKyBaHu ¢ agaauMymad, u npu 1,3% oT KOHTPOIHUTE MAllUEHTH.
IToBeuero noBumenus Ha ALT ca HacThIIWIM TPU €AHOBPEMEHHOTO M3MOI3BaHE HA METOTPEKCAT.
Hsama nopumienust Ha ALT nuBata > 3 x ULNB B u3nurBaneto (aza 3 Ha aganumMyMmad mpu MaldeHTH
C TIOJIMAPTUKYJIApEH I0BEHWIICH UANONIATHYEH apTPUT, KOUTO ca OMiIM Ha BB3PAcCT OT 2 A0 < 4 TOJUHH.

B xoHTponHMpanu u3nuTBaHus ¢asa 3 Ha aganuMymal Ipy NeauaTpUYHH nanueHTH ¢ 6onect Ha Crohn
W YJILIEPO3EH KOJIUT ¢ KOHTPOJIEH MepHol, Bapupail ot 4 1o 52 cenqmunu. [Topumenue Ha ALT > 3 X
ULN ce nabmopmasa npu 0,9% oT nanueHTure, JieKyBaHu ¢ aganumymao, u 0,9% oT manueHTHTe ¢
KOHTPOJIMPAHO JICUCHHUE.

B usnurBaneTo ¢aza 3 Ha ajanuMymad Npu MeuaTpuiHu manuenTy ¢ 6onect Ha Crohn, B koeTo e

OIICHCHA e(l)I/IKaCHOCTTa u 0e30MmacHOCTTa Ha ABC MOAABbPIKAIIN CXCMHU Ha IMpUJIaraHe, KOpurupanu
CIIpsIMO TEJIECHOTO TCIJIO, CJIICA BbBEXKAIlla, KOpUThupaHa CIIpAMO TEJIICCHOTO TETJIO, T€PAIIuid, 10
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52 cenqmunu nedenue, nosumeHne Ha ALT > 3 x ULN e Hactbimio npu 2,6% (5/192) ot nanuenrture,
OT KOWTO 4 ca MoJTy4aBaliid ChITHTCTBAIH UMYHOCYITPECOPH Ha U3XOJIHO HHUBO.

B xoHTpOnupanu u3nutBanus ¢asa 3 Ha ananuMymad Ipy NAIMEeHTH C IJIAKaTeH MCOPUA3UC C
KOHTPOJIHA IPOIBIDKUTEIHOCT B AHana3oHa oT 12 1o 24 ceamuiiy, moBuineHd HuBa Ha ALT > 3 X
ULN ca nabmonaBanu npu 1,8% oT manuedTure, JeKyBaHu ¢ aganumyMad, u npu 1,8% ot
MAIUCHTHUTE, JICKYBaHH C KOHTPOJIA.

B usnutBaneTo ¢asza 3 Ha aganuMymad Npy MMeMaTpUIHH MAIUSHTH ¢ TUIAKATeH TICOPUa3uc He ca
HacTem nosumrenus Ha ALT > 3 X ULN.

B xoHTpOnmpann m3nuTBaHus Ha agannMymad (Hadamau 1o3u ot 160 mg Ha Cenmurna 0 u 80 mg B
Ceamuua 2, nociensanu ot 40 mg Besika ceaMua, 3anousaiiku ot Ceamuna 4), npu nauueHTn ¢ ['X ¢
MPOABIDKUTENHOCT Ha KOHTPOIHUS nepuof oT 12 no 16 cenmury, nosumenue Ha ALT >3 x ULN e
HacTermio npu 0,3% OT manueHTHTe, JIeKyBaHu ¢ aganumymao, u pu 0,6% oT KOHTpOTHHUTE
TIAI[UEeHTH.

B xoHTpOonmpaHu W3nUTBaHUS Ha aganuMymad (repBoHavanHu 103 oT 80 mg B Ceqmuia 0,
nocneaBann ot 40 mg npe3 ceaMuIa, 3anouBaiiku ot Ceamuna 1) Ipu Bp3paCcTHU MAIMEHTH C YBEHT
1o 80 cenMuIM ChC CpeiHa ekcrno3unus oT 166,5 nau u 105,0 1HU CHOTBETHO MPH MAIUCHTH,
JISKYBaHHM C aIajlTUMyMa0, U MPU KOHTPOJIUTE, ¢ nMaio nosuiierne Ha ALT > 3 x ULN mpu 2,4% ot
NalUEHTHTE, JEKyBaHH ¢ aganumymad u 2,4% OT MalMeHTUTE B KOHTPOJIMTE.

B konTposnupanoTo (aza 3 u3nuTBaHE HA aJATMMyMa0 MPH MAUEHTH ¢ TICAUATPHYCH YIILIEPO3CH
kosut (N = 93), orensBamnio ehuKacHOCTTa U O€30MAaCHOCTTa Ha MouIbpxaria 1o3a 0,6 mg/kg
(makcumanto 40 mg) npes cenmunia (N = 31) u mogaspxaiia go3a 0,6 mg/kg (Makcumanao 40 mg)
Beska ceamuna (N = 32) cier KOpUrHpaHa Crope/] TEIeCHOTO TErIo HHAYKIIMOHHA 103a 2,4 mg/kg
(makcumaino 160 mg) Ha Cenmunia 0 u Cenmuna 1, u 1,2 mg/kg (makcumanto 80 mg) na Cenmuna 2
(N = 63), wau uaayKIMOHHA f03a 2,4 mg/kg (MakcumanHo 160 mg) va Cenmura 0, mamne6o Ha
Cenmuna 1 u 1,2 mg/kg (Makcumanno 80 mg) na Ceamuna 2 (N = 30), noBumenust Ha ALT

>3 X ULN ce natmonasar mipu 1,1% (1/93) ot manuenTure.

3a BCUUKM NOKA3aHUsI B KIMHUYHUTE U3MUTBaHUs NanueHTure ¢ nosuuend ALT ca Ounn
ACHMIITOMaTHYHH U B TTOBEYETO CITyYad HAOII0AaBaHOTO TIOBUIIIEHHE € OWIIO MTPEXOIHO U € OTHIYMSIIO
IpH IIPOIbJDKaBaHe Ha JiedeHueTo. FimMa obayue n mocTMapKeTHHIOBH ChOOIICHHS 32 YEPHOAPOOHA
HEJOCTaThYHOCT, KaKTO M 32 IMO-MaJIKO TEKKH YepPHOAPOOHU HApYyIICHHS, KOUTO MOXKeE J1a IPEAX0XKIaT
qepHoI[p06Ha HEAOCTATBYHOCT, KaTO XCIIAaTUT, BKIIIOUUTCIIHO aBTOUMYHCH XCTIATUT IIPU MAIIUCHTH,
MoJTy4YaBaIly afainMyma.

E/1HOBpEMEHHO JIEYEHHUE C a3aTUONPUH/6-MEPKAIITONYPUH

Ipu npoyuBanust npu 6osiecT Ha Crohn mpu Bh3pacTHU ca HAOIIOIaBAaHH MO-BHCOKH YECTOTH Ha
3JI0KAYECTBEHHU U CEPHO3HU HEXKETAHU ChOUTHS, CBbP3aHH ¢ MHMEKITUH, TIPH KOMOWHAIIUATA OT
ajaauMyMab 1 a3aTHOTIPHH/6-MEPKAITOIYPHH B CPABHEHHE CHC CAMOCTOATETHO TIPHIIaraH
aganmumMymao.

Cpo011aBade Ha OA03MPAHU HEXKEIAHN DEAKIINHU

C’BO6H_[aBaHeT0 Ha NOAO03UPAaHU HECIKCIIaHU PEaKIIUU CIICA Pa3pClIaBaHC 3a yHOTpC6a Ha JICKapCTBCHUA
IMPOAYKT € BaXKHO. Tosa mo3BosBa Ja IpoaAbJIKA HaGHIOlIeHI/IeTO Ha CbOTHOIICHUETO HOH3a/pI/ICK 3a
JICKApPCTBCHUA IPOAYKT. Or MECIHUIIMHCKUTEC CIICHUaAJINCTH CEC H3HUCKBA Ja CT)O6H_IaBaT BCsKa
[mog03"paHa HECXKCJIaHa pCaKd Ype3 HAllMOHAJIHA CUCTEMaA 3a C’[>06H.[aBaHe, IIOCOYCHA B

[punoxenue V.
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4.9 Ilpemo3upane

He e HabnroaBaHa J1030JIMMUTHpPAIIa TOKCHYHOCT IO BpeMe Ha KIIMHUYHY U3MUTBaHus. Haii-
BHCOKOTO OIEHCHO JI030BO HUBO € MHOTOKPAaTHU MHTPaBeHO3HU 1034 oT 10 mg/kg, koeTo e
MPUOIM3UTEITHO 15 ThTH MpenopbhUNTETHATA 1034,

5. ®APMAKOJIOTTYHU CBOMCTBA

51 d@apmakoaMHAMMYHU CBOiiCTBa

dapmakoTepaneBTHYHA rpymna: IMyHOCYIpecopH, HHXUOUTOPH Ha TyMOP-HEKPOTH3HpaIl (HaKTop
anda (TNF-0).ATC xox: LO4AAB04

Hukyndra e 6uonornuno nogo6eH nexkapctBeH npoaykt. [logpoOHa mHpOpManms e mpegocTaBeHa Ha
yebOcaiita Ha EBporneiickara areHmus mo jiekapcrata http://www.ema.europa.eu.

MexaHnU3bM Ha IEWCTBUE

Ananmumymab ce cebp3Ba crienuduuao ¢ TNF u neyrpanusupa 6nonornunata ¢pynkuus Ha TNF upes
OJoKMpaHe Ha B3aUMOJIeHCTBIETO My ¢ perienitopute Ha TNF Ha kieTh4uHaTa MOBBPXHOCT Ha p55 1
p75.

Ananumymal MOAYIUpa ChIIO OMOJOTUYHUTE OTTOBOPH, KOMTO Ca HHAYIHPAHH UIIN PETYITUPAHH OT
TNF, BKIIOUNTEIHO IPOMEHUTE B HUBATa HA aJXE€3HOHHHUTE MOJIEKYJIN, OTTOBOPHHU 3a JIEBKOL[UTHATA

murpamus (ELAM-1, VCAM-1 u ICAM-1 ¢ ICsp ot 0,1-0,2 nM).

dapmakoguHAMUYHU e(DEKTU

Cren nedenue ¢ ananumymad ce HaOIro1aBa Obp30 HaMalsIBaHEe Ha HUBAaTa HAa MapKEPHUTE HA OCTpaTa
¢aza Ha Bp3manenuero (C-peakruser nporeud (CRP) u ckopocT Ha yTasBaHe Ha €pUTPOLIUTHTE
(CYE)) u Ha cepymante niutokuau (IL-6) B cpaBHEHHE C H3XOHUTE HHUBA IIPH MAIUEHTH C
peBmatoneH aptput. CepyMHUTE HUBA HAa MaTpu4HHUTE MeTtaionporentasu (MMP-1 u MMP-3),
KOUTO BOJAT J0 peMOJIeMpaHe Ha ThKaHUTE, OTTOBAPSIIO 33 pa3pylIaBaHEeTO Ha XPYIIsia, ChIIO ca
HaMaJIeH!U clie[l Ipuwiaraie Ha aganumyma0. [lanmenture, nekyBanu ¢ afanuMyMmad, OOMKHOBEHO
uMat NoJ00peHHE B XEMAaTOJOTMYHHUTE MPU3HALN Ha XPOHUYHOTO Bb3MaJICHHE.

bbp3o HamansBane Ha HuBata Ha CRP cnieq nedyenue ¢ aganumymab e HaOJII0AaBaHO CHIO TaKa MPH
NaMEeHTH C MOJIHAPTUKYJIApEH I0BEHWIEH HANONIATHYEH apTpuT, Oonectra Ha Crohn, yniepo3eH
koymT 1 I'X. [Ipu nanmentu ¢ 6onecrra Ha Crohn ce HabIrOIaBa HaMalsiBaHE Ha OpOst Ha KIIETKUTE,
eKCIIPeCUpAIH B3NAJIUTEIHH MapKepH B 1e0eI0TO YepBO, BKIFOYUTEIIHO 3HAYUTETHO HaMAJIsIBaHe Ha
excripecusita Ha TNFo. EHIoCKoNCKH Ipoy4YBaHus BbpXY YpEBHATA JIMTABHIIA TOKA3BAT
JIOKA3aTeJICTBA 32 3a3/[paBsBaHE HA JIMTABUIIATA [P MAIIMEHTH, JEKyBaHH C aJaauMyma0.

Kinnanuna edukacHocT 1 6€30aCHOCT

Pesmamouden apmpum

Anmamumymab e ornierer npu Hax 3 000 manueHTn BB BCHUKY KIIMHWUYHY U3MUTBAHS 32 PEeBMATOUICH
aptput. EduxacHoctTa 1 6€30macHOCTTa Ha agaauMyMad ca OLEHEHHU B IET paHJOMU3UPAHH,
JIBOMHOCJIEN 1 J00pe KOHTPOJIMPAaHU poyuBaHus. HsIKoW MallMeHTH ca JIEKyBaHH C
npoaskuTeaHocT 10 120 mecena. bonkara Ha MACTOTO Ha WHXKEKTHPaHE HA aTaTnMyMad

40 mg/0,4 ml e orieHeHa B JBe paHJIOMU3UPAHU, AKTHBHO KOHTPOJIMPAHH, € THHUIHOCIICITN
KPBCTOCAHH MIPOYUBAHUS C ABa MEPUOJA.

IIpoyuBane I Ha peBmaTongaus aptpuT (PA) e onensiBano 271 manueHTH ¢ yMEPEHO /10 TEKKO

M3pa3eH aKTUBCH PEBMATOUJICH apTPUT, KOUTO ca OMIIM Ha Bh3pacT > 18 roauHu, mpoBenu ca
HEYCIIENIHO JIEYeHHE C TIOHE eUH MOAN(HUIHpaI 3a00IIBAaHETO AaHTUPEBMATHYEH JIEKaPCTBEH
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MIPOIYKT M Ca MMAJIA HEJAOCTAThYCH e(PEeKT OT MpHIaraHeTo Ha METOTpeKcaT B 103 oT 12,5 mo 25 mg
(10 mg npu HETOHOCUMOCT KbM METOTPEKCAT) CEAMUYHO, M YHSTO 71032 METOTPEKCAT € OCTaHasa
noctossHHO Ha 10 10 25 mg ceqmuuno. [o3u ot 20, 40 uiu 80 mg aganmumymad win miaredo ca
JIaBaHU MPe3 CeIMUIIA B MPOIbIDKCHIE Ha 24 CEMMUIIH.

IIpoyusane Il Ha PA e onensBano 544 mamueHTH ¢ yMEPEHO JI0 TEXKKO N3pPa3eH aKTHBEH PEBMATOUICH
apTPUT, KOUTO ca OWJIM Ha BB3pacT > 18 TOAMHM U ca TPOBEIH HEYCIICITHO JICUCHHUE C IIOHE STUH
MoauduImpar 3a00IIBaHEeTO aHTHPEBMaTHIeH poayKT. [Ipmmarann ca mo3u ot 20 uam 40 mg
amanuMymad upe3 MOJKOXKHO HHKEKTHPaHe Mpe3 CeAMUIIA ¢ TIAe00 B alTePHATUBHHUTE CEIMHUITA
WM BCSIKA CEJMMIIA, B TIPOIBIDKEHUE HA 26 CeIMUIIY; MIae0o € MpuiiaraHo BCAKa CEJMUIIA 3a ChITHS
nepuoa. He ca pazperienu apyru MoguduIippaiiy 3a00aIBaHETO aHTUPEBMATHYHY JICKAPCTBA.

[Ipoyusane Il Ha PA e onensBano 619 manueHTu ¢ yMepeHo 10 TEKKO U3pa3eH aKTUBEH
PEBMATOUICH apTPUT, KOUTO ca OWJIM Ha BB3PACT > 18 TOJMHM U KOUTO Ca MU HEC(PCKTUBCH
OTTOBOpP KbM METOTPEKcat B A03u OT 12,5 mo 25 mg niu ca nManu HemoHocuMoct KbM 10 mg
METOTpEeKcaT, MpujIaral Besika cenmMuna. B ToBa nmpoydBane nma tpu rpynu. [IspBarta momy4asa
WHKEKITUH I11a1e00 BCsKa CeAMMIIA B IPOABIDKEHUE Ha 52 cenmuiy. Bropara nonyuasa 20 mg
aganmuMyMal BCsIKa CeIMUIIA B IPOJbIDKeHne Ha 52 cenmunu. Tperara rpymna nomydasa 40 mg
aganmuMyMal Tpe3 CeIMHLIA C MHKEKIUH ¢ TUIaedo B aTepHATUBHU ceaqMuIiy. Cien npuKIoYBaHe Ha
mbpBUTE 52 cCeaMUIlM, 457 MAIMEHTH ca BKJIFOYCHU BBB (pa3aTa Ha OTKPUTO MPOABIDKEHUE, IPH KOSATO
40 mg ananumymMad/MTX ce mpuinara npes ceamuia 10 10 ronuHu.

IIpoyuBane Ha PA IV onensiBa ocHOBHO 0e30macHOCTTa IpH 636 MalMeHTH ¢ yMEpeH 10 TEXBK
AKTUBEH PEBMAaTOWJICH apTPHT, KOUTO ca Ha Bb3pacT > 18 roaunu. Ha nanuenTrte € OUiI0 pa3penieHo
Ja ObIaT HeJleKyBaHU ¢ MOAU(UUUpaIIy 00JIECTTa aHTUPEBMATUYHH JICKAPCTBa WK a OCTaHAT Ha
CBOSTA MPEIBAPUTENHO ChIIECTBYBAIla PEBMATOJIOTUYHA TEPAIIUs, IPY YCIOBHE Y€ TepanusiTa € Ouna
cTabuiiHa 3a Hail-Manko 28 nHu. Te3u Tepanuu BKIIOYBAT METOTPEKCAT, TS IyHOMHU,
XUIPOKCHXJIOPOKHH, cyJiacanazvuH W/WiM 3aTHU conu. [lanuenture ca panaomusupanu Ha 40 mg
aganuMymad niM riane0o npe3 ceIMUIa B IPOIbIDKEHHE Ha 24 CeMULIN.

[IpoyuBane V Ha PA omnensiBa 799 HenekyBaHU ¢ METOTPEKCAT B3PACTHHU MAIUEHTH C YMEPEH JI0
TEXbK aKTHBEH PAHEH PEBMAaTOHIEH apTPUT (CpelHa MPOIBIDKUTEITHOCT Ha 3a00JIIBaHETO TTO-MAJIKO
ot 9 mecena). ToBa mpoyuBaHe oreHsBa eprKacHOCTTA Ha ananumymad 40 mg mpes
CeIMMIIa/KOMOMHHUPaHA TepaIus ¢ METOTpeKcaT, afanumMyMat 40 mg npe3 ceaMuila MOHOTEpaIus U
MOHOTEpAITUsl C METOTPEKCAT 32 HaMaJIsIBAHE Ha MPU3HAIIUTE U CUMIITOMUTE U CTETIEHTa Ha TIPOTPECHS
Ha CTaBHO YBpEXJaHe IPH PEBMATOUICH apTPUT B TpoabnkeHne Ha 104 ceqmunm. Cren
MpUKIIOUBaHe Ha mbpButTe 104 cenmuiiy, 497 manueHTH ca BKIOYCHH BB (ha3aTa Ha MPOIAB/DKEHHUE C
OTKPHUT eTHKeT, Ipu KosTo 40 mg ananumymad/MTX ce npunara npe3 cenmuiia 10 10 roguHy.

Bcesiko ot mpoyuBanusita Ha PA VI u VII onensisa 60 manueHTy ¢ yMepeH J0 TeKbK aKTUBEH
pEBMAaTOUICH apTPUT, KOUTO ca Ha Bh3pacT > 18 roguuu. BximtoueHnTe MarMeHTH Wik KbM MOMEHTA
usnon3sart afganumymad 40 mg/0,8 ml u ca oleHUIM CpeHUS pa3Mep Ha MACTOTO HA HHIKEKTHPAHE C
Oomnka xato Haii-manko 3 cm (1o VAS ot 0 1o 10 cm) wim ca y4acTHUIM, HEIEKYBaHU IPEIX TOBA C
OMOJIOTHYHH CPEACTBA, KOWTO ca 3armouHanu agaaumymad 40 mg/0,8 ml. ITarmenture ca
paHIOMHU3UPAHU Jia TIoJyyaBaT equHIYHA 1032 ananumymad 40 mg/0,8 ml wnn ananumymad

40 mg/0,4 ml, mocieBaHO OT €AHOKPATHA WHXKEKIIHSI OT MMPOTHUBOIIOIOKHOTO JICUSHHUE MTPH
cie/BaIiaTa uM J103a.

IIspBuunHa kpaitHa Touka B npoyusanus I, Il u Il nHa PA u BTOpHuHa kpaiiHa Touka B npoyuBase [V
Ha PA e Omiia ycTaHOBSIBAHETO Ha IPOIICHTA OT MAI[MEHTH, KOUTO ca jgocTurHaiu orroBop 20 mo ACR
B Cenmuna 24 wmu 26. [TspBrdHaTa KpaitHa Touka B ipoyuBaHe V Ha PA e Ouia yctaHoBsiBaHe Ha
MIPOLIEHTA OT MAMEHTH, KOUTO ca gocTurHanu orrosop 50 mo ACR B Cenmuna 52. [IpoyuBanusta 111
u V Ha PA ca umanu JombIHATENHA TBPBUYHA KpaliHa TOYKa B 52-Te ceIMHIHN Ha 3a0aBsHE Ha
nporpecusTa Ha 3a00JsIBAHETO (KAKTO € YCTAHOBEHO Upe3 PE3yJNITATH OT PEHTTEHOBO M3CIIC/IBAHE).
IIpoyusane Il Ha PA cbI10 € mMano ocCHOBHA KpaiiHa TOYKa 3a IIPOMEHH B Ka4eCTBOTO Ha JKHUBOT.
OcHoBHara kpaiiHa Touka B mpoyuBanus VI u VII va PA e 6onka Ha MACTOTO Ha MH)KEKTHpaHE
BeJIHAra clie]] MHKeKTupane, u3Mmepena upe3 VAS ot 0 mo 10 cm.
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Omeosop no ACR

[IponeHThT Ha MalMEHTHTE, JIEKYBaHU ¢ aganumyMal, nocturaanu ACR 20, 50 u 70 otrosopw, ¢
nocnenoBaTeneH B npoyuBanusaTa I, II u 11l Ha PA. Pesynrarute 3a no3ata ot 40 mg npe3 ceamuiia ca
000011enn B Tabnuma 8.

Tadanna 8: ACR oTroopu B 1j1a1e60-KOHTPOJHPAHA H3NUTBAHMS (MPOLEHT HA MANMEHTHTE)

OTtrosop [poyuBane na PA I*** | [IpoyuBane na PA II*** |IIpoyuBane na PA
I I |a**
[lnane6o/ Apamumyma6® |[lmane6o  Amanmumymal® |Ilnane6o/ Anamumyma6®
MTX® MTX® n=110 n=113 MTX® /MTX®
n=:60 n =63 n=200 n=207
ACR 20
6 mecena 13,3% 65,1% 19,1% 46,0% 29,5% 63,3%
12 mecena Henpun.  Hempwo. Henpun.  Henpwu. 24,0% 58,9%
ACR 50
6 mecena 6,7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 mecena Henpun.  Hempwo. Henpun.  Henpwn. 9,5% 41,5%
ACR 70
6 mecena 3,3% 23,8% 1,8% 12,4% 2,5% 20,8%
12 mecena Henpwi.  Hempwi. Henmpun.  Hempui. 4,5% 23,2%

? mpoyuBaHe Ha PA I cnen 24 cenmuuu, npoyuBane Ha PA Il cnen 26 cenmunu u npoyuBane Ha PA 111
cnen 24 u 52 cenMuAnun

® 40 mg aganumyma0, IpUIarad npe3 ceaMuIa

* MTX = meToTpekcat

**p < 0,01, agamumymab cnpsamo manedo

B nmpoyuBanus I-1V Ha PA, Bcuuku oT/IeTHE KOMIIOHEHTH Ha KpuTepuuTe 3a orroBop mo ACR (6poit
0O0JIe3HEHH U TIOAYTH CTABH, OIICHKA Ha JIeKaps U MAlMeHTa 3a aKTUBHOCTTA U 00JIKaTa Mpu
3a0ossBaHeTO, MHIeKC 3a uHBaMAHOCT (HAQ) 1 Ha CRP (mg/dl) cToiiHocTH) ca ce mopo0puiu ciies
24 v 26 cenmuny B cpaBHeHue ¢ Tiane6o. B mpoyuane 11l Ha PA Te3u mogoOpenus ca
MOJUTHPIKAHU TIPE3 BCHUYKHU 52 CEIMUIIH.

B otBOpenoTo mpoabmkenue Ha nmpoyuBane Il mpu PA, noBeueto nanuenTtu, kouto ca nmanu ACR
OTTOBOD, Ca NOAIBPKAIN OTTOBOpPA MpH IpociensaHe 3a nepuof 10 10 rogunu. Ot 207 nanueHTH,
panmoMu3upaHu Ha aganumyMad 40 mg npe3 ceqmuia, 114 manueHTH ca MpoIbIDKIIIHN C aJaIuMyMa0
40 mg npe3 ceaMuIa B IpoabibkeHue Ha S roauan. Cpen Tsax 86 nauuentH (75,4%) umar 20
otroopu o ACR; 72 mauuentu (63,2%) umar 50 otroBopa no ACR; u 41 narnuentu (36%) umat 70
otroBopu o ACR. Ot 207 nauuenty, 81 nauueHTH ca NpoABLKUIN ¢ ananiumymad 40 mg npe3
cenmuria B mpoabipkerue Ha 10 rogunan. Cpen Tsax 64 nanuentu (79,0%) umat 20 orroBopu o ACR;
56 martuentu (69,1%) umat 50 orroBopu o ACR; u 43 manmentu (53,1%) umat 70 oTTOBOpH 110
ACR.

B npoyusane IV Ha PA, ACR 20 oTroBOpBT Ha MAlMEHTHUTE, JIEKYBaHHU C aJaIMMyMal TUTIOC
CTaHJApPTHO JICUEHHE, € CTATUCTUYECKU 3HAUUMO I0-100bp OT NAl[MEHTHUTE, JIEKYBaHH C IU1a1e00
noc cranaaptHo geuenue (p < 0,001).

B npoyuBanus [-1V na PA, nexyBanute ¢ aganuMymab MalueHTH MTOCTUTAT CTATUCTHUSCKH 3HAUHMHI
otrroopu o ACR 20 u 50 B cpaBHeHUe ¢ 1ane0o oIe eIHa 10 1B CEJAMUIIU CIIE/ 3aIl0YBaHe Ha
JICUCHUETO.

B npoyuBane V Ha PA nipu naruieHTH ¢ paHeH peBMaTOUICH apTPUT, KOUTO HE Ca IMOJTy4aBau
METOTpeKcaT, KOMOMHUpPaHATa Tepanws ¢ a1aTuMyMad U METOTPEKcarT € JOBela JI0 Mo-0bp3u U
3HAYUTCIIHO ITO-I'0JIEMH OTTOBOPH I1O ACR, OTKOJIKOTO MOHOTEpaIusd ¢ METOTPEKCAT U MOHOTEpaIusd C
amamumymab B Cemmuria 52, a otroBopuTte ca noaabpkanu B Ceqmura 104 (Bx. Ta6mmima 9).
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Tadoauna 9: ACR otroBopu B npoyuBatde V Ha PA (nmpoueHT manueHTn)

OTtrosop 1343?57 ﬁiag;l r ymab ﬁiagggq ymap/MTX rC)T;)ﬁHO ET;)ﬁHO ET;)ﬁHO
cT cT cT

ACR 20

Ceamuua 52 62,6% 54,4% 72,8% 0,013 <0,001 | 0,043
Cenmuua 104 | 56,0% 49,3% 69,4% 0,002 <0,001 | 0,140
ACR 50

Cenmuna 52 45,9% 41,2% 61,6% <0,001 |<0,001 |0,317
Cenmuna 104 | 42,8% 36,9% 59,0% <0,001 |<0,001 |0,162
ACR 70

Cenmura 52 27,2% 25,9% 45,5% <0,001 |<0,001 | 0,656
Cenmuna 104 | 28,4% 28,1% 46,6% <0,001 |<0,001 |O0,864

& p-cTOMHOCTTA € OT YN(THOTO CPAaBHEHHE HAa METOTPEKCAT KaTO MOHOTEpAIHsl 1 KOMOMHUpaHa
Tepanus agaaTumymab/MeToTpekcar, nznonssaiiku U Tecta Ha Mann-Whitney.

® p-CTOMHOCTTA € OT YH(THOTO CPABHEHHE HA ANATMMyMab KaTo MOHOTEPAIMS U KOMOMHUpPaHa
Tepamnus agaTuMymab/MeToTpekcar, usnonspaiiku U Tecta Ha Mann-Whitney

® p-cTOHHOCTTA € OT YH(THOTO CpAaBHEHHE HA aJaTMMyMad KaTo MOHOTEpAIuUs U METOTPEKCAT KaTo
MOHOTepanusi, u3noa3Baiiku U Tecta Ha Mann-Whitney

B otkpuroTo npoabikeHue Ha npoyuBane V Ha PA, mpu npociiesiBaHe Ha NalUEHTUTE, CTEIICHTA Ha
otroBop 1o ACR ce e 3aappkana B npoabipkeHue Ha 10 10 rogunu. Ot 542 nanueHTy,
pangoMu3upanu Ha aganumymad 40 mg npe3 ceamuua, 170 nanueHTH ca MPOABIKHIM € alaiuMyMad
40 mg npe3 cenmuiia B npoabinkenue Ha 10 ronuan. Cpen six 154 nanuentu (90,6%) umat 20
otroopu o ACR; 127 narentu (74,7%) umat 50 otroBopa mo ACR; u 102 nmaruentu (60,0%)
umart 70 orroBopu mo ACR.

B Cenmumnia 52, 42,9% oT manueHTHTEe, KOUTO Ca NOIyYaBalii KOMOWHUpPaHA Teparus
ajanuMyMad/MeToTpeKcart, ca nocTurianym kmHnaHa pemucust (DAS28 (CRP) < 2,6) B cpaBHeHue ¢
20,6% oT manueHTuTe, MoMyJaBalyd MOHOTEpaus ¢ MeToTpekcaT u 23,4% oT maruenTure,
MoJTy4YaBaIi MOHOTeparus ¢ agannMmymad. KomOuHMpaHara Tepamnus ¢ agamMyMmad/MeToTpeKcar e
KIIMHUYHO W CTATHCTUYECKH TM0-700pa oT Tazu Ha MetoTpekcat (p < 0,001) u MoHOTEpamnus ¢
aganumymao (p < 0,001) 3a mocTurane Ha HUCKO ChCTOSTHUE Ha 3a00JISIBAHETO TPH MAIUECHTH C
HACKOPO JMAarHOCTULIMPAH YMEPEH JI0 TeXbK peBMATOMACH apTpuT. OTrOBOPHT 3a ABETE IPyNH Ha
MoHoTeparus € nogobeH (p = 0,447). Or 342 yvyacTHHUIM, IBPBOHAYATIHO PAHIOMU3UPAHHU Ha
MOHOTEpAITUS ¢ aIaTMMyMad WM KOMOMHUPaHa Tepartusl ¢ alanuMyMad/MEeTOTpeKcaT, KOUTO ca ce
BKJIFOYMJIA B OTBOPEHOTO MPOIBIDKEHHE Ha Tpoy4BaHeTo, 171 yqacTHUIM ca 3apbpiimin 10-roaunrHo
nedenue c aganumymad. Cpen tax 109 yuactaumm (63,7%) ca mokianBanu, de ca B pemucus cien 10
TOJINHU.

Penmeenoepagcku omeosop

B npoyusane 1l Ha PA, npu KoeTo ieKyBaHUTE C agaaiMyMal MaUeHTH ca UMall CpeIHa
MPOABIDKUTEITHOCT HAa PEBMATOH/ICH apTPUT NMPUOIU3NUTENHO 11 roguHm, CTPYKTYPHOTO YBPEXKAaHEe Ha
CTaBHTE € OIIEHEHO PEHTreHOrpad)CKO U M3pa3eHo KaTo npomsiHa B Moauduipanus OO pe3ynrar 1o
Sharp (TSS) 1 HeroBuTe KOMIIOHEHTH, PE3yJITaTa 3a €pO3Us M Pe3yiITaTa 3a CTECHSIBaHE Ha CTABHO
npoctpancTBo. [lanmenTuTe Ha aganuMymMa0/MeTOTpeKcaT ca oKa3aid 3HAYUTEeTHO T0-MajKa
peHTreHorpadcka mporpecus OT MalueHTHTe, MOIyYaBallyd caMo MeToTpekcar ciex 6 u 12 mecemna
(Bx. Tabnuua 10).

B oTBOpenoTo npoapmkenre Ha npoyuBane Il mpu PA, HamangaBaneTo Ha CKOpOCTTa Ha IPOTPECHS
Ha CTPYKTYPHOTO YBPEXKIaHE C€ MOTBPKa B MPOIbDKeHNE Ha 8 1 10 ronuHM MpH MOATpyma OT
naruentu. Crnen 8 roguaun, 81 ot 207 nanmeHTH, MbpBOHAYATHO JieKyBaHu ¢ 40 mg ananumymab mpe3
CeAMMIIA, ca OlieHeHU peHTreHorpadceko. Cpen Tsax 48 MalMeHTH He ca MOKa3ajiu MPorpecus Ha
CTPYKTYPHOTO yBpEXJaHe, NeruHUpaHa Kato mpomsaa ot 6azoBoro HIBO B mTSS ot 0,5 wu no-
manko. Cnen 10 ronuau, 79 ot 207 manueHTH, MbpBOHAYAIHO JIeKyBaHU ¢ 40 mg ananumymad mpes
CeAMHMIIA, ca oricHeHu peHTrenorpadceku. Cpex Tax 40 manueHTy He ca oKa3aJid IPOTPecHst Ha
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CTPYKTYPHOTO YBpeKIaHe, feprHUpaHa KaTo MpoMsHa oT 06a30BoTo HUBO B mMTSS ot 0,5 mnu mo-

MaJIKo.

Tadanna 10: CpenHu peHTreHOJIOTHYHE NpoMenn ciael 12 mecena B npoyusane I11 na PA

I1aue6o/ Anamumymado/MTX | Ilnaune6o/MTX — p-
MT X 40 mg mpe3 Ananumyma6/MTX (95"? CTONHOCT
ceIMuIa JloBepuTe/ieH HHTEPBAI®)

O6m pesyararmo | 2,7 0,1 2,6 (1,4;3,8) <0,001"
Sharp
Pesyunrar 3a 1,6 0,0 1,6 (0,9; 2,2) < 0,001
epO3HHUTE
Pesynrar 3a JSN* 10 0,1 0,9(0,3; 1,4 0,002

# MeToTpeKcar

% 95% IOBEPUTEHN HHTEPBAIH 3a PA3IMKUTE B IPOMEHUTE B PE3YITATHTE MEXK Ty METOTPEKCAT 1

agamuMymMat

* Bbp3 OCHOBa Ha paHK-aHAJIK3a
" CtecHsIBaHE HA CTaBHOTO IPOCTPAHCTBO

B npoyuBane V Ha PA cTpyKTYypHOTO YBpekKAaHe Ha CTABUTE € OLICHEHO PEHTTeHOrpadCcKo 1
M3pa3eHo KaTo MPOMsSHA B MOIUHUIMpaHus ool pe3ynrat o Sharp (Bmx Tabmuma 11).

Tadanna 11: CpenHu peHTreHoJIoru4Hu npomenn B Ceavuna 52 B mpoyuBade V Ha PA

a

[=)]

B

M;FX Amaaumymad n = Axaauvyma6/MT
n =257 274 Y 5 y
X n=268 p- p-cToil [p-cTOM
(95% (95% o brero )
(95% noBepuTeseH|cTORHOCTHOCT HOCT
MOBEPUTEJICH MOBEPUTEJICH
MHTEPBaJ
MHTEPBAJ HHTEPBAJI
OO0y
pesynrar 1o 5,7 (4,2-7,3) 3,0 (1,7-4,3) 1,3 (0,5-2,1) < 0,001 [0,0020 |<0,001
Sharp
PesyITar saja 5 o 7 4 7) 1,7 (1,0-2,4) 0,8 (0,4-1,2) <0,001 [0,0082 |< 0,001
epo3unTe
§§3NYHT3T 31 0(1,2-2,8) 1,3 (0,5-2,1) 0,5 (0-1,0) <0,00L 0,0037 (0,151

P-CTOMHOCTTA € OT YM()THOTO CPAaBHEHHE HA METOTPEKCAT KATO MOHOTEPAIHs U KOMOMHHPaHa Teparus
ajanumMymab/MeToTpekcaT, u3non3saiiku U Tecta Ha Mann-Whitney.
p-cTOMHOCTTA € OT YN(THOTO CPaBHEHHE Ha aJaTMMyMald KaTo MOHOTEpAIusl 1 KOMOMHUpPaHa Teparusl
amanuMymab/Merorpekcat, n3nonssaiiku U tecta Ha Mann-Whitney
P-CTOMHOCTTA € OT YU()THOTO CPAaBHEHHE HA aIATIMyMal KaTO MOHOTEpAIHUsI © METOTPEKCAT KaTo
MoHOTepanusi, u3non3aiiku U Tecta Ha Mann-Whitney

Crnen 52 cepmuny u 104 ceqmuIiy 1edeHune, MPOLUEHTHT Ha MAMEHTH 03 mporpecus (IpoMsHa OT
06a30B0 HUBO B Moau(uitupanus OOy pe3ynrat o Sharp < 0,5) € 3HaYUTEIHO T0-BUCOK MTPH
KOMOWHHpaHa Tepanus ¢ agaiuMymad/Merorpekcat (cboTBeTHO 63,8% 1 61,2%) B cpaBHEeHHE ¢
MOHOTeparmus ¢ MetoTpekcar (cboTBeTHO 37,4% 1 33,5%, p < 0,001) u MoHOTEpamus ¢ agaIuMymMad
(50,7%, p < 0,002 u 44,5%, p < 0,001).

B oTkpuroTo npoaskeHue Ha mpoyuBaHe V Ha PA cpenHara npoMsiHa CIpsIMO M3XO/AHATa CTOMHOCT
B Moauduupanus o0 pesynrar no Sharp B ronuna 10 e 6una 10,8, 9,2 u 3,9 cboTBeTHO NpH
MAIeHTH, TbPBOHAYAIHO PaHIOMHU3UPAaHN HA MOHOTEPAIHUS C METOTPEKCAT, MOHOTEpAIHs C
ajanuMymad 1 KOMOMHHUpaHa Teparus ¢ afanuMymad/MerorpekcaT. ChbOTBETHUTE MPOTIOPIIUH Ha
nanueHTuTe 0e3 peHTreHorpad)cka nporpecus ca cboTBeTHO 31,3%, 23,7% u 36,7%.
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Kauecmso na srcueom u gpuzuuecka gynxyus

CBBP3aHOTO CHC 37PaBETO KAYECTBO HA JKUBOT U u3ndecKa (pyHKIHS ca OIEHEHH! C IIOMOIITa Ha
MHJIEKC 3a MHBAIMAHOCT Ha BhrpocHuka 3a onenka Ha 3apaseto (Health Assessment Questionnaire,
HAQ) B ueTHpuTe OpUrHHAIHYU aJICKBaTHU U T0OpPEe KOHTPOJIIMPAHH U3IUTBAHUS, KOETO €
MIpeIBapUTEITHO OIpeieieHa MbpBUYHA KpaitHa Touka B Ceqmura 52 B mpoyuBane Il va PA. Benukn
JIO3UPOBKH/CXEMH Ha TIPUJIaTaHe Ha aflamuMyMal B YeTHPHUTE MPOYIBAHUS Ca TTOKA3aIN
CTaTHCTUYECKH 3HAYMMO TO-TOJISIMO TIOJJOOPEHUE B MHJIEKCA Ha nHBanuau3anus ot HAQ mpu
CpaBHSBAaHE HA CTOMHOCTUTE OT M3XOIHOTO HHUBO JIO TOCTUTHATHTE B Mecel 6 ciipsMo iarebo, a B
npoyuBane Il Ha PA, cpmoTo e HabmromaBano B Cenmuria 52. Pesynratute ot KpaTkus BrIIpocHHK 32
3npaseto (Short Form Health Survey, SF 36) 3a Bcuuku no3u/rpaduku Ha ananuMymad BbB BCHUKHTE
YETUPH NMPOYUBAHUS TOJKPEIAT T€3U HAXOJKH, ChC CTATUCTUYCCKH 3HAUMMUTE PE3yJITaTh 32
¢usngeckust komrnoHeHT (PCS), KakTo ¥ cTaTUCTHYECKH 3HAUMMUTE PE3YNTATH 32 O0JKA M JKU3HEHOCT
3a mo3ata ot 40 mg npe3 ceamua. CTaTUCTUUECKH 3HAYMMO HaMaJleHHE Ha yMopara, H3MEPEHO upe3
(yHKIIMOHAJIHA OIICHKA Ha PE3yJITATUTE OT JICUEHUETO Ha XpoHuyHO 3a0omnsBane (FACIT) e
Ha0II0JaBaHO BHB BCHUKH TPH MPOYIBaHUS, B KOUTO € Omto oriereHo (RA mpoyusanus I, 111, IV).

B npoyusane Il Ha PA, moBeueTo manueHTH, Mpy KOUTO € MMOCTUTHATO MOA00pEeHHE BbB (pU3NUECcKaTa
(GYHKIHS ¥ ca MPOIBIDKIIIN JISISHHETO, TToI00peHneTo ce e 3axbpxkano 1o Cenmura 520 (120
Mecela) Ha OTKpUTOTO JeueHue. [lonqobpsBaHeTo Ha Ka4ecTBOTO HA JKUBOT € n3MepBaHo A0 Cenmuna
156 (36 Mecena) u pe3 ToOBa BpeMe MOJJO0PSHUETO CE MO IbpIKa.

B npoyuBane V Ha PA momoOpennero B nHAekca 3a nHBaHIHOCT HAQ 1 hn3nyeckuss KOMIIOHEHT Ha
SF 36 nokasBar no-ronsimo nmogodpenue (p < 0,001) npu komMOMHMpaHaTa Tepanus ¢
azlanuMyMab/MeTOTpeKcaT B cpasHeHue ¢ MOHOTEPAIHs C METOTpEeKCaT U MOHOTepanus ¢ agaauMyMad
B Cenmuua 52, koero ce noaabpxka 10 Ceamuna 104. Cpen 250-Te yyaCTHUIM, KOUTO Ca 3aBbPILIHIN
NPOABIDKCHUETO Ha IIPOYYBAHETO C OTBOPEH E€THKET, MO00pEeHUsTa BbB (pr3ndeckara GpyHKIMA ce
nobpkat npe3 10-Te roquHY JedeHue.

boaka na macmomo na undjcexmupare

3a coopuuTe KpbcTocanu npoyuBanus VI u VII Ha PA cratuctudecku 3HauMMa pas3iuka 3a 00Jka Ha
MSICTOTO Ha MH)KEKTHPaHEe HETTOCPEJICTBEHO CIe MpHilaraHe Ha Ji03aTa € HaOJItoJaBaHa Mex 1y
ananmumyma6 40 mg /0,8 ml u agamumyma6 40 mg/0,4 ml (cpeana croiHOCT M0 BusyanHo-aHaiorosa
ckana ot 3,7 cm cnpamo 1,2 cm, ckana ot 0-10 cm, p < 0,001). Tosa npencrasisisa 84% cpenHo
HamaJieHre Ha 00JIkaTa Ha MACTOTO Ha WH)KEKTUPAHE.

Axcuanen cnonounoapmpum

Anxunosupauwy cnonourum (AC)

Anmanmnmymab 40 mg mipe3 cenMuIia € olleHsBaH npu 393 manueHTH B IBE paHAOMHU3UPaHH,
24-ceMUYHU IBOWHOCICTIH, TUIaIe00-KOHTPOIUPAHH POYYBAHHUS NIPU MAIIMEHTH ¢ akThBeH AC
(cpenen 6a30B pe3yJiTaT 3a aKTUBHOCT Ha 3a00JIsIBAHETO [MHJICKC 32 aKTUBHOCT Ha 3a00JI1BaHETO
ankuiosupai cionauuT (BASDAI)] e 6,3 npu Bcuuky Tpymnu), KOUTO ca HMalld HeaIeKBaTeH
OTTOBOp Ha KOHBeHIMOHaHATa Tepamus. CeaemueceT u aeset (20,1%) manueHTH ca JIeKyBaHU
€THOBPEMEHHO ¢ Moaudummpaniy 00yiecTTa aHTUPEBMATHIHHA JekapcTBa U 37 (9,4%) manueHTy ¢
TJTFOKOKOPTHKOU Y. 3aCIeNICHUAT TIEPUOT € TIoCiIeIBaH oT oTBopeH nepuoy (OL), mo Bpeme Ha KoiTO
MAIUEHTUTE ca MoydaBain aganumymad 40 mg mpe3 ceaMuIla IMoIKOXKHO 3a JOIBIHUTEITHH J10 28
cenqmuiti. Yaactaurute (n=215, 54,7%), kouto He ca ycnenu na nocturHaT ASAS 20 na Cemmuria
12, wm 16 nmum 20, ca 3amogHaNM MO-paHHO OTBOPEHO MPIIIOKEHUE Ha afantumymad 40 mg mpe3
CEe/IMHMIIA TIOJIKO’KHO H CJIE] TOBA Ca CYUTAHU KAaTO HETIOBIUSUIM CE TIPU JIBOWHOCIEIINS CTATUCTUYCCKH
aHaIN3.

B no-roxsimoto mpoyusane I Ha AC ¢ 315 nanueHTH, pe3yiITaTure Moka3BaT CTATUCTUYECKH 3HAYUMO
nooOpeHre Ha Mpu3HaAIUTe U cuMmnromute Ha AC Mpu manueHTH, JeKyBaHU ¢ afaiuMyma0, B
cpaBHEHUE ¢ 1iare0o0. 3HaYUTEICH OTIOBOP € Ha0JIto1aBaH 3a mbpBU MbT B CeamMulia 2 U ce
norspika 3a 24 cemvunu (Tabmuma 12).
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Tadauua 12: OTroBopu no oTHOIIeHHE HA eUKACHOCT B MJ1a1e00-KOHTPOJHPAHO NPOyYBaHe
Ha AC — IIpoyuBane I
HamansiBane Ha MpU3HALMTE H CUMIITOMUTE

OTrosop [Tmanedo N =107 agaaumMymad
ASAS? 20

Cenmuna 2 16% A42%***
Cenmuna 12 21% 58%***
Cenmurna 24 19% 51%***
ASAS 50

Cenmuna 2 3% 16%***
Cenmuna 12 10% 38%0***
Cenmurna 24 11% 35%***
ASAS 70

Cenmuna 2 0% 70%0%*
Cenmuna 12 5% 230%0***
Cenmuria 24 8% 24%***
BASDAI° 50

Cenmuria 2 4% 200%0***
Cenmuna 12 16% A50p***
Cenmuria 24 15% A2%p***

** Cratuctiuuecku 3HaunMu ripu p < 0,001, < 0,01 3a BcHUKK cpaBHEHUS] MKy aaIuMyMad 1
mianebo B Ceqmunu 2, 12 u 24

& Onenku npu AC

% Miniekc 3a akTMBHOCT Ha 3a00JIIBaHETO AaHKMIJIO3UPAIL] CIIOHIMIIAT 1o bar

[TarmenTure, TEKyBaHU € aIaIUMyMal, ca UIMaJH MO-TOJIIMO CTaTUCTUYECKH 3HAUMMO MOI00peHre B
Cenmuna 12, xoeto e moagspxkano 1o Cenmuna 24, kakro cnopen SF36, taka u cnopen BenpocHuka
3a Ka4eCTBOTO Ha XMBOT HA MAllMEHTH ¢ aHKmio3upamn] couaunut [Ankylosing Spondylitis Quality of
Life Questionnaire, ASQoL].

[TonoOHM TeHaeHIMH (He BCHUKH CTaTUCTUYECKU 3HAUYMMHM) ca HaOII0JaBaH! IPH [10-MaJIKOTO
PaHIOMU3UPAHO, IBOMHOCIIIO, IuTanebo-koHTpoaupano npoyysane Il 3a AC Ha 82 Bb3pacTHH
namuenT ¢ aktuseH AC.

Axcuanen cnondunoapmpum 6e3 penmeernocpagcku daunu 3a AC

be3onacHocTTa M ehukacHOCTTa Ha alanuMyMab ca OlleHEHH B JIBE PaHAOMHU3HPAHU, IBOMHOCICIIH,
1a1e00-KOHTPOIMPAaHU IPOYYBaHMSA IPH MMALUEHTH ¢ HEPEHTTeHOrpa)CKu aKCHaieH
cniorguoapTput (non-radiographic axial spondyloarthritis, nr-axSpA). Tlpoy4sane nr-axSpA |
OIIeHABA MAIMEHTH C akTHBeH nr-axSpA. [Ipoyusanero nr-axSpA Il e mpoyuBaHe 3a OTTETNIIHE OT
JICUCHUETO NPH MAUEHTH C aKTHBEH Nr-axSpA, KOUTO ca MOCTUTHAIN PEMHCHUS 110 BpeMe Ha
OTBOPEHOTO JIEYEHHUE ¢ aaiuMymMad.

IIpoyusane nr-axSpA |

B npoyusasne nr-axSpA 1, ananumyma0 40 mg npe3 ceaMuIia € oleHsIBaH npy 185 nmanueHTu B
paHIoOMHU3UpPaHO, 12-CeIMUYHO NBOMHOCIIAINO, MIare00-KOHTPOINPAHO MPOYIBAHE MPH MAIIUEHTH C
aKTUBEH Nr-axSpA (CpeZieH U3XO0/IeH pe3yiTaT 3a aKTUBHOCT Ha 3a00JIsIBaHETO [MHAEKC Ha
AKTUBHOCTTA Ha 3a00JIsIBaHETO aHKMo3upanius crioHauut o bat (BASDAI)] e 6,4 npu nanueHTH,
JIeKyBaHU ¢ ajanumyMab u 6,5 3a Te3n Ha 1iane0o), KOUTO ca UMajlk HeaJleKBaTHa peakiust KbM > 1
HCIIBC unu venonocumoct koM HCIIBC.

Tpunecer u Tpuma (18%) manueHTH ca JieKkyBaHU €JTHOBPEMEHHO ¢ Moauduiupaiy donectra

aHTHpeBMaTHIHU JiekapcTBa U 146 (79%) manmenTtn ¢ HCIIBC Ha n3xoaHo HUBO. J[BOHHOCTETHST
MIEPHUOJ € TIOCJIEIBAH OT OTBOPEH MEPHO/I, TI0 BpeMe Ha KOWTO MAIUSHTUTE MOTYYaBaT MOIKOKHO
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amamumymat 40 mg pe3 ceaMuIa, TOmbIHUTENHO 10 144 cenmumm. Pesynratute B Ceqmuria 12
MOKa3BaT CTATUCTUYECKU 3HAYUMO MOI00pPECHUE HA MPU3HALUTE U CHMITOMHUTE Ha aKTHBEH Nr-axSpA,
NpY TALMEHTH, JIEKYBaHH ¢ afaruMyMmad, B cpaBHeHHe ¢ mianedo (Tabmuua 13).

Ta6auna 13: OTroBop no oTHOLIeHHE HA e(pUKACHOCT B ILUIaLE00-KOHTPOJIMPAHO MPOYyYBaHe Nr-
axSpA |

/IBoliHOCISAIO IMaaunedo Axanumymad
Otrosop B Cegmuna 12 N =94 N=091
ASAS* 40 15% 36%0***
ASAS 20 31% 52%**
ASAS 5/6 6% 319%***
IASAS yacTHyHa peMHCHS 5% 16%*
BASDAI° 50 15% 35%**
ASDAS®"" -0.3 -1.0%**
IASDAS HeakTuBHO 3a00IIsIBaHe 4% 24%***
hs-CRP"-* -0,3 -4 7x**
SPARCC® IMP cakpowinadnu craBu™" -0,6 -3,2%*
SPARCC SIMP rpn6Hauen cTui6"" -0,2 -1,8%*

* Onenka Ha MeXTyHapOJHOTO OOIIECTBO 33 CIOHAMIOAPTPUT

® lnaekc 3a akTUBHOCT Ha 3a00JISBAHETO aHKMJIO3UPAIL] CIIOHIMIIAT 110 Bat
* CKOp 3a aKTUBHOCT Ha 3a00JIIBAHETO aHKWJIO3UPAIL] CIIOHIHIUT

" CpenHa mpoMsiHA OT U3XOAHOTO HUBO

A n=91 mame6o n n=87 aganumymad

¢ C-peakTHBEH MPOTEHH C BUCOKA YyBCTBUTEIHOCT (mg/1)

*n=73 mnanebo u n=70 aganumymad

* CpyKeHUe 3a U3CNeBaHe Ha aHKIJIO3HUpaIl CrioHaunoaptTput B Kanana
" n=84 mrane6o u amanumymad

i n=82 mane6o u n=85 aganumymab

woAk xk * Craructudecku 3HaunmMo nipu p < 0,001, < 0,01 u < 0,05, chOTBETHO, 32 BCUYKH CpAaBHEHUS
MeXTy aganuMymad U rmianedo.

B oTBOpeHOTO MPOABIKEHHE MOAOOPEHUETO HA TPU3HAIIUTE U CUMIITOMUTE CE MOIbPKa MPU
tepanus ¢ ananumymad 1o Ceamuma 156.

NuxuOupane Ha Bb3OAJIEHUETO

3HauMTeIHO NOJOOpEHNE Ha IPU3HALIMTE Ha Bb3NajieHue, namepenu upe3 hs-CRP u IMP na
CaKpoMJIMauyHHUTE CTABU U Ha TPbOHAKA, € MOIbPKAHO MPH JICKYBAaHUTE C aaTuMyMal MarieHTH
cpotBeTHO 00 Cenmuna 156 u Ceqmuna 104.

KauecTBo Ha xuBOT U dhuszndecka OYHKIUI

C momorra Ha BernpocHuite HAQ-S u SF-36 ca olieHeHN CBBP3aHOTO ChC 3/[PaBETO KAa4eCTBO HA
KUBOT U u3nvecKkara GyHKIH. ATaauMyMal MmoKa3Ba CTaTHCTUYECKH 3HAYUMO IO-TOJISIMO
nogoOpenwe B oommst pesynrat mo HAQ-S u SF-36 Ha orienkara Ha pusundeckute komnonentu (PCS)
oT u3xotHoTO HKUBO 0 Cenmunia 12 B cpaBHeHHe ¢ Twiane6o. [logo0peHneTo B CBBP3aHOTO ChC
3/IpaBETO Ka4€CTBO HA KHUBOT U Pu3ndeckara GyHKIHSA € TIOIEPKaHO IT0 BpeMe Ha OTBOPEHOTO
npoabnkenne 1o Cenmura 156.

IIpoyusane nr-axSpA Il

673 marueHTH ¢ aKTUBEeH nr-axSpA (cpeliHa U3X0Ha CTOMHOCT Ha IOKa3aTesIs 3a aKTUBHOCT Ha
3abomsBaHeTo [MIHAEKC Ha aKTUBHOCT Ha 3a00JIsIBaHETO aHKMIIo3upal cioHauautT no Bath (BASDALI)
e 7.0] c meanekBareH otroBop kbM > 2 HCIIBC ninmu HENOHOCMMOCT WJIM POTHBOIOKA3aHUs 3a
HCIIBC ca BkJTI0OYeHH B OTKPHUTHS IIEPHO HA TIpoyuBaHeTo nr-axSpA I, mpe3 koeto Bpeme
noiy4aBaT aganumymat 40 mg npe3 ceaMHLA B IPOABIDKEHNUE Ha 28 CeAMUIIH.
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Te3n manmMeHTH ca MaId ¥ OOCKTHUBHH JOKA3aTEJICTBA 32 BB3MaJICHHE B CAKPOUIIMAYHUTE CTaBH HITU
rppoHagHus cTHI0 npu IMP win moBumien hs-CRP. IlamuenTuTe, KOUTO ca MOCTUTHAIINA TpaiHa
peMucHst B poabinKeHre Ha Hal-manko 12 ceamurm (N=305) (ASDAS < 1,3 B cenmunu 16, 20, 24 u
28) mo BpeMe Ha OTBOPEHUSI IEPHOJI, CJIC]I TOBA Ca PAaHIOMHU3UPAHU Ja MOTydaBaT WU
MPOABIDKUTENHO JiedeHne ¢ aqannMymad 40 mg mpe3 cenmuria (N=152), wmm murae6o (N=153) 3a
omre 40 cemMUIT B ABOMHOCIIAT, TUIAIIe00-KOHTPOIUPaH mepro i (001a IpoabKUTSIIHOCT Ha
npoyuBaHeTo 68 cenmuiy). [lpy yyaCTHUIIUTE, KOUTO Ca MOTYYHIH 00OCTPSHE IO BpeMe Ha
JIBOMHOCIETINS IEPHO]I, € JOITyCKaHO M3IMOJI3BAHETO Ha CIIACHTENIHA Tepamnus ¢ aganumymad 40 mg
Ipe3 CeaMUIIA B IPOABIDKEHUE Ha TTOHe 12 ceaMuITy.

[TepBUUHaTa KpaliHa TOUYKa 3a e()UKACHOCT € JIENbT Ha ManueHTuTe 0e3 obocTpsiHe kbM Cenmuna 68
ot poyuBaneTo. O6ocTpsiHeTo ce onpenens kato ASDAS > 2,1 B 1Be ocie10BaTeTHI BU3UTH TIPe3
yetupu ceamuiu. [lo-roysiMa yact oT MallMeHTUTE Ha afaluMyMal He ca uMaiii 000CTpsiHE Ha
3a00JIIBAHETO T10 BpEME Ha JBOWHO-CIICIIHS NIEPUOJI B CPAaBHEHUE C Te3u Ha 1uianebo (70,4% crpsamo
47,1%, p < 0,001) (Durypa 1).

®urypa 1: KpuBurte Ha Kaplan-Meier, 06001maBamm BpemMeTo 10 000CTpsiHe B IPOy4YBaHe
nr-axSpA 11
1,0

0,9 H

0,8 -
0,7 1
0,6

05 4
04
0,3
0,2
0,1 +

0 4 8 12 16 20 24 28 32 36 40 44

BEPOSTEH INEPUO/ BE3 IPUCTBII

B 153 (0) 153 (0) 152 (0) 140 (4) 127 (14) 118(22) 101(36) 93(39) 87(44) 81(47) 60(51) 0(54)
A 151 (Q) 151 (0) 149 (0) 139 (5) 134 (8) 132(9) 125(14) 121(15) 119(16) 112(20) 92(20) 0(22)

B BPEME (CEAMULIM) ‘
Jleuenne "Rt Tname6o T AmanmMymad A OtnagHam
3abenexka: P = nnanebo (6poii cityyan B puck (¢ obocTpsine)); A = aganumyma0 (Opoii cirydau B
puck (c oboctpsiHe)).

Cpen 68-Te manueHTH, ¢ 000CTpSIHE B rpyInara, pa3npeaesieHa 3a OTTerNIsIHE OT JICUEHHEeTo, 65 ca
3aBBPIIMIM 12 ceIMUIHM CIaCUTENHA Tepanus ¢ aganuMymad, ot kouto 37 (56,9%) ca ce BbpHaIH
KbM cheTosiHue Ha pemucus (ASDAS < 1,3) ciex 12 ceqmuiin oT Bb30OHOBSIBAHE HA OTBOPEHOTO
JIEUCHHUE.

Jo cenmuna 68 manueHTHTe, MOJyvYaBalld HEPEKbCHATO JICUEeHHE C afaluMymMal, moKa3Bat
CTaTUCTHYECKH 3HAYUMO TIO-TOJISIMO 1OI00pEeHUE Ha MPU3HALUTE U CHMIITOMHUTE Ha aKTHBEH Nr-
axSpA B CpaBHEHHE C AIIMEHTUTE, PA3NPeICIICHH 3a OTTETIIIHE OT JICUSHUETO 10 BpeMe Ha
JIBOWHOCIENHS nepuo Ha npoyusaneto (Tabnuna 14).

Taéauua 14: OTroBop nmo oTHOLIEHHE HA e(pMKACHOCT B MJIaNe00-KOHTPOJIMPAaHNs MePUO HA
npoyusase nr-axSpAll
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/{BOITHOCJIAATIO I1ane6o AxanumMymad
Otrosop B Ceqmuua 68 N =153 N =152
ASAS* 20 47,1% 70,4%***
ASAS*® 40 45,8% 65,8%***
ASAS® yacTryHa peMHucHs 26.8% 42,1%**
ASDAS? HeaxTusHO 3a00i1sBaHe 33,3% 57,2%***
Yactuyao obocTpsiHe” 64,1% 40,8%

* Onenka Ha MeXTyHapOTHOTO OOIIECTBO 33 CHOHAMIOAPTPUT

® 3X0IHOTO HUBO Ce ONPEEN KaTO U3XOIHO HUBO MPH OTBOPEHO JIEYEHUE, KOTATO MAIMEHTUTE UMAT
AKTUBHO 3a00JIs1BaHE.

* CKOp 3a aKTMBHOCT Ha 3a00JIIBAaHETO AaHKWIO3UPAIL CIIOHANUINAT

"YactuuHoto oboctpsiae ce aedunupa kato ASDAS > 1,3, Ho < 2,1 npu 2 mocienoBaTenHy BU3UTH.
*ak % CrarucTHyeckd 3Ha4MMO cb0oTBeTHO TpH p < 0,001 1 < 0,01 3a BCUUKU CpaBHEHUS MEXKIY
aganuMymal u miame6o.

lcopuamuuen apmpum

Anamumymab 40 mg npe3 ceaMuLa € IPOoy4BaH MPH MALUEHTH ¢ YMEPEH 0 TEKbK aKTUBEH
TICOPUATHYEH aAPTPUT B JIBE TUIAIe00-KOHTPOIUpaHu npoyuBanus, npoyuBanus [ u Il va [IcA. B
npoyuBaHe | Ha [IcAc mpoabmkuTeTHOCT 24 ceaMuIy ca JekyBanu 313 Bb3pacTHU MAIIMEHTH, KOUTO
ca IMaJId HEaJeKBaTeH OTTOBOP KbM Tepanus ¢ HECTEPOUAHN IPOTUBOBB3NAIINTEIHH JIEKapCTBA U OT
Tax npubauzutenHo 50% ca npuemanu merorpekcat. B npoyusane Il Ha [IcA ¢ npoxbmxurensoct 12
ceamuity ca iekyBanu 100 manueHTH, KOUTO ca UMK HeaJekBaTeH oTroBop kpM Tepanus ¢ HCTIBC.
Criet MpUKITIOUBaHE HA JIBETE NMPOYUYBaHUs, 383 MaIlMEHTH ca BKIIIOUCHH BHB (Dazara Ha OTBOPEHO
MPOIBIDKEHUE, TIPU KoATO ce mpuiara 40 mg agamumymad/MTX mpe3 cenmuna.

JlaHHUTE OTHOCHO €PUKACHOCTTA Ha afaiMyMal MpH MAlMEeHTH C IICOPUATHYHA apTPOTIATHS,
Hanogo0sBama AC ca HeIOCTAaTHYHU MOPAAN MaITKUs OpOil M3CiIeIBaHN allueHTH.

Ta6auna 15: ACR oTroBop B miiane6o-KOHTPOJHPAHH MPOYYBAHUS HA MCOPHATHYEH aPTPHUT
(MpoleHT HA MAIHEHTHUTE)

IIpoyuBane I Ha IIcA IIpoyuBane II Ha IIcA
OTrosop ILaaunedo Anganumymad |[Liane6o Anaaumymad
N =162 N =151 N =49 N =51
IACR 20
Cenmura 12 14% 58%*** 16% 39%*
Cenmuna 24 15% S7%*** Henpumnoxumo Henpui.
IACR 50
Cenmuna 12 4% 369%0*** 2% 2500***
Cenmuria 24 6% 39%*** Henpuinoxumo HenpuI.
ACR 70
Cenmvuna 12 1% 20%*** 0% 14%*
Cenmurna 24 1% 23%*** HETPUIL. Hempwui.

*k*x

p < 0,001 3a BCHYKHU CpaBHEHHS MEX Ty amanuMymad u miarnedo

*p < 0,05 3a BCHUKH CPaBHEHHUS MKy afaiiMyMal | 11amne0o

Henpui. Hempunoxxumo

ACR otrosopuTe nipu npoyuBaHe Ha [IcA | ca cxonHu cbe 1 6€3 ChITbTCTBAINA TEPAITHUS C
metorpekcat. ACR oTroBopuTte ca mogabpkaHi B MPOABIHKEHUETO HA TIPOYIBAHETO C OTBOPEH
eTUKeT 3a 10 136 ceamunm.

B nmpoyuBaHusTa Ha ICOPHATUYEH APTPUT Ca OIICHSBAHH PEHTTEHOrpaCKUTE IIPOMEHH.
PenTreHorpadum Ha pblie, KUTKH U CThIIaNa ca HallpaBeHH Ha U3X0JHO HUBO U B Cenmuna 24 mo
BpeMe Ha ABOMHOCIENHS NEPUO/, KOraTo MalMeHTUTe ca OMiIM Ha aganumMymal uin mianedo, u B
Cenmura 48, KOTaTO BCUYKH MAIMEHTH ca OMITM OTKPUTO Ha agannMymal. M3momi3Bas e
Moaudumpan 061y ckop o Sharp (mTSS), KoliTO BKIIIOUBA AUCTAHA UHTEPGATAHTCATHU CTABU
(t.e. He uaeHTnueH ¢ TSS, u3nona3BaH 3a peBMaTOUACH apTPHT).
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JleuenueTo ¢ aganumMymMal HaMallsiBa YeCTOTaTa Ha TPOrpecksl Ha epu(epHOTO YBpEXKIaHe Ha
CTaBHUTE B CpaBHEHHE C JICUCHUETO ¢ TuIarne0o0, M3MEPEHO Upe3 MPOMSIHA OT U3XOAHOTO HIBO B mTSS
(cpenno £ SD) 0,8 + 2,5 B rpynara ¢ miane6o (Ha Cenmuria 24) B cpasuenue ¢ 0,0 = 1,9; (p < 0,001) B
rpynata ¢ aganumymat (B Ceamuna 48).

[Ipu yyacTHHIH, IEKyBaHU ¢ afanuMyMad 0e3 peHTreHorpadcka nporpecus oT U3XO0IHOTO HUBO 10
Cenmuria 48 (n=102), 84% npoabikaBar ja moka3saT peHTreHorpadceka nporpecus 1o 144 cenmuiu
Ha JICUCHHE.

[lanuenTuTe, 1EKyBaHH € afanuMyMad, IOKa3BaT CTATUCTHYECKH 3HAYMMO [10JOOpeHne Ha
¢usnueckara ¢pynkuus, oneHeno upe3 HAQ u Kpatkus spnpocnuk 3a 3apasero (Short Form Health
Survey, SF 36) B cpaBaenue ¢ mianebo B Cenmuna 24. Ilogobpenara puszndecka pyHKIus
MPOIBIDKABa 10 BpeMe Ha MPOIBIKEHUETO C OTBOPeH etukeT mo Ceammura 136.

lcopua3zuc

be3onacHocTTa M e(huKacHOCTTA HA alanuMyMad ca MPOYUYEHHU IPHU Bb3PACTHH MALIMEHTH C XPOHUUYCH
1akateH ncopuasuc (> 10% 3acsarane Ha BSA 1 uHIEKC 3a IUIOII M TEXECT Ha IICOpHAa3Hca

(PASI)> 12 nnu > 10), KouTO ca OMITH MOIXOASAIIN 38 CHCTEMHA Teparus uiik (oToTepamnus B
PaHIOMU3UPaHH, IBOMHOCIENH Npoy4BaHus. 73% OT manueHTuTe, BKIoyeHy B npoyusanus [ u Il Ha
MICOPHA3HC, ca MMOJIyYaBaly IPEeIX0IHa CUCTEMHA Tepanus win ¢ororepanus. bezonacHocTTa 1
euKacHOCTTa Ha aJauMyMab ca MPOy4YeHH! U NPU BB3PACTHU MALUCHTH C YMEPEH JI0 TEXKBK
XPOHHWYEH IJIaKaTeH MCOPHA3HC ChC CHIIBTCTRAI MICOPHA3HC Ha PHLETE W/HIIN KpaKara, KOUTO ca
KaHJIUJaTH 32 CICTEMHA Tepanus B paHIOMI3UpaHo ABorHocIsAno poyuBane (IIpoyusane 111 Ha
TICOPUA3UC).

B npoyusane | Ha nicopuazuc (REVEAL) ca onierenn 1 212 manueHTH B paMKUTE Ha TPH IIEPHOA HA
nedeHue. B mepros A manmueHTrTe ca MmoydaBaid Iuianedo win aganumMyMad ¢ HadainHa qo3a 80 mg,
nocneaBana ot 40 mg npe3 ceAMHUIIA, KaTo Ce 3aroy4Ba eHa CeMHUIIA ciie] HayanHaTa 1o3a. Crnen 16
CEIMUITU Ha JICYCHUE TAIlUCHTUTE, KOUTO ca MocTUrnanu orrosop 75 mo PASI (omnenka na PASI ¢
nooOpenHwre ot Hail-MaKko 75% cIpsiMO U3XOAHOTO HUBO), Ca C€ BKIIFOUHIIH B rieprof b u ca
MOJTy4aBajy 7032 110 OTBOPeH eTukeT oT 40 mg amanumymab npe3 ceamuia. [lanmenrure, Kouto ca
noIbpkaiu oTroBop > 75 mo PASI B Ceamuna 33 ¥ mbpBOHAYAIHO ca OWIIM PaHIOMHU3UPAHHU Ha
aKTUBHA Tepanus B Ieproa A, ca OWIM IIOBTOPHO paHIOMHU3MpaHy B iepuoA B na noxydasat 40 mg
aganuMyMad rpes ceAMHUIa WK anedo 3a 1ombiIHuTeaH: 19 ceamuiy. Cpely BCHUKH TEpalneBTUIHN
rpymu cpenHusT pesynrar no PASI Ha nzxoaHo HuBo e Oun 18,9, a pesynrtarsT ot [obanHarta
oueHka Ha jiekaps (PGA) Ha U3X0IHO HUBO € BapHupaj OT ,,yMepeHu * (53% OT BKIIIOUEHUTE
YYacTHUIN) 10 ,, TeXKA" (41%) 10 ,,MHOTO Te)KKH" (6%).

[Mpoyusane 11 Ha ncopuazuc (CHAMPION) cpaBusiBa edrkacHOCTTa U 6€30MaCHOCTTa Ha
aganmumymab cnpsamo metotpekcar (MTX) u mumane6o nipu 271 nanuentu. [lanuenture ca
noJiyyaBau riane6o, Hauanna f03a MTX 7,5 mg, a ciie ToBa o3ata ce ypenuuana g0 Ceqmuna 12,
¢ MakcuMaliHa J1o3a 25 mg wiu HadyajiHa j1o3a 80 mg aganumyma0, mocieasana ot 40 mg npes
ceamuIia (KaTo ce 3alovHe eHa CeJIMUIIA CIIE]] HadallHaTa /103a) B IPOAbDKEeHUE Ha 16 cenMuiy.
Hsama nannynu nanam, cpaBHsaBanm agammMmymad 1 MTX cnen 16-cenmuuna teparnus. [lanmenTw,
nonyyaBar MTX, kouto ca noctursaiu otroop > 50 o PASI B Cenmuna 8 u/unu 12, He ca
MOJTYYMITH JOIBIHATEIHN YBEIHMUeHUs Ha no3ara. Cpell BCUYKY TePAIeBTUYHH TPYIH CPETHUSIT
pesynrat no PASI Ha u3xonHo HEUBO € 6mn 19,7, a pesyntarsT oT ['obanHara oLeHKa Ha JieKaps
(PGA) Ha M3X0THO HUBO € Bapupal ot ,,jJeku" (< 1%) na ,,ymepenn’ (48%) no ,,rexkxu’ (46%) mo
,»,MHOTO TeKKH" (6%0).

ITanmentute, yuacTBany BsB Benuku Paza 2 u daza 3 mpoydBaHus Ha IICOPHA3UC, Ca OWITH OIICHCHH
KaTo IMOoAXOoAA1IIN 3a BKIIFOYBAHE B OTKPUTOTO IMPOAB/DKEHUC HA IIPOYYBAHETO, ITPU KOETO Ca

MOJTyYaBaIH afaiuMyMad Hali-Manko 108 JOITbIHUTENHN CeIMUITH.

B npoyusanus I u II Ha ncoprasuc OCHOBHATa KpaiiHa TOYKa € IebT Ha MMallUEHTUTE, KOUTO ca
nocTuraanu orroBop 75 mo PASI cripsimo m3xomuaoTo HUBO B Ceqmuria 16 (k. Tabmmmm 16 u 17).
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Tabauna 16: Ps npoyuBane I (REVEAL) — pe3yaraTu 3a edpukacHocT Ha 16-aTa cenmuiia

Maaunedo IAnaaumymad 40 mg npe3
N =398 ceqMuUIa
n (%) N =814
n (%)
> PASI 752 26 (6,5) 578 (70,9)°
PASI 100 3 (0,8) 163 (20,0)°
PGA: Yucro/muuumaano (17 (4,3) 506 (62,2)°

a [IporieHT Ha HmaIMeHTUTEe, TOCTUTHAIN OTroBop PASI7S, € H34nCiIeH KaTo IEHTPAITHO
KOPUTHPAH MPOLICHT
0 p < 0,001, amanmumymab cripsiMo TuTare6o

Tadoauua 17: Ps npoyuBane II (CHAMPION) — pe3yarartu 3a epukacnoct Ha 16-aTta cenmuna

Iaamedo MTX Anaanmymad 40 mg npe3
N =53 N =110 ceaMHIA
n (%) n (%) N =108
n (%)
> PASI 75 10 (18,9) 39 (35,5) 86 (79,6)*°
PASI 100 1(1,9) 8 (7,3) 18 (16,7)""
PGA: 6 (11,3%) 33 (30,0) 79 (73,1)>5
UrcTo/MHHAMATHO

ap <0,001 amanumymab cpsimo 1iaredo

0 p < 0,001 agauMymald cripsMo METOTPEKCaT
B p < 0,01 aganmumymad cripsimo Turane6o

rp < 0,05 aganumymad cpsiMo METOTpeKcat

B npoyusane I Ha ncopuasuc, 28% ot nauueHTuTe, KOUTo ca ounu ¢ otrosop 75 no PASI u ca 6unu
MTOBTOPHO paHAoMu3npanu Ha manedo B Cenmunia 33, B cpaBHEeHHE C 5% MPOIBIDKUIN Ha
anammmymao, p < 0,001, ca mokazanu “3ary6a Ha 3amoBoauTesieH oTroBop” (PASI pesynrat cien
Cenmuna 33 u cne ToBa win npeau Ceamuna 52, nocturtanu a0 < PASI 50 otroBop, choTHECEH
KbM U3XOAHOTO HUBO, C MUHUMYM 6-Touku yBenuuenue Ha PASI pesynrara, cboTHeceH kbM Cenmuiia
33). Ot nauuMeHTuTe, KOUTO ca 3aryOnin afieKBaTeH OTTOBOP CJie/ MOBTOPHA PAaHIOMHU3ALNSA KbM
rtane6o, KOMTO CIIe/ TOBA Ca Ce€ BKJIIOYMIIM B IPOABIKEHUETO Ha N3MMUTBAHETO C OTBOPEH-ETHKET,
38% (25/66) u 55% (36/66) ca momyunnu oTHOBO 0TroBOp 75 10 PASI choTBeTHO ciiex 12 u 24
CEJIMHIIY Ha TIOBTOPHO JICUCHHE.

0610 233 manmentu ¢ orroBop 1mo PASI 75 B Cenmunia 16 u Cenmmumna 33 ca momyqnian
MPOABIDKUTENHO JIeYeHHE ¢ aganuMymad 3a 52 ceqMuIm B mpoydyBaHe | Ha micopuasmuc, u ca
MPOABIDKUITN aJaTiMyMal B OTKPUTOTO MPObIDKeHre Ha mpoyuBaneTo. PASI 75 nu PGA 3a
OTYCTIMBY WM MAHUMAJTHA TTPOIIEHTH HA OTTOBOP TIPH TE3W MAIMEHTH ca OMIIN ChOTBETHO 74,7% 1
59,0% caen ome 108 cenmuiu Ha Tepanus ¢ 0TBOpeH eThkeT (06mo 160 ceqmunm). B ananus, npu
KOHTO BCUYKH MAIMEHTH, KOUTO Ca OTIAHAIIM OT MPOYYBAHETO 32 HEXKEIIAaHU CHOUTHS WIIH JIUIICA Ha
e(rKacHOCT, WJIM KOWTO Ca ¢ HapacTBalla /103a, ca OWT IpeleHeHn KaTo HeOTTOBOPpHIIH, kaTto PASI
75 u PGA ¢ oTYeTIMBY WM MHHUMATHH MPOIEHTH HA OTTOBOP TIPU TE3H MAIUEHTH ca OWITh
chOTBETHO 69,6% u 55,7% cnen nombaauTenHa 108-ceamuuna Tepanvisi ¢ 0TBOpeH eTukeT (0010 160
CEIMUIIN ).

006110 347 mauueHTy ¢ TpaeH OTIOBOP Ca y4acTBAIM B OTBOPEHOTO NMPOABIDKEHUE Ha IPOYYBAHETO C
3a OIIEHsIBaHE Ha MTPEKPaTIBaHETO M Bh30OHOBSBAHETO Ha JieueHHeTo. [1o Bpeme Ha repuoia Ha
OTTETJIIHE, CHMIITOMHTE Ha IICOPUA3NC CE BPBIIAT C TEYEHHE HA BPEMETO ChC CPEIHO BPEME 10
peunauB (oTkinoHeHHe KbM PGA ,,ymepenu” wim no-jomm) npuonusutenHo 5 mecena. Hukoi ot tesn
MalMeHTH He € MMall Bh3BphIIaHe Ha pe3yaTara 10 BpeMe Ha nepuojia Ha oTTeryisine. O6mo 76,5%
(218/285) oT manMeHTHTE, KOUTO Ca BJIC3JIMA B IIEPHO/Ia Ha TIOBTOPHO JICUCHHE, Ca UMAJIH ,,0TYETIIUB
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W ,,MUHUMaJICH * 0TTOBOp Ha PGA cnen 16 cemMuiin Ha TOBTOPHO JICUCHHE, HE3aBUCUMO JTaJTH ca
perauBrpay Mo Bpeme Ha oTTersstHeTo (69,1%([123/178] u 88,8% [95/107] chOTBETHO 32 MAIMEHTH,
KOUTO Ca PEIUANBUAPAIIA U KOUTO HE ca PEHUIUBUPAIIH IO BpeMe Ha Mepruoia Ha oTTerisiae). [logooen
npori Ha 6€30MaCHOCT € Ha0JII0IaBaH 10 BPpeMe Ha MOBTOPHOTO JICYCHUE, KAKTO TIPEIU
OTTETJISTHETO.

3nauuTennu nogoopenus B Cenmuiia 16 OT H3X0IHOTO HUBO B cpaBHeHUE ¢ tiane6o ([Ipoyusanus I
u ) u MTX (IIpoyusane II) ca nemoncrpupanu B DLQI (JepmaTonornden nHIeKC 3a Ka4eCTBO Ha
)uBOT). B mpoyuBane | mogoOpenusita B 00001meHNTE pe3yaTaTh 32 GU3NIECKH U ICUXUIECKI
koMIioHeHTH Ha SF-36 chIlo ca Owiy 3HAYUTETHYU B CPAaBHEHUE C are0o.

B eaHO npoabmKeHHe Ha IPOYYBAHETO C OTBOPEH €THKET 32 MAIUEHTH, ITPH KOUTO J03aTa €
noBuiieHa ot 40 mg npe3 ceamuiia 10 40 mg cenmuuHo nopaau otroop no PASI mox 50%, 26,4%
(92/349) u 37,8% (132/349) ot nanuentute ca nocturdanu orrosop PASI 75 crorBetHO B Cenmunia
12 u 24.

[Mpoyusane 11l Ha ncopuazuc (REACH) cpaBusiBa edukacHOCTTa 1 Ge30MaCHOCTTA Ha afatuMymad
cnpsamo Tanedo mpu 72 MaenTy ¢ YMEPEeH 10 TeXbK XPOHUYEH TUTAKaTeH NICOPHA3iC U TICOPHA3UC
Ha pBIeTe W/nin cThianara. [lammenTuTe ca momydaBany HadanHa fgo03a 80 mg ananmmymao,
nociensana oT 40 mg npe3 cenMuria (KaTo ce 3amoyBa eHa CeIMHUIIA CJIe HadallHaTa 103a) Wiu
iane6o 3a nepuoa ot 16 cenmuiu. B Cenmuria 16 cTaTUCTUYECKU 3HAYMMO TO-T'OJISIM JISIJT OT
MAIMEHTHTE, KOUTO Ca TOIy4YaBaliu ananumymad, ca mocturHanu PGA ,,0T9eTnmB® wi ,,mouTH
OTYETJIMB" 32 PBIIETE W/WIIK CThIIaNaTa B CPaBHEHHUE C MMALIUEHTUTE, KOUTO ca MOJyYaBajn rianedo
(cvotBetHO 30,6% cnpsamo 4,3% [m = 0,014]).

[IpoyuBane IV Ha ncopuasuc cpaBHABa e(hUKACHOCTTA M OE€30MIACHOCTTA HA aJalnMyMal crpsamo
rutane6o mpu 217 Bb3pacTHU MAMEHTH ¢ YMEPEH JI0 TEKBK Icopua3rc Ha Hoktute. [lanuenture ca
noJTyyaBaiM HavaiaHa no3a 80 mg aganumymad, mocienpana ot 40 mg npe3 ceamMuiia (KaTo ce 3armoyBa
eJlHa CeJIMHMIIA CJIe]] HadallHaTa /103a) WIH T1aredo 3a mepruot oT 26 CeIMUIIH, MTOCTIEIBAH OT JeUeHUE
¢ aauMymab B MIPOIB/DKEHUE C OTBOPEH €TUKET 3a JOMBIHUTEIHHU 26 ceamuii. OLeHKUTE Ha
TICOPHUA3NC Ha HOKTUTE BKIFOUBAT Moauduumpanus HHAEKC 32 TEKECT Ha IIcopuaszrca Ha HOKTUTE
(mNAPSI), O6mata orneHka Ha Jexaps 3a rncopuasuc mo Hoktute (PGA-F) u nniekca 3a Texect Ha
ncopuasuca Ha Hoktute (NAPSI) (Bx. Tabnuua 18). Axanumymad 1eMOHCTpHpa 0132 OT JICUEHUETO
MIpH MAIMEHTH C TICOPHa3KC Ha HOKTUTE C pa3InyHa CTeNeH Ha KoXkHO 3acsrane (BSA > 10% (60% ot
naruerTute) u BSA < 10% u > 5% (40% ot manueHTHTE)).

Tabauna 18: Ps npoyuBane IV pe3yarartu 3a epukacHoct Ha 16-ata, 26-aTa u 52-paTa ceqmMuIa

Kpaiina Touka Cenmuna 16 Cenmuna 26 Cenmuna 52
Ilnanedo-kouTpoaupano [lnanedo-kKoHTPoJHpPaHO (OTKPHTO
Anaaumyma0 Anaaumymad |Anaaumymad
[Maame6o N 40 mg mpe3  [[mame6o 40 mg mpe3 40 mg mpe3
=108 cenMMIA N =108 |cenmuua ceMHIIA
N =109 N =109 N =80
> 75 mNAPSI (%) 2,9 26,0° 3,4 46,6 65,0
Uucro/munumanno PGA-F 2,9 29,72 6,9 48,92 61,3
154
> 2-CTENeHHO MoJ00peHre
(%)
001112 IpoMsiHA B IPOLICHTH |-7,8 -44,22 -11,5 -56,22 -72,2
Ha NICOPUA3HC HAa HOKTUTE
Ha ppuete, NAPSI (%)

ap <0,001, aganumymad cnpsamo mianeo

[TanuenTuTe, IeKyBaHU ¢ aAaTuMyMa0, MOKa3BaT CTATUCTUYSCKH 3HAYNMH To100peHus B Ceqmuiia
26 B cpaBHeHHe ¢ 1wrane6o B DLQL
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Tnoen xuopadenum

be3omacHocTTa M epUKacCHOCTTA HA afaTMMyMad ca OLICHEHH B PaHJOMH3HPAHH, TBOHHOCIICIIH,
1a1e00-KOHTPOIMPAaHU POYYBAHUS M €JHO YABIDKEHO OTBOPEHO MPOYYBaHE NP Bh3PACTHH
MaIMEHTH C YMEPEH 10 TexbK [ X, KOUTO ca UMaii HEeMOHOCUMOCT, IPOTUBOIIOKA3aHNE HITH
HEJ0CTaTh4YeH OTTOBOP Ha Hal-MaJKo 3-MecedeH MpoOeH Meprol Ha CHCTEMHA TePAIHs C
aatuOnotnny. [lanmenture B I' X-1 u I'X-II ca mmanm 3abonasane cranuit 11 wmm 111 mo Hurley ¢ naii-
MaJIko 3 abclieca Wi Bb3NaJUTEIHN Bb3IIH.

IIpoyuBane I'X-I (PIONEER 1) oniensiBa 307 mannenTa ¢ 2 nmeproaa Ha edenne. B mepuon A
MalMeHTHTE MOoJTy4YaBar mane6o win aganumymad npu HauaigHa go3a 160 mg B Cenmuna 0, 80 mg B
Cenmuua 2 u 40 mg Besika ceamua, 3amnoyBaiiku ot Ceamuna 4 no Ceamuna 11. Ynorpebara Ha
CBHITBTCTBAIIN AaHTHOMOTHUIIN HE € OWiia pa3pelieHa 1mo BpeMe Ha rnpoydBaneto. Cuen 12 cemmuru
JieueHHe MallueHTUTe, KOUTO ca MoJy4yaBaiy afaduMymal B epuoa A, ca OuiIu MOBTOPHO
pangomusupanu B iepuo b B 1 10 3 rpynu Ha neuenue (aganumymad 40 mg Bcaka ceaMuIia,
aganumymab 40 mg mpes ceamuna win miamnedo ot Ceamuta 12 go Ceqmuna 35). [lanmenTure, KOUTO
ca O6unm panmomMu3upany Ha riane6o B [lepuox A, ca Omimu pasnpeneseHn a moirydaBaT afamuMymad
40 mg Bcsika cenmunia B [lepuon b.

[IpoyuBane ['X-1I (PIONEER II) oniensiBa 326 manueHTH ¢ 2 iepuoja Ha Jieuenre. B mepuon A
MAIUCHTUTE TOJIy4aBart Ianedo win agaauMymad rnpu HayaimHa no3a 160 mg B Cenmuna 0, 80 mg B
Cenmuia 2 u 40 mg Bcsika cenmuna, 3anouBaiiku ot Ceamua 4 go Cenmuna 11. 19,3% ot
NAalMEeHTHUTE ca IPOIBIDKIIN U3X0IHATA IIepopaiHa aHTUOMOTHYHA Tepanus 10 BpeMe Ha
npoyuBaHeTo. Cien 12 cenMuIiy JeueHue MalueHTUTE, KOUTO Ca MOJydaBaly afaliMyMal B IePHO.T
A, ca Onim IOBTOPHO paHIoMu3upanu B niepuoa b B 1 1o 3 rpymnu Ha nedenue (amanumymad 40 mg
BCsKa ceamuIa, ananumymad 40 mg npes ceamuna win 1wiane6o ot Ceamuna 12 no Ceamuma 35).
[armenTtuTe, KOUTO ca OWIM paHIOMH3UpaHU Ha TTanedo B llepron A, ca Ounm pasmpenenenu aa
nony4asat miane6o B [lepuon b.

[ammenTture, yaactBamm B poyuBanus ['X-1 u I'X-11, ca Omm noaxoasmy 3a y4acTue B OTKPUTO
MPOB/DKCHUE Ha TPOYUYBAHETO, B KOETO ananuMymad 40 mg ce e npuiarajio BCska CeaIMuIla.
CpenHara eKCIO3MIIMS BbB BCUUKH MOIYJIAlKKU ¢ afanuMymad e Ouna 762 nuu. [To Bpeme Ha
BCHYKHUTE 3 MPOYYBAHUS MAIIMEHTUTE Ca U3IIOJI3BAIIN €KEIHEBHO JIOKATHA aHTHCENITHYHA TIPOMHUBKA.

Knunuuen omeosop

HamansBaHeTo Ha Bb3NAIMTEIHUTE JIC3UH M PEBEHIMATA Ha BJIOIIABaHE HA a0CLECUTE U
JpEHUpAIIUTE (PUCTYIIU € OLEHEHO C TIOMOIITA Ha KIIMHUYEH OTTOBOP 33 THOSH XUAPaICHUT
(Hidradenitis Suppurativa Clinical Response, HiSCR; Haii-manko 50% HamaneHnue Ha oOmust abcuec u
Opost Ha BB3MAJIUTEIHUTE B3I 0e3 yBelnnueHue Ha Opos Ha abcrecure u 6e3 yBeandeHue Ha Opost Ha
JpeHUpaIUTe GUCTYIIN CIPSMO H3XOAHOTO HUBO). HamansBaHeTo Ha cBbp3aHara ¢ I'X koxkHa Oomka
e olleHeHo ¢ nomoinTa Ha [{udpoa ckaa 3a oleHKa py ManUeHTH, KOUTO ca BIIE3IIH B IPOYYBAHETO
C HayaJIeH pe3yiaTar oT 3 WiK rmoBeue TOUKH 1o 11-ToukoBa ckaia.

3HAYUTEITHO MO-TOJISM MPOIICHT OT MAIIMEHTUTE, JIEKYBaHU C afauMymal, @ cpasHeHue C Te3H Ha
maare0o, ca mocturgany HiSCR B ceamuna 12. B Cenmuria 12 3HaYUTETHO HO-TOJISIM IS OT
nanueHtute B npoyuBane I'X-1II ca umanu KIMHUYHO 3HAYMMO HaMaJjieHUe Ha cBbp3aHata ¢ HS koxHa
Oonka (Bx. Tabnuua 19). [lanmentuTe, JIeKyBaHu C agaIuMyMal, ca UMaJId 3HAUYUTEITHO HaMaJleH
PHUCK OT 000CTpsIHE HA 3a00JIIBAHETO IO BPEME Ha IHPBUTE 12 CEIMUIIH OT JICICHHUETO.

Tabanna 19: Pesynraru 3a epukacHoct Ha 12-aTa cegmuua, npoyuysannsg I'’X I n 11

IIpoyusane I'X 1 IIpoyusane I'X 11
Inauedo Anaaumymad Ilnaunedo Ananumymao
40 mg ceAMUYIHO 40 mg ceAMUYHO
Kimau4eH oTroBop npu rHoeH N =154 N =153 N=16345 |N=163
0 04H)* 0, 0f)***

xurpaernt (HiSCR)a 40 (26,0%) |64 (41,8%) (27,6%) 96 (58.9%)
> 30% HamansBaHe Ha N =109 N =122 N=11123 |[N=105
KOo)KHaTa 00onkad 27 (24,8%) |34 (27,9%) (20,7%) 48 (45,7%)***
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*p <0,05, ***p < 0,001, amanmumymad cnpsamo nnanedo

2 Cpen BCHYKH PaHAOMHU3UPAHU HAIllMEHTH.

Cpen malMeHTy ¢ U3X0/IHa OIleHKa Ha cBbp3aHarta ¢ I'’X kokHa 6oska > 3, Ha 6a3arta Ha Huciaosa
orenpuna ckama 0 — 10; 0 = 6e3 xoxkHa 00aka, 10 = BE3MOKHO Hal-TToIIaTa KOXKHA 0OJIKA.

Jledaenueto ¢ amanmumymad 40 mg Besika ceIMUIIA 3HAUMTEITHO HaMalsiBa PUCKa OT BIIOIIaBaHE Ha
abcuecute u qpeHupane Ha puctynute. [[puOnam3uTeTHO ABa BT MOBEYE € ACTHT HA MAUEHTUTE B
riane0o rpymnara npe3 mbpeute 12 ceqmuiy Ha npoyuBanusta [’ X-1 u I'X-11 B cpaBHeHuUE ¢ Te3u B
rpymnara Ha aganuMyma0, KOUTO ca MMaJii BJolIaBaHe Ha adcuecuTte (cboTBeTHO 23,0% cpemy 11,4%)
u apenupane Ha ¢puctynure (cporBeTHO 30,0 % crpsimo 13,9%).

B Ceamuna 12 e Ouiio JeMOHCTPUPAHO MO-TOJISIMO MOJO0pEHHEe OT U3XOIHOTO HMUBO B CPaBHEHHE C
wiane0o B cnenn(puIHOTO 32 KOKaTa, CBEP3aHO ChC 3[[PABETO KAUE€CTBO Ha KHUBOT, U3MEPEHO UpPE3
Hepmaronornunns nHAEKC Ha KadecTBO Ha *kuBOT (Dermatology Life Quality Index, DLQI;
npoyuBanus ['’X-1 u I'X-II), B obmiara yqoBiIeTBOPEHOCT Ha MAIMEHTa OT JICYCHUETO C JIEKapCTBEHHS
MPOAYKT, U3MEpeHa upe3 BrIpocHuKa 3a yA0BIETBOPEHHE OT JICUEHHETO — JIEKAPCTBEHU MPOAYKTH
(Treatment Satisfaction Questionnaire — medication, TSQM; npoyuBanus I'X-I u I'’X-1I), u BbB
¢dusnuecko 3apaBe, M3MEPEHO Upe3 0000IIeHaTa oleHKa 1Mo (hru3nveckaTa KomrnoHnenrta Ha SF-36
(mpoyuBane ['X-1).

[Ipu mammenTH ¢ MOHE YacTH4YeH OTroBOp Ha aganmumymad 40 mg ceaqmuyuHo B Cenmuna 12, gectorarta
Ha HiSCR B Ceamuiia 36 e mo-BUCOKa MPH MAIUCHTH, KOUTO ¢a MPOABDKUIM CSAMHYHO MTPHEMaH
aganmuMymMal, OTKOJIKOTO TIPY MAIlMEeHTH, PH KOUTO YecTOTaTa Ha I03UpaHe € Onira HamalieHa TIpe3
CeJIMHMIIA, WJTH TIPH KOWTO JISYSHUETO € Omino orreraeHo (Bx. Tabmmma 20).

Taoaunna 20: Jsin Ha manuenture?, mocrurnaan HiSCR® B cexmuum 24 u 36 caen
NnpeHa3HAYaBaHe HA TePanusTa HA ¢IMH T ceAMUYHO agaanmymad B Ceqmuua 12
Iaauedo Anaaumyma0 Anaaumyma0
(oTTEryIsiHe OT JIeUEeHUETO) 40 mg npe3 ceqMuIAa 40 mg ceAMHUIHO
N =173 N =70 N=70
Cenmuia 24 24 (32,9) 36 (51,4%) 40 (57,1%)
Cenmvuiia 36 22 (30,1) 28 (40,0%) 39 (55,7%)

[larmenTy ¢ MOHE YacTHYEH OTrOBOp Ha aganumymad 40 mg ceaMuyHO cief 12 ceqMuIy JeueHue.
[ManmeHTHTE, OTTOBAPSINY HA KPUTEPHUHUTE, TIOCOYCHH B IMPOTOKOJIA, 32 3ary0a Ha OTTOBOP WJIM JIUTICA Ha
rmooOpeHue, e TPSAOBAIIO Jla MPEKPATAT yYaCTHETO CH B TIPOYYBAHUITA U Ca OTYESTEHH KaTo
HEOTTOBOPILIH.

Cpen manueHTHuTe, KOUTO Ca MMaJli TIOHE YacTH4YHO nosnusBaHe B Cenmuna 12 u KouTo ca
MOJTyYaBaJiM HENPEeKbCHATA CEMUYHA Tepanus ¢ aaanumymao, nporeHTsT Ha HISCR na Cenmurnia 48
e 68,3%, a B Cenmuria 96 — 65,1%. [lo-mbirocpouHo seyenue ¢ aganumymad 40 mg ceqaMudaHO 3a 96
CEJIMHIIA HE YCTAHOBW HOBH JIaHHU 32 0€3011aCHOCTTA.

Cpen manueHTuTe, YMeTo JieueHrne ¢ ananumymad e omno npekpareHo B Cenmuna 12 Ha
npoyuBanusTa ' X-1 u I'’X-1I, npouentst Ha HiSCR 12 ceqmunu cie mOBTOPHO 3amoyBaHe Ha
neuyeHue ¢ aganumymad 40 mg BeIHBXK CEAMUYHO Ce€ BPbBILA O HUBA, CXOJHH C HAOIIOAaBaHUTE
mpeau npekpatsiBaneTo my (56,0%).

bonecm na Crohn

Bbe3omnacHocTTa M euKacHOCTTa Ha agaauMyMal ca oreHeHH rnp Haj 1 S00 marueHTy ¢ ymepeHa 1o
Texkka aktiBHa OostecT Ha Crohn (MHIEKC Ha akTHBHOCTTA Ha OonectTa Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450) B paHIOMHU3HPaHHU, JBOWHOCIIEIIH, IU1ale00-KOHTPOINPAHU
npoyuBaHusi. Pazpenienn ca ChIrbTCTBAIIN CTAOMIHH JI03M aMUHOCAIMIIAIATH, KOPTHKOCTEPOUIH
W/WITM IMYHOMO TyJIupaiiu cpejactsa u 80% OT ManueHTUTe ca MpOoIbIDKUIIN J1a TI0JTyYaBat MOHE eJTHO
OT TE3H JIEKaPCTBEHH MPOAYKTH.

82



Borexmanero Ha kiuHUYHA pemucus (meduanpana karo CDAI < 150) e ornieHeHO B 1BE TPOyIBAHUS,
npoyuBane | Ha CD (CLASSIC I) u npoyusane II ra CD (GAIN). B npoyusasne [ xa CD 299
HenekyBaHuTe ¢ TNF-aHTaroHUCTH ManueHTy ca OWiM PaHJOMHU3UPAHH B €JHA OT YSTHPUTE TPYITH 32
nedenue; mwianedo B Ceamuru 0 u 2, 160 mg aganumymad B Ceqmuria 0 u 80 mg B Cenmunia 2, 80 mg
B Ceqmura 0 u 40 mg B Ceamuma 2 n 40 mg B Cenmuna 0 1 20 mg B Ceamuma 2. B mpoyusane Il Ha
CD 325 manueHTH, KOUTO Ca HMaJH 3ary0a Ha OTTOBOP WJIM UMAaT HETIOHOCHMOCT KbM HH(INKCHMAa0,
ca paHJOMU3UpaHHu Ja moiydaBaT wiu 160 mg ananumymad B Ceqmuiia 0 u 80 mg B Cenmuna 2 wim
rane6o B Ceqmunu 0 u 2. [IppBUYHITE HEOTTOBOPHIIH Ca U3KITIOYSHH OT MTPOYYBAHUATA U 3aTOBA
TE3W MAIeHTH He ca OLEHSABAaHU JIOITBIHUTETHO.

[MopawspxaneTo Ha KIMHAYHA peMucus e onieHeHo B npoyuBane Il na CD (CHARM). B mpoyuBane
IIT 7a CD, 854 manmenTn ca nonxy4aBanu orBopeHo 80 mg B Cenmuna O u 40 mg B Cenmuna 2. B
Cenmunia 4 mauueHTUTe ca panaoMusupanu Ha 40 mg npe3 ceamuiia, 40 mg Beska ceaMuIa Uin
riane6o ¢ o01a NPOABIKUTEIHOCT Ha MPOoyYBaHeTo 56 ceamuiy. [lanueHTrTe B KIIMHUYEH OTTOBOP
(noumxenne Ha CDAI > 70) B Cenmuna 4 ca cTpatuduIpaHy 1 aHATH3UPAHU OTAEITHO OT TE3H,
KOUTO HE ca B KIIMHUYEeH 0TroBop B Cenmuna 4. KopTUKOCTEpOMIHOTO HAMaJISIBAHE HA J103aTa €
paspernieno cien Ceamuria 8.

B tabmuma 21 ca mpeacTaBeHn HHAYKIUATA HA PEMUCHS M YECTOTUTE HA OTrOBOpa B poy4uBane | Ha
CD u npoyusase II na CD.

Ta6auna 21: Uuayknus Ha KIMHAYHA PEMUCHS M OTTOBOP (TPOIEHT MAMEHTH)

IIpoyuBane I na CD: Mpoyusane Il na CD:
IlanmeHTH, KOUTO He €a MOJYy4aBAIH NMAMeHTH, PEeIX0IHO
uHGIUKCUMA0 npueMaau HHPJIUKCUMAa0
[lnanedo |Aganumymad [Anaaumymad ([Lnanedo Anaaumyma0
N =74 80/40 mg 160/80 mg N =166 160/80 mg
N=75 N=76 N = 159

Cenmuna 4

Knuanuna pemucus  [12% 24% 369%0* 7% 21%*

Knuanuen otroBop  [24% 37% 49%** 25% 38%0**

(CR —100)

Benuku p-cToHHOCTH ca YM(THU CpaBHEHUS HA IPONIOPLMUTE 32 aianuMyMad cnpsamo mianeoo

*p<0,001

**p<0,01

ITooOHM YecTOoTH Ha peMHUCHS ca HaOIro1aBaHy Npy BhBeXaamuTe peskumu 160/80 mg u 80/40 mg
kbM Ceamuiia 8, a HOKEIaHUTE ChOUTHS ca HaOJIF01aBaHu 0-4ecTo B rpynara Ha 160/80 mg.

B npoyusane Il Ha CD, B Cenmuna 4, 58% (499/854) ot nanueHTHTe ca OWMIK B KIMHIUYEH OTTOBOP M
ca OrleHeHH B MbpBUYHUS aHaim3. OT Te3u ¢ kimHndeH otroBop B Cenmurnia 4, 48% npenu ToBa ca
Owmim u3noxenu Ha apyru TNF-antaronucTu. [lognppxaHeTo Ha peMUCHUSITa U YECTOTUTE Ha
OTTOBOpA ca MpeACTaBeH! B Tabnwmia 22. Pesynrature 3a KIIMHAYHA PEMUCHS Ca OCTaHAIN
OTHOCHUTEJIHO MIOCTOSIHHU, HE3aBUCHUMO OT IIpeaxojHaTa ekcrno3uuus Ha TNF-aHTaronucr.

CBBbp3aHuTE ChC 3a00NABAHETO XOCTUTATH3ALMHI U XUPYPIUIECKH HAMECH Ca CTATHCTUUECKH 3HAYMMO
MO-MaJIKo MpHU aianuMyMab, B cpaBHeHue ¢ 1ane6o B Ceqmuna 56.
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Ta6auna 22: MogabpkaHe HA KIUHUYHA PEMHCHS U 0TrOBOP (IPOLEHT MALHEHTH)

IMnaue6o 40 mg aganumymadé 40 mg axanumymad
npe3 ceIMHIla BCSIKA CeIMHUIIA

Cenqmuiia 26 N =170 N =172 N = 157
Knuanuna peMucus 17% 40%0* A47%*
Knuanuen orroop (CR-100) 27% 52%* 52%*
[MaruenTu B cBOOOIHA OT CTEPOUIU 3% (2/66) 19% (11/58)** 15% (11/74)**
pemucust 3a > 90 nHua
Ceamuna 56 N =170 N =172 N =157
KiiMHUYHA peMHCHS 12% 36%* 41%*
Kmuangen orrosop (CR-100) 17% 41%* 48%*
[TarrienTH B CBOOOIHA OT CTEPOUIN 5% (3/66)  [29% (17/58)* 20% (15/74)**
pemucus 3a > 90 nHHua

*p <0,001 32 ynTHATE CpaBHEHUS HA CHOTHOMIEHHSTA aIaTUMyMal cnpsamo Tanedo
**p < 0.02 32 ynTHATE CpaBHEHUS HAa CHOTHOMICHHSTA aIaTUMyMal cnpsamo Tanedo
a OT MalUCHTHUTE, MMOJTyUaBalllkd KOPTUKOCTECPOUIU HA U3XOAHOTO HUBO

Cpen manueHTuTe, KOUTO He ca uManu otroBop B Ceamuna 4, 43% OT nanueHTHTe Ha HOAIbPKalll
aganmumMymao, ca umaiu otroBop a0 Ceamuna 12 B cpaBHenue ¢ 30% OT MAIMEHTUTE HA MOIbPIKAII0
iane6o. Te3u pesynraTu npeanonarat, 4ye HIKOU MallMeHTH, KOUTO He ca UMalll OTTOBOD 10
Cenmuua 4, uMat 1onsa oT NpoabKaBaHe Ha moaabpkamara repanus 1o Cenmuna 12. Tepanusira,
MPOABIDKHIIA TTOBeYE OT 12 cenMuITy, He TOBEXK/Ia 10 3HAUUTEITHO ITOBEYe OTTOBOPH (BK. Touka 4.2).

117 ot 276 nanuentu ot npoyusane [ Ha CD u 272 ot 777 nauuentu ot npoyuBanus I u Il ma CD ca
MIPOCIIENIEHN B MIPOIBIDKEHNE HAl-MaJIKO Ha 3-TOAWIITHA OTKPHUTA Tepamnus ¢ agamumyMad. 88 u 189
ManueHTH, CbOTBETHO, Ca MPOABJIKUIIN Ja GBJIaT B CHCTOSAAHHME HA KIIMHUYHA PEMUCUA. Kinnanuen
otroBop (CR-100) e mogmbprkan choTBeTHO Tipu 102 1 233 manmeHTw.

Kauecmeo na orcugom

B npoyusane | u npoyusane Il na CD, ctatucTiyecky 3HaYUMMO TOJJ00pEHHE B OOIIHSI PE3YIITaT 110
cneunuuHus 3a OonecTTa BBIIPOCHUK 3a Bh3NATUTEIHNTE 3200 siBanus Ha uepsara (IBDQ) e
nocturyHaro B Ceamuua 4 npu nanyueHTH, paHA0MHU3Upanu Ha aganumymad 80/40 mg u 160/80 mg B
cpaBHEHUE c mianebo, u To ¢ HabmomaBaHo B Ceqmuiiu 26 u 56 B nmpoyusane 1l na CD, kakto u cpen
rpynuTe 3a JICYEHUE C alanMyMal B CpaBHEHHUE C IpymiaTa Ha mianedo.

Yayeposen xonum

Bbe3zomnacHocTTa M e(h)UKacCHOCTTa HA MHOTOKPATHH JI03H aJjaiuMyMad ca OlEHeHH IIPHU Bh3PacTHU
MAIMEeHTH C YMEPEH 10 TeKbK aKTUBEH YIIIEpO3eH KOIHT (orieHKa 1o Mayo ot 6 1o 12 ¢ eHmockorcka
MOJIOIIEHKA OT 2 /10 3 ) B paHOMU3HUPAHH, TBOMHOCIIEITH, I1ae00-KOHTPOINPAHHA IPOYUBAHMUSL.

B npoyusanero UC-I 390 HenexyBanu ¢ TNF-aHTaroHucTH NanyeHTy ca paHIOMU3UPaHH 1a
nonyuasat mianedo B Cenmunu 0 u 2, 160 mg aganumymad B Cenmuna 0, mociensano ot 80 mg B
Cenmura 2, wm 80 mg aganmmmymad B Ceqmutia 0, mociensano ot 40 mg B Cenmura 2. Cren
Cenmuria 2 manyeHTUTE U B IBETE TePANIeBTHYHU IPYIH Ha afanumMymab nmomryuasat 40 mg mpe3
cenmuna. Knmnauunara pemucus (IeduHrupana Kato omneHka no Maiio < 2 6e3 nogonenka > 1) e
oueHeHa B Cenmuria 8.

B nmpoyusane UC-II 248 nauuentu ca nonyvasanu 160 mg aganumymad B Cenmuna 0, 80 mg B
Cenmua 2 u Briocieacteue 40 mg npe3 cenMuiia, a 246 naiueHTH ca MoTy4aBaiiy miamneoo.
KnuanaauTe pe3ynaTaTu ca oleHeH! 32 MHAYKINA Ha pemucus B Ceamunia 8 1 3a morbpikane Ha
pemucus B Cenmuna 52.

[ManuenTure, uHaAynHpanu cbe 160/80 mg aganuMyma0, IOCTUTaT KIIMHUYHA PEMUCHUS CAPSMO
miare6o B CenMuiia 8 pu CTATUCTHIECKH 3HAYUTEITHO TTO-TOJIEMH IPOIEHTH B poyuBaneTo UC-I
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(18% cupsimo cvotBeTHO 9%, p=0,031) 1 mpoyuBanero UC-II (17% cmpsimo 9% cwrotBetHO, p=0,019).
B npoyuaBanero UC-II, cpen nexkyBanute ¢ anaanmymad, Kouto ca 6mmu B pemucus B Cenmuna 8,
21/41 (51%) ca 6unu B pemucus B Ceamunia 52.

Pesynrarute ot obmara momyanus mo npoyusaneto UC-II ca mokazanu B Tabmuia 23.

Taéanna 23: OTrosop, peMucus u 3a3ApaBsiBaHe Ha aurapunara B npoyysane UC-II (mpouenTt
TMAIMEHTH)

Ilname6o Ananumyma6 40 mg
npe3 ceIMMUILA

Ceamuna 52 N = 246 N = 248
KJIMHMYEH OTTOBOp 18% 30%"
KiMHW4HA peMucust 9% 17%"
3a3apaBsiBaHe Ha JUTABUIIATA 15% 25%"
Pemucus 6e3 crepounu 3a > 90 nau? 6% 13%"

(N = 140) (N =150)
Ceamunu 8 u 52
VCTOWYHUB OTTOBOP 12% 24%"
VcroitunBa pemMucus 4% 8%"
VCTOMYMBO 3a3apaBsBaHe Ha 11% 19%"

JINTaBHUITUTC

KimmHudHaTa peMuUcHsI € pe3yJiTaT 1o ckajara Ha Maiio < 2 6e3 nojoreHka > 1;

KiIMHAYHUAT OTrOBOp € HaMaJICHHE CIPSIMO U3XOJHOTO HUBO HA pe3ynrara 1o Maiio > 3 Touku u
> 30% nroc HamMaJieHre Ha MMOAOLCHKAaTa 3a peKTainHo KbpBeHe [RBS] > 1 unu abcomtorna RBS 0
unu 1;

“p < 0,05 3a aganmumymab cnpsamo mwianebo Mo ABOMKU CPABHEHHS HA IPOIOPLMHTE

“p < 0,001 3a aganmumymab cnpsmo naanedo no ABOMKU CPaBHEHHS HA IIPOIOPLIUUTE

20T MalMUEeHTHUTE, IMOoJTydYaBallld KOPTUKOCTECPOU AN HAa U3XOJHOTO HUBO

Ot Te3u manueHTH, KOUTo ca umanu orroBop B Cenmutia 8, 47% ca 6unu B oTroBOp, 29% ca Ovin B
pemucusi, 41% ca umanu 3a3apaBsiBaHe Ha nuraBunara u 20% ca Ounm B pemucusi 0€3 CTEpOUIn 3a
> 90 guu B Cemmuria 52.

[Tpubnuzurenno 40% ot nauuentute B npoyusaneto UC-II ca nmanu Heycnex npu NpeauIiHo aHTH-
TNF neuenne ¢ nadnukcumad. EprkacHocTTa Ha aganimymad mpH Te3U MaeHTH € HaMaleHa B
CpaBHEHME C Ta3H IIpH HeneKyBaHu ¢ aHTU-TNF nanuentu. Cpeq manueHTUTe, KOUTO ca UMaIH
HeycIleX ¢ mpemecTaio ieuenne ¢ antu- 1 NF, pemucus 8 Cenmuna 52 e mocturaara ot 3% Ha
miane6o u 10% Ha aganmumymao.

ITarmenture ot npoyusBanusTa UC-I n UC-II ca nMany Bb3MOXKHOCT J1a IPOIBJKAT B OTBOPEHO,
IBATOCPOYHO MpoabpKenne Ha npoyuBaneto (UC III). Cnen 3 ronunau Tepanwus ¢ agamumymad 75%
(301/402) npoabiokaBar a ObAaT B KJIMHHYHA PEMUCHS T10 YaCTHYHA OICHKa 110 Maiio.

Yecmoma Ha Xocnumanuzayus

ITo Bpeme Ha 52-cenvuunute npoyuBanus UC-1 u UC-II ca mabmoaBanu MO-HUCKH Y€CTOTH HA
XocTHTaIM3aus 6e3 3HaUeHNEe OT MPUYNHATA, KAKTO M XOCTIuTam3ariy, cebp3aau ¢ UC 3a paMoTo
Ha ajanuMyMal B CpaBHEHHE C paMOTO Ha 1uiane6o. bpost Ha xocnuranu3anuu 6e3 3HaYeHUE OT
NpUYHHATA B Tpynara, npuemaina aganumymao, e 0,18 Ha manuenroroauaa B cpapaenue ¢ 0,26 Ha
MAIMeHTOr 0IMHA TIPY TpyIiaTta, npuemMaiia miamedo, a Opost xocnuTanusaiuu, cebp3adu ¢ UC, e
cpotBeTHO 0,12 Ha mamuentroroguaa u 0,22 Ha DalMEHTOTOAMHA.

Kauecmeo na scusom
B nmpoyusane UC-II neyenneto ¢ aganumymal e JOBeIo 10 MOA0OPEHUs B CKOPa 110 BBIIPOCHUKA 32
BB3nanuTeaHa OosecT Ha yepsara (Inflammatory Bowel Disease Questionnaire, IBDQ).
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MNPOLHEHT HA HEYCHEX OT JJEHEHHUETO

(%)

Yeeum

BeszonacHocTTa M ehukacHOCTTa Ha afanuMyMad ca OlleHEHH MPY Bb3PACTHHU MalleHTH C
HEMH(EKLINO3EeH MEXAWHEH, 33/ICH M TAaHYBEHT, C U3KJIFOUEHHE Ha MAIIMEHTH C U30JIMPaH IpeieH
YBEWT, B JIBE paHJAOMHU3UPAHH, TBOMHO MacKupaHH, miarnedo-konTpomupanu npoyusanus (UV [ u II).
[TanmenTrTe ca morydaBaiy mianedo win agarnMyMad ¢ HadamHa n1o3a 80 mg aganumymao,
nocneaBaHa oT 40 mg npe3 cenMuUIa KaTo ce 3aoyBa ejHa CeMHUIIA CIIe]] HayalHaTa J103a.
Paspermenn ca cpIrbTCTBAIM CTAOMITHH JTO3H C €IMH HEOMOIOTHYEH HMYHOCYTIPECOD.

B npoyusanero UV I ca ouenenu 217 nanneHTH ¢ aKTUBEH YBEUT, BBIIPEKH JIEUEHUETO C
KOPTUKOCTepouIH (TIPeTHU30H mepopaino B 103a oT 10 o 60 mg/aen). Benuku naunenTu ca
MONTyYMIIN 2-CeAMUYHA CTaHAAPTU3UPaHa 1032 IpeaHn30H 60 mg/neH npu BKIIOYBAHE B
MPOYYBaHETO, MOCTeIBaHa OT 33AbDKUTENICH TpaduK 3a MOCTENIEHHO HaMallsiBaHE Ha J103aTa, C ITBJIHO
MIpeKpaTsBaHe Ha MpreMa Ha KopTukoctepouan 1o Ceamuna 15.

[Ipoyusane UV II oniensiBa 226 naliieHTH ¢ HEAKTUBEH YBEUT, U3UCKBAI] XPOHUYHO JICUEHUE C
KOPTHUKOCTEpOU U (TIPeIHN30H Tpe3 ycraTa, 10 10 35 mg qHeBHO) Ha U3XOJIHO HUBO, 32 Jia ce
KOHTPOJIMpa TSIXHOTO 3a0onsaBaHe. [lannenTuTe BiocneAcTBUE ca MPEMUHAH NIPE3 33 IbJDKUTENCH
rpa¢uK 3a MOCTENEHHO HaMaJsIBaHE Ha J03aTa, C II'BJIHO PEKpaTsBaHe Ha IpreMa Ha
KopTukoctepouau 1o Ceamura 19.

[TepBryHaTa KpaifHa TOYKa Ha €(PUKACHOCT IPH ABETE NPOYUYBAHUS € ,,BPEMETO JI0 HEYCIEX OT
nedeHneTo". HeycnexbT OT JIeUeHUETO ce Onpeielis KaTo MHOTOKOMITOHEHTEH pe3yJiTaT, 0a3upaH Ha
BB3NAJIUTCIIHNU XOPUOPETUHATITHA I/I/I/IHI/I BB3NAJIUTCIIHU PETUHAIHU CbAO0BU JIC3UH, CTCIICH Ha
BB3MaJIeHHE B peaHaTa ogna kamepa (AC), cTereH Ha BIIOLIEHA MPO3PAvYHOCT Ha CTHKIOBHIHOTO
Ts10 (VH) 1 Haii-no0pe xopurupanara 3putenHa octpora (BCVA).

ITanpeHTHTE, IPUKIIFOYUIN Y4acTHETO cu B ipoyuBanus UV I u UV II, orroBapsT Ha ycioBusTa 3a
BKJIFOUBAHE B HEKOHTPOJIMPAHO JABITOCPOYHO MPOABIHKEHNE Ha TPOYYBAHETO C TBPBOHAYAIIHO
IUTaHWPaHa IPOJBDKUTENHOCT 78 cenqmuiy. Ha manuenTuTe € OMI0 MO3BOJIEHO /1a POABIDKAT
IpHeMa Ha JIEKapcTBOTO 110 IpoyuBaHeTo cieq CeaMuna 78, 10KaTo UMaT AOCTBII 10 a1AIUMyMa0.

Knunuuen omeosop

PesynTatute OoT ABETE MpOyUYBaHMS TIOKA3BAT CTATHCTUYECKU 3HAYMMO HaMallsiBaHe Ha PHCKa OT
HEyCIIeX Ha JICYSHHUETO P MAIMEHTH, JISKyBaHH C aTaIuMyMal, cnpsamo MAlueHTH, TI0JTyYaBalin
rutane6o (Bk. Tabmuma 24). U apete mpoyuyBaHUS MOKa3BaT paHEH U TpaeH e(peKT Ha ananuMymad
BBPXY UE€CTOTaTa Ha HEYCIIEX Ha JICUYCHUETO cnpsamo Tuianedo (Bxk. durypa 2).

Tabanna 24: Bpeme 10 Heycnex Ha JedyeHuero npu npoyusanusa UV Iu UV II

AHAJIHN3 N Heycnex N (Cpeano Bpeme 10 [Kpa [MJ95%
Jleuenne (%) Heycnex (Mecelu) 3a Kpa CTOHHOCTO

Bpeme 10 Heycnex Ha JeyenneTo B wiM ciaeq Cenmuna 6 B npoyuBane UV 1

IIspBuuen anamuz (ITT)

[Mnane6o 107 84 (785) B0 - - -

Ananumymad 110 60 (54,5 5,6 0,50 10,36,0,70 [<0,001

Bpeme 10 Heycnex Ha JiedeHreTo B WM ciael Cenvuna 2 B mpoyusane UV 11

IIspBuuen anamuz (ITT)

[Tnaedo 111 61 (55,00 8,3

AnanumMymad 115 45 (39,1)  Nes 0,57 10,39,0,84 0,004

3abenexka: Heycnex ot ieuenuneto B wiu cireq Ceamuria 6 (mpoyusane UV 1) wmm B uimu ciien
Cenmura 2 (mpoyusane UV II) ce 6pon xato crbouTHe. OTnagHainTe mopaand MPHIUHA, Pa3IHIHA OT
HEyCIIeX OT JICYSHUETO, Ca OTCSIBAHA B MOMEHTA Ha OTIIaJaHe.

2K P (roedurneHT Ha pricka) 3a a1anuMyMad CIpsiMO TIane60 OT MPOMOPIUOHATHUTE PErPECHOHHH
PHUCKOBE ¢ OTYHTAHE Ha JICYEHUETO KaTo (hakTop.

® JlBycTpaHHa p CTOMHOCT OT log-rank TecT.

®NE = He Moxe na ce onpenend. [1o-Maliko OT MOJOBHHATA OT PUCKOBUTE YYACTHUIIM Ca NMAITU
crbutne.
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®@urypa 2: Kpusu na Kaplan-Meier, 00001aBaim BpemMeTo 10 Heycnex Ha JieYeHHeTO B WIH
ciaen Cenmuua 6 (npoyuBane UV I) unu Ceamuua 2 (mpoyusaune UV II)
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[Tnae6o (bpoii ceouTHs/bpoit B puck); A# = Ananumyma6b (bpoii ceoutHst/bpoii B puck).

B npoyuBaneto UV I ca Habmo1aBaHu CTaTUCTHYECKU 3HAYMMH PA3IMKX B TI0J13a HAa aJallniMyMal
cnpsimo Tnanedo 3a BCeKH KOMIIOHEHT Ha Heycrexa Ha jiedueHueto. B npoyusane UV 11
crarilIpoyusane UV v pasm/ledenne  ypasamu camcIlmane6o mma ocrpora, HoAAATMMymMab
KOMITOHEHTH ca OWJIM YUCIICHO B I0JI3a Ha alaiuMyMa0.

Ot 424-1e yyaCTHUIH, BKIIOUYEHH B HEKOHTPOIUPAHOTO IBJITOCPOYHO NPOIBIDKEHHE Ha MPOYUBAHUS
UV Iu UV 11, 60 ygacTHHIM ca CYNTAHH 32 HEMPUTOJHY (HATP. TOPaan OTKIOHEHUS WU TOpaIn
YCIIOKHEHUS, TBJDKAIIN ce Ha Aua0eTHA pETUHONATHS, IIOPAJH ONEpalisl Ha KaTapakTaTa Win
BUTPEKTOMHUSI) U ca U3KJIIOUEHHU OT OCHOBHUS aHau3 Ha epukacHoctra. OT 364-Te ocTaHau
nanuenTy 269 oneanmu nanueHTty (74%) gocturat 78 ceaMHUIN JI€UEHHE C a1aTuMyMab MOOTBOPEH-
etrker. Ha 6a3zara Ha moaxoza 3a HaOmoqaBanu naHay, 216 (80,3%) ca B pemucust (JIMIICBAT aKTHBHU
BB3nanurennu ne3un, AC kinetku crere < 0,5+, VH crenen < 0,5+), cbc ChITBTCTBAI CTEPOU/ B
no3a < 7,5 mg nuesHo u 178 (66,2%) ca B pemucus 0e3 npuem Ha cteponid. BCVA wu ce
notoOpsiBa WK ce moaabpika (Biomasane ¢ < 5 6ykeu) npu 88,6% ot ounte Ha cenmuIa 78.
HannuTte cnex Ceamuna 78 0OMKHOBEHO ChOTBETCTBAT HA TE3H PE3YJITATH, HO OPOST Ha BKIIIOYCHUTE
YUYaCTHHUIIM C€ OTKa3BaT ciiel ToBa BpeMe. Karto 15110, cpea maueHTHTe, KOUTO ca MPEKPaTHIN
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YYacTHETO CH B Ipoy4uBaHeTo, 18% ca mpexpaTuin y4acTHETO CH MOopaan HeXkelaHu croutus u 8%
MOpaJii HeJIOCTATHUCH OTTOBOP HA JICYSHUETO ¢ alauMyma0.

Kauecmeo na orcusom

CpoOmieHnTe oT MarleHTUTe Pe3yaTaTH OTHOCHO ()YHKIIMHUTE, CBBP3aHU ChC 3PEHHUETO, Ca H3MEPEHH H
B JIBETE KIIMHUYHM NTpoy4Banus ¢ momomTa Ha NIE VFQ-25. Ananumymat e 4nucieHo npearnoInTan
3a TI0-TOJISIMATa YacT OT MOAOLCHKUTE ChC CTATUCTHYECKH 3HAUMMH CPEIHH PA3IMKH 332 00IIOTO
3peHue, ouHaTa 00yKa, OIM3KOTO 3peHHE, ICUXUIHOTO 37jpaBe U O0IIOTO OLEHSBAHE B MPOYIBAHETO
UV [, kakTo 1 32 00110TO 3peHHe U ICUXIUIHOTO 3/1paBe B npoyuBaneto UV II. Edexrure, cBbp3ann
ChC 3PCHUETO, HE ca YMCIICHO B MMOJI3a Ha aaduMyMal 3a UBETHO 3peHue B mpoyuBanero UVI u 3a
LBETHO 3peHHe, nepudepHo 3peHne u 0JIn3Ko 3peHue B npoyuBanero UV 1.

HNmyHOreHHocT

AHTH-afanuMyMal aHTHUTENIA MOTaT J1a C€ Pa3BUSAT 110 BpEME Ha JICYEHUETO C afaIuMyMal.
OO0pa3yBaHEeTO Ha aHTU-aAATMMYMa0 aHTHUTENA Ce CBbP3Ba C IMOBUIICHUS KIUPBHC U HAMaJeHaTa
epuKacHOCT Ha aganuMymad. Hsama BuanMa kopenanys Mexay HaTnIueTo Ha aHTH-aJaiuMyMad
AQHTHTEJIA U NI0SIBaTa HA HEXXEJTAHU CHOUTHSL.

Heduamputma nonyiaauusi

IOBennnen nanonarudeH aptput (FOUA)

IHonuapmuxynapen 10eenunen uouonamuyer apmpum (nfOHUA)

be3onacHocTTa M e(huKkacHOCTTA Ha afanuMyMad ca OLICHEHH B JABE MPOYYBAHUS, [IPU A€LA C aKTUBEH
NOJMAPTUKYJIAPEH WM Pa3BHUBALL C€ KbM IOJIMAPTUKYJIApEH IOBEHUWIEH HANONATHYEH apTPHUT, KOUTO
ca UMaJli pa3iINyHu BUI0BE IoBeHWIeH uanonarudex aptput (MFOUA I u II) (Haii-uecto peBMaTouneH
(aKTOp OTpHULIATENICH WX TTOJIOKUTEIICH OJTUAPTPHUT U PA3IIUPEH OJUTOAPTPUT).

ntfOUA-I|

be3zonacHocTTa M ehuKacHOCTTA Ha afanuMyMad ca OLIEHEHH B MHOTOLICHTPOBO, PaHIOMU3UPAHO,
JIBOMHOCIIATIO, TTapaJIeTHO-TPYIOBO npoy4Bane mpu 171 nena (4-17 roguam) ¢ MOMMAPTUKYIapeH
IOBEHUIICH WMOTIaTHYEH apTpHUT. B oTBOpeHaTa BhBexAama ¢a3a Ha npoyusanero (OL LI)
MIAIMEHTUTE ca pa3/ieNieH: B JBe rpymy, JexkyBanu ¢ MTX (MeTtoTpekcat) win HenekyBanu ¢ MTX.
[TaupeHTHTE OT IpynaTa Ha HEJIEKYBaHUTE C METOTPEKCaT MM HUKOra He ca ouiu nekyBanu ¢ MTX
WU ca OWy u3TeriieHu ot jgedenue ¢ MTX Hail-Manko ABe CEAMUIIM MPEI MpUjlarane Ha
MPOyYBaHOTO JieueHue. [lanmenTure ca octananu Ha ctadbuiaau qo3u HCIIBC w/wnu npeaHu3on
(20,2 mg/kg/nen nnu 10 mg/nen makcumym). Ilo Bpeme Ha ¢azara OL LI Bcruky nanueHTH ca
npuemany 24 mg/m? go MmakcumyM ot 40 mg aganumymab npe3 ceMMIA B IPOIBIKEHHUE Ha

16 cenmuny. Pa3npeneneHueTo Ha MalUEeHTUTE IO Bb3PacT 1 MUHUMAJIHA, CpeJlHA 1 MaKCHMaJTHA
J103a, IosTydeHu 1o Bpeme Ha ¢aszata OL LI, e npeacraseno B Tabnuua 25.

Ta0auna 25: PasnpenejieHne Ha NaMEHTHTE M0 Bh3PAcT U 1032 aAaIUMyMad, oJy4eHa 1o
BpeMe Ha ¢pazata OL LI

. MuHMMAaJTHA, MeITHAHHA U

IN3xoneH Opoii mauueHTH
Bw3pacToBa rpymna MaKCUMAaJIHA

n (%)

mo3a

Ot 4 1o 7 roguH" 31 (18,1) 10,20 u 25 mg
Ot 8 1o 12 roguau 71 (41,5) 20, 25 u 40 mg
Ot 13 1o 17 roquuu 69 (40,4) 25,40 u 40 mg

[ManuenTure, nokas3paiu orroop 30 no neauarpuueH ACR B Cenmunia 16, ca OMIM MOAXOASAIIM J1a
0baaT pangoMu3upaHy BEB (hazaTta Ha nBoiHOCIANO (DB) meuenue u ca moxydaBamy win
aganumyma6 24 mg/m? no makcumym 40 mg, UM nIanedo mpe3 ceAMULA B IPOAbIKEHUE Ha
JMOTBJIHUTETHH 32 CEIMHUIIN WM 10 000CTpsIiHE Ha 3a0oisaBaHeTo. Kpurepunre 3a 060cTpsiHE Ha
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3a00JIIBaHETO ca OIpe/IeIeH! KaTo BiomasaHe oT > 30% copsmo 6azoBaTta cTOMHOCT B > 3 OT 6
ocHOoBHU Kputepnn Ha ACR nipy nenaTpudHy MallieHTH, > 2 aKTUBHU CTaBH U TIOAO0pEHUE OT

> 30% npu He moBeue ot 1 oT 6 kpurepust. Ciex 32 CeIMUIU WITH IPU H30CTPSIHE Ha 3a00JISIBAHETO,
MAIUCHTUTE ca OWIIM TPEICHEHN KaTOo MOAXO/ISIIN 32 BKIIIOUBAHE BBB (pa3ara Ha OTBOPEHO
pasImpeHue.

Tadanna 26: Orrosopu no neguarpuyen ACR 30 B nmpoyuBanero 3a FOUA

I'pyna MTX bes MTX
Daza
OL-LI 16 cenmuru
OTtroBopu 1o neauatpuden  (94,1% (80/85) 74,4% (64/86)
ACR 30
(n/N)
IPe3ynraTy 3a ehHKacHOCT
AnanumMyma0
/{BoitHO-casimo 32 ceaMuIU 1(\[/£|T—X38) &Hzlgeg()/MTX g\jniﬂ:;do?yMaﬁ g\lﬂzuzeiaﬁ)o

3octpsine Ha 3a6onssaneto [36,8% (14/38)  64,9% (24/37)°  143,3% (13/30)  [71,4% (20/28)®
B Kpas Ha 32 ceammumna® (n/N)

MenuaHHO BpeMeE 10 > 32 cenmunn 20 cenMuIu > 32 cenmun |14 cenqmuIu
M30CTpsiHE Ha 3a00JIIBaHETO

& Otroopu no nenuatpudern ACR 30/50/70 B Cenmuria 48 3HAYUTETHO MTO-BUCOKH OT TE€3H Ha
NalMeHTHTE, JIEKyBaHH C IUT1are0o

®p=0,015

*p=0,031

Cpen te3u, xouto ca orropopuiu B Cenmuna 16 (n=144), neauarpuunute orroBopu no ACR
30/50/70/90 ca moaabpkanu 110 mecT roguHu BbB (hazarta Ha OLE npu manueHTH, KOUTO ca
MOJTyYaBaJIH afaliMyMa0 110 BpeMe Ha rnpoy4dBaneTo. Benuku 19 ygactaunm, ot kouto 11 ot
Oa3oBara Bp3pacToBa rpymna ot 4 10 12 u 8 ot 6a3oBaTta Bb3pacToBa rpyma ot 13 1o 17 ronunu ca
JIeKyBaHH 6 TOMHU WITH TTIOBEYE.

OO0umTe OTrOBOPH KaTO IISUI0 ca MM0-A00pH U MO-MaJIKO HalMeHTH ca Pa3BHIIM aHTHUTEIA, KOraTo ca
JISKYBaHH ¢ KOMOMHAIMS OT afanuMymad u MTX B cpaBHEHHE ChC CAMOCTOSITEIIHO MTPHUJIaraH
amanumyma0. Kato ce B3eMaT mpeBuI Te3H pe3yJiTaTd, afainMymad ce mpenopbysa 3a yrnorpeda B
komOuHanus ¢ MTX u 3a ynorpeba kaTo MOHOTEpanus IpH MalueHTH, 32 KOUTO yrnorpedara Ha MTX
HE € oaxo/iAma (BX. Touka 4.2).

nfOUA-II

be3onacHocTTa U ehUKacHOCTTa Ha alaluMyMad ca OIIeHEHH B OTBOPEHO, MHOTOIICHTPOBO NIPOY4BaHe
npu 32 neua (2 - < 4 roquHM WK Bb3pacT 4 1 moBeye roguHy U Teriao <15 kg) ¢ ymepeH 10 TeXbK
aKTHBEH MOJHMAPTHKYJIAPEH IOBSHWICH HANONaTu4eH apTput. [larmenture ca nomy4yasanu 24 mg/m2
TenecHa oBbpxHOCT (BSA) aganmmmymabd mo makcumyM 20 mg mipe3 ceaMuIla KaTo eIuHAIHA 1032
4ype3 MOAKOXKHA MHXKEKIH 3a moHe 24 ceamunu. 11o Bpeme Ha MPOyYBaHETO MOBEYETO YIaCTHHUIIH
n3non3eat cprbTeTBal MTX, Kato mo-Manko cho0masar 3a ynorpeda Ha KOPTUKOCTEPOUIN WK
HCIIBC.

B Cenmumnia 12 u Ceqmuria 24, orroBopsT Ha PedACR30 e crorBeTHO 93,5% 1 90,0%, ¢ n3non3BaHe
Ha noxo/a 3a HaOmogaBanu AaHHU. [IponientuTe Ha yuactaunute mo PedACRS50/70/90 B Cenmuna
12 u Cenmuria 24 ca cpotBeTHO 90,3%/61,3%/38,7% 1 83,3%/73,3%/36,7%. Cpen Te3u, KOUTO ca
orroopuiy (nexuatpuaau ACR 30) B Ceamuna 24 (n=27 ot 30 nauuentu), neguarpuaante ACR 30
OTTOBOPH ca NoyIbpkanu 10 60 ceamuny BB ¢pa3ata Ha OLE npu nanueHTy, KOUTo ca moydaBaiv
amanuMyMad Tpe3 To3| mepuo oT Bpeme. Karo 1o 20 ygacTHUIM ca JIKYBaHH B MPOABIDKCHUE HA
60 ceaMUIH WIH TI0-IBJITO.
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Apmpum, cevbp3an c enmezum

besomacHocTTa 1M edukacHOCTTa HA aAaTUMyMad ca OlIeHEHH B MHOTOIICHTPOBO, PaHIOMHU3UPAHO,
JIBOMHOCJISIO MPOYYBaHe Mpu 46 eMaTpUYHU MalueHTH (Ha Bb3pacT oT 6 10 17 roguHu) ¢ yMepeH
apTPMT, CBHpP3aH ¢ eHTe3uT. [laluenTuTe ca paHIOMU3MPaHH [a monydasar 24 mg/m? renecHa
noBbpxHOCT (BSA) amanmmymab no makcumym 40 mg wm miane6o npes ceIMALA B TPOIbIDKEHIE Ha
12 cemmurty. JIBOWHOCTETHAT TTepHo € TTocieaBad ot oTKpuT (OL) mepron, Mo BpemMe Ha KOWTO
MalueHTHTE ca momyyaBanu 24 mg/ m2 BSA aganmumymat 1o makcumyM 40 mg nmpe3 ceaMuia
MTOAKO’KHO 3a ome 192 cemmuny. [IppBUYHATA KpaliHa TOYKA € MPOIICHTHATA ITPOMSIHA OT M3X0THO
HUBO 10 Cenmuna 12 B Oposi Ha aKTUBHUTE CTaBH C apTPUT (ITOIyBaHE, KOETO HE C€ TBJDKU Ha
MapopMaIys WIKH CTABU ChC 3ary0a Ha TOJBMKHOCT ILTFOC OO0JIKA W/WITH YyBCTBUTEIIHOCT), KOSTO €
MOCTUTHATA ChC CPETHO HaMaJIEHUE Ha MpoIeHTa oT -62,6% (MenuaHa Ha IpOIIeHTHATa MPOMSHA -
88,9%) npu manmeHTuTe B rpymnara ¢ ananuMmymad B cpaBHeHue ¢ -11,6% (Mennana Ha porieHTHATa
npomsiHa -50,0%) mpu manpeHTuTe B rpynara Ha mane6o. [logoopenuero B Opost Ha aKTHBHUTE CTaBH
C apTpuT ce mojabpxa 1mo Bpeme Ha OL nepuona no Cenmunia 156 nipu 26 ot 31(84%) nanuentu B
rpynara Ha aganuMymad, ocTaHalld B IPOYYBaHETO. BhIIpeku ue He € CTaTUCTUIECKH 3HAYNMO,
MOBEUYETO MAI[MSHTH TTOKAa3BaT KIIMHUYHO IMOA00pEeHNe BbB BTOPUYHHUTE KPAHA TOYKH KaTo Opoil Ha
MecTara ¢ eHTe3uT, Opoii Ha uyBcTBUTENHUTE cTaBu (TJC), Opoii Ha moxytute craBu (SJC),
ITenuaTpuuen ACR 50 otrosop u Ileguatpuuen ACR 70 otrosop.

IInakamen ncopuasuc npu neouampuiHu nayueHmu

EdukacHocTTa Ha aganumymad e olleHeHa B paHIOMU3UPAHO, ABOHHOCISIIO, KOHTPOJIHPAHO
npoyuBaHe Ha 114 neauaTpuyHu NaMEHTH OT 4-TOJUIIHA Bb3PACT C TEXbK XPOHUUYECH IIaKaTEH
nicopuaszuc (onpezeneH kato PGA > 4 unu > 20% BSA yuactue unu > 10% BSA yyactue ¢ MHOTO
mrbTHU ae3un uin PASI > 20 wiu > 10 ¢ KIIMHUYHO 3HAYKMMO JIMIIEBO, TEHUTAJIHO 3acAraie uin
3acAraHe Ha pbleTe/CThIanara), KOMTO ca OMIM HeaAeKBaTHO KOHTPOJIMPAHU C JIOKAJIHA TEepanus U
Tepanus ¢ XeIUoTepanusi Wik GoToTepanus.

[ManuenTuTe monyyarar aganumymad 0,8 mg/kg mpes ceamurna (10 40 mg), 0,4 mg/kg mpes ceamuria
(mo 20 mg) mm metotpekcar 0,1- 0,4 mg/kg cenmuano (10 25 mg). B Ceamuna 16 noBeye manueHTH,
pangoMu3upanu Ha aganumymad 0,8 mg/kg, ca uMany MoIoKUTETHN OTTOBOPH 3a €PUKACHOCT (HArp.
PASI 75), otkonkoTo Te3u, pannomusupanu Ha 0,4 mg/kg npes cenmuna wim MTX.

Tadauua 27: Pe3yaratu 3a eUKACHOCT NP NeJUATPUYEH IUIaKaTeH Ncopuasuc Ha 16-ara
ceIMHIA

MTX*? Anaaumyma6 0,8 mg/kg npes
N=37 ceIMuIA
N =38
PASI 75° 12 (32,4) P2 (57,9%)
PGA: 15 (40,5%) P3 (60,5%)
'JucTo/MUHUMAIIHO®

a MTX = meTorpekcar
0 p=0,027, aganumymab 0,8 mg/kg cnpsamo MTX
B p=0,083, amamumymab 0,8 mg/kg cnpsamvo MTX

ITanmenture xouto mocturat PASI 75 u PGA ,,ancTo” win ,,MUHAUMAaJIHO ’, C€ OTTETJIAT OT JICUCHUETO
10 36 ceAMHUIIM U ce TPOCIiesIBaT 3a 3ary0a Ha KOHTPOJI Ha 3a0omnsaBaHeTo (T.e. BiomasaHe Ha PGA c
Hai-Majko 2 crenenn). [lanpeHTuTe ca jieKyBaHu ciiel] ToBa ¢ aganumymat 0,8 mg/kg npes ceamuiia
B IPOABIDKEHNE Ha o1ie 16 ceaMuIly, KaTo 4ecToTaTa Ha OTTOBOp, HaOII0/1aBaHa 1o BpeMe Ha
MOBTOPHOTO JICYEHHE, € 10J00HA Ha Ta3u Mpe3 NpeaecTBamys qsoiHocssn nepuoa: PASI 75
otrosop npu 78,9% (15 ot 19 nmuna) u PGA ,,ancto” win ,,muanManHo” npu 52,6% (10 ot 19 numa).

B otkpurtns nepruon Ha npoyusaneto otroBopute PASI 75 nu PGA ,,uncto” wim ,,MUHUMAaITHO™ ce
NOJIBPKAT A0 ole 52 cenMuny 6e3 HOBU HaXOJKH, CBbP3aHH ¢ 0€30MacHOCTTA.
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Tnoen xuopadenum npu roHoutU

Hsama knmuarmasN m3nutBanus ¢ ananumymad mpu ronomu ¢ ['X. EdukacHocTTa Ha aganumymab 3a
nedeHne Ha oHom ¢ ['X ce mpennonara B3 OCHOBa Ha JOKa3aHaTa e(UKACHOCT U Bpb3KaTa
€KCIO3ULUA-0TIOBOP MPH Bh3pacTHH NmanueHTH ¢ ['X 1 Ha BEpOsITHOCTTa XOABT Ha 3a00IIsBaHETO,
naTousronoruara u epeKTuTe Ha aKTHBHOTO BEIIECTBO Ja Ca IO CHIIECTBO IMOJA00HN HA TE3H MPH
BB3PACTHH, IIPU CHITUTE HUBA Ha eKCIIo3uIus. be3omacHocTTa Ha IpenmophYNTETHATA 1032
aganuMymal B MomyJanusaTa Ha roHomuTe ¢ ['X ce ocHoBaBa Ha nmpodrina Ha 6e30MacHOCT PU
JPYTHUTE TIOKa3aHMs Ha afaTnMyMab KakTo TPy BB3PACTHU, TaKa U TIPH TeTHATPUIHA MAIHeHTH,
KOWTO ca Ha JICUCHHE C TTOTOOHM MITH TI0-9eCTO MIPIIIaraHu 1037 (BXK. Touka 5.2).

Bbonecm na Crohn npu neduampuunu nayuenmu

Anmannmymab e OIleHeH B MHOTOLICHTPOBO, PaHIOMHU3HPAHO, IBOWHOCIISIO KIMHAYHO H3ITUTBAHE,
NpeHa3HaYeHo 3a OLeHKa Ha e()UKacHOCTTa M OE30MacHOCTTa Ha BbBEXKIAILO U MOIbPKAILO
JieYeHHe C JO3M, KOUTO 3aBUCAT OT TeaecHoTo Tero (< 40 kg wnu > 40 kg) npu 192 neanatpuanu
YYacTHHUIIM Ha BB3PACT MeXTy 6 u 17 roanHu (BKIIFOUMTEIIHO) C YMEpeHa A0 Texkka 6oiect Ha Crohn
(CD), nedunnpana kato pesynrart 1o MHmekca 3a akTHBHOCT Ha riefiarpudHa 6omect Ha Crohn
(PCDAI) > 30. YuacTHHIIUTE € TPIOBAIO a KMAT HEYCIIEITHA KOHBEHI[MOHATHA TeparTys
(BKITFOUMTEITHO KOPTHKOCTEPOU T H/Wii IMyHOMoIynaTop) 3a CD. ITanuenTrTe MOXKeE /1a ca UMalk U
3ary0a Ha OTTOBOp WM HETIOHOCUMOCT KbM HH(IHUKCHUMAO.

Bcunyky nanyeHTH notydaBaT OTBOPEHO HHIYKIIMOHHO JICYCHUE B /1033, Bb3 OCHOBA Ha M3XOJHOTO CH
tenecHo teryo: 160 mg B Cenmuria O 1 80 mg B Ceqmua 2 3a manuenTH > 40 kg u 80 mg u 40 mg

ChOTBETHO 3a Te3u < 40 Kg.

B Cenmuua 4 yyacTHULIMTE ca paHIOMU3UPAHU B ChbOTHOLIEHKE 1:1 Bb3 OCHOBA Ha TEIECHOTO UM
TErJI0 KbM PEXUMHUTE C HUCKA WIIM CTaHIApTHA MOAAbpPIKAIA 03a, KAKTO € MoKa3aHo B Tabnuua 28.

Tadauua 28: logabp:xania cxema

Termo na Hucka n03a CranapTHa 103a

nauMenTa ! Sl

< 40 kg o pes PO mme tpes
ceaMUIa ccaAMuUIla

> 40 kg g s o
CeTMUIIA ceaMuIa

Pesynmamu 3a ecpuxacnocm
[TppBUUYHaTa KpaiiHa TOYKA HAa MPOYYBAaHETO € KIMHWYHA pemucus B Cenmuna 26, onpeaeneHa KaTo
PCDAI ckop < 10.

CroifHOCTHTE Ha MPOIIEHTUTE Ha KIMHIUYHA PEMUCHS U KJIMHWYEH OTTOBOP (OIpeesieHH KaTo
namayienne B PCDAI ckopa ¢ Haii-Manko 15 TOYKH OT U3XOAHO HUBO) ca mpeacTaBenu B Tabmuia 29.
IIporieHTHTE HA MAIUEHTUTE, MPEKPATUITN KOPTUKOCTEPOUIUTE VI UMYHOMOTYJIATOPUTE Ca
npencraBeHu B Tabmuma 30.

Tadoauna 29: llenquatpuuno npoyusane Ha CD, PCDAI kauHUYHA peMUCHS H OTTOBOP

CranaapTHa 103a Hucka no3a
40/20 mg mpe3 20/10 mg mpe3 P-cToiiHocT™
ceqMHUIA ceqMHUIIA
N =93 N =95
Ceamuna 26
WHUYHA PEMUCHS 38,7% 28,4% 0,075
Knunuuen otrosop 59,1% 48,4% 0,073
Ceamuia 52
WHUYHA PEMUCHS 33,3% 23,2% 0,100
MHUYEH OTTOBOP 41,9% 28,4% 0,038
* p croitnoct 3a CtangapTHata no3a cnpsmo Huckata noza
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Tabéauna 30: HequaTpuuno npoyuBane Ha CD, npekpaTsiBaHe Ha KOPTUKOCTEPOUAN UJIH
HMYHOMOJAYJIATOPU U peMucHs Ha pucrtyaara

CranaapTHa IHucka no3a )
no3a 40/20 m 20/10 mg npes .
npes ceuMnug ceuMnuag b croiinocr’
[IpexkpaTHiin KOPTHKOCTEPOUIUTE N =33 N =38
Cenmuria 26 84,8% 65,8% 0,066
Cenmura 52 69,7% 60,5% 0,420
IpekpaTuiun MMYHOMOIYJIATOPUTE? N =60 N =57
CenmMuna 52 30,0% 29,8% 0,983
ducryaHa pemucus’ N =15 N =21
Cenmura 26 46,7% 38,1% 0,608
Cenmurna 52 40,0% 23,8% 0,303

9 p croiiHoct 3a CranaapTHara j03a cnpsimo Huckara no3a.

9 HwmyHocympecupamiaTa Tepanys Moxe 1a ObJe npeyctanoBeHa camo B Ceamunia 26 Uitk ciies
HE4 IO MPEICHKA Ha U3CIICA0BATCIIA, AKO MAaIUCHTHT U3SI'bJIHABA KPUTCPUA 3a KIIMHUYCH
OTTOBOP

9 omnpezerneHa KaTo 3aTBapsiHE HA BCUUKU APEHUPAIIX (HUCTYIN HA U3XOIHO HUBO 3a MOHE 2
MOCJIEJOBATETHU BUBUTH CJIEJ U3XOJHO HUBO

CTaTUCTHYECKU 3HAYMMO MOBUIIIaBaHe (TI0A00peHue) OT u3xoHO HUBO 110 Cenmuria 26 u 52 ¢
HaOJIFOIaBaHO B MHJCKCA HA TeJIECHATA Maca U CKOPOCTTA Ha PacTeX U 3a JIBETE TCPANICBTUYHU IPYIIH.

CTaTUCTHYECKU U KIIMHUYHO 3HAYMMO MOJI00PEHHE OT M3XOJHOTO HUBO € OWJIO ChIIIO HAOII0AaBaHO U
B JIBETE TEPANEBTUYHH TPy OTHOCHO TTApaMETPHUTE 32 KAYE€CTBOTO Ha )KUBOT (BKIIFOUUTEITHO
IMPACT HII).

Cro nauuentu (n=100) ot nexuaTpuuHoTO Mpoyusane Ha CD ca Npoab/DKUIN B IBJITOCPOYHO,
OTBOPEHO NPOBIDKEHUE Ha IpoyuBaHeTo. Criex S-roauiiHa Tepanus ¢ agaamumymad 74,0% (37/50) ot
ocTaHaniTe B mpoyuyBaneTo 50 MalMeHT ca MPOIbIDKIIN 1a ObIaT B ChCTOSIHUE HA KIIMHUYHA
pemucus, a 92,0% (46/50) ot nanueHTUTE — ¢ KIIMHUYEH oTroBop cropex PCDAL

Yayeposen xonum npu neouampuunu nayueHmu

Be3omnacHocTTa M e)UKacHOCTTA HA aIaTMMyMal € OlleHEHa B MHOTOIICHTPOBO, PaHI0MH3UPAHO,
JIBOMHOCIIAINO U3NUTBAHE NMPHU 93 meANaTpUYHY MALIMEHTU Ha BB3PACT OT 5 10 17 roAuHU ¢ yMEPEH 110
TEXBK YIIEepo3eH KOIHT (CKop o Mayo ot 6 110 12 ¢ eHIocKoIcKu cyOCKop oT 2 110 3 TOYKH,
MOTBBPJICH Ype3 MEHTPATHO Pa3deTeHa SHIOCKOIHS) C HeaJeKBAaTEH OTTOBOP WM HETIOHOCUMOCT KbM
crannaptHara tepanus. [[pudmmsurenHo 16% oT marpieHTUTe B MPOYYBAHETO Ca C HEYCIIEIITHO
npenxonaHo antu-TNF nedenue. [Ipu manmeHTHTE, KOUTO MOTyY4aBaT KOPTUKOCTEPOUIH TIPH
BKJTFOYBAHETO, € Pa3peIeHO MOCTENIEHHO HAMAaJISIBaHE Ha JICUCHUETO C KOPTUKOCTEPOUIHU CIIC]T
Cenmuria 4.

[Ipe3 MHIYKIIMOHHUS TIEPHO/T Ha TPOYYBAaHETO, 77 MAllMEHTH ca PaHAOMHU3HUpaHu 3:2 1a MmorydaBaT
JIBOMHO-CJISITNIO JICUCHHUE ¢ aaiuMyMal NPy MHAYKIMOHHA 103a 2,4 mg/kg (MakcumaiaHo 160 mg) Ha
Ceamuua 0 u Ceamuna 1, u 1,2 mg/kg (makcumanno 80 mg) Ha Cenmuna 2; nid MHAYKIHMOHHA 71032
2,4 mg/kg (makcumanno 160 mg) na Cenmuna 0, rutanie6o Ha Cenqmuna 1, u 1,2 mg/kg (MakcumanHo
80 mg) na Cenmuna 2. U neete nHayKImoHHN rpynu noiy4asat 0,6 mg/kg (makcumanuo 40 mg) Ha
Cenmvuia 4 u Cegmuna 6. Cnen mpomsiHa Ha TA3aiiHa HAa MPOYIBAHETO OCTaBanuTe 16 manueHTw,
BKJIIOUEHH B WHAYKIMOHHS TIEPHO, TIOIy4aBaT OTKPUTO JIeUeHHE ¢ afaniuMyMal Ipu HHAYKIMOHHATA
no3a 2,4 mg/kg (makcumanto 160 mg) va Ceamuiia 0 u Cenmuna 1, u 1,2 mg/kg (MakcuMaiHo

80 mg) Ha Ceamua 2.

Ha Cenmuna 8, 62 narueHnTy, npu KOUTO € HaOIroaBaH KIIMHIUYEH OTTOBOP ChIITacHO YacTH4eH CKop
o Mayo (Partial Mayo Score, PMS); nedunmnpan xato nonmxerne Ha PMS > 2 touku u > 30% ot
W3XOJTHOTO HUBO), Ca PaHJAOMHU3UPAHU PABHO J1a TIOIyYaBaT JBOWHO-CIIAIO MOIBPIKAIIO JICUCHHUE C
aganumymad mpu go3a 0,6 mg/kg (makcumanuo 40 mg) Beska ceIMUIIA, HIIH MTOJUTbprKaIa 103a
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0,6 mg/kg (Mmakcumanno 40 mg) npe3 ceamuna. IIpeau mpoMsHaTa Ha Au3aiiHa Ha MPoy4BaHeTo 12
JIOIBJTHUTEIHY MAICHTH, TIPH KOUTO € HaOJII01aBaH KIIMHUYEH OTroBop cropea PMS, ca
PaHJIOMHU3UPAHH /1A TTOJyYaBaT mianedo, HO He ca BKIIIOYCHH B MTOTBbPAUTEIHUS aHAIH3 Ha
e(puKacHOCTTA.

O6ocTpstHETO Ha 3a00JIsIBAaHETO € AehUHIPaHO KaTo moBuineHue Ha PMS ot mone 3 Touku (3a
nanuenty ¢ PMS ot 0 1o 2 nipe3 ceamuna 8), none 2 Touku (3a narueHata ¢ PMS ot 3 10 4 Ha
Cenmura 8), nimu nione 1 Touka (3a marueaTd ¢ PMS ot 5 mo 6 Ha Ceqmurnia ).

[TaumeHTHTE, KOUTO OTTOBAPST Ha KPUTEPHUTE 32 000CTpsiHE Ha 3aboisiBaHeTO Ha win ciel Ceqmuna
12, ca panmoOMHU3MpaHy J1a MOJTydYaT HOBTOpHA MHIYKIMOHHA 1032 2,4 mg/kg (Makcumanno 160 mg)
wm no3a 0,6 mg/kg (Makcnmanao 40 mg) ¥ MPOIBIDKABAT Ja TOTyYaBaT ChOTBETHATA CH
HOoJAbpKAIIA J030Ba CXEMa cle]l TOBa.

Pesynraru 3a edukacHoCT

CBbBMECTHUTE MbPBUYHU KPAlHU TOYKU HA IPOYYBAHETO Ca KJIMHUYHA peMucus cnopeq PMS
(nedunupana karo PMS < 2 u 6e3 otaenen cyockop > 1) Ha CenMuiia 8 U KIIMHUYHA PEMUCHS CIIOPE]T
FMS (ITenen ckop mo Mayo (Full Mayo Score) (nedunupana karo ckop mo Mayo < 2 u 6e3
WHAUBHTyalieH cyockop > 1) Ha Ceamuia 52 npy ManreHTUTE ¢ KIMHUYEH OTToBop criopen PMS nHa
Cenmura 8.

UYecToTute Ha KIMHUYHA pemucus cnopeq PMS nHa Ceamuna 8 3a maudeHTUTE BbB BCAKA
JBOMHOCIISNA UHAYKIMOHHA TPpyIa ¢ afaluMyMab ca npeactaBeHu B Tabnuma 31.

Ta6auna 31: Knuanyna pemucus cnopen PMS na 8—mara cenmuna

Axaaumymat® Ananumymag® ®
Maxkcumanno 160 mg Ha Maxkcumanno 160 mg Ha
Ceamuua 0/mianedo Ha Cenmumna 0 u Ceaqmuna 1
Ceammuna 1 N =47
N =30

Kiuanyana pemucust 13/30 (43,3%) 28/47 (59,6%)

& Ananumyma6 2,4 mg/kg (makcumanno 160 mg) na Ceamuna 0, mrane6o va Cenmuna 1, u 1,2 mg/kg
(makcumainuo 80 mg) Ha Ceamuna 2

6 Ananmumymab 2,4 mg/kg (makcumanao 160 mg) va Ceqmuria 0 u Cenmuna 1, u 1,2 mg/kg
(makcumaino 80 mg) Ha Ceamuna 2

* He BKJIIOYBA OTKPHUTA MHAYKIIMOHHA J103a anaiumymad 2,4 mg/kg (Makcumanao 160 mg) Ha
Cenmuna 0 u Cenmuna 1, u 1,2 mg/kg (Mmakcumanao 80 mg) va Cenmuna 2

3abenexka 1: U nBete nanykunonnu rpymnu nonydasat 0,6 mg/kg (makcumanso 40 mg) Ha

Cenmuna 4 u Cenqmuriia 6

3abenexka 2: [Ipu manmeHTHTe C TUTNICBAINY CTORHOCTH Ha Cenmulia 8 ce cumTa, 4e He ca
YIOBJIETBOPHIIN KpaiiHATa TOYKA

Ha Ceamuna 52 xnunuuna pemucus cnopea FMS npu nanuentute ¢ otropop Ha Cenmuia 8§,
KJIMHAYEH oTroBop cnopel FMS (nedunnpan xkato nonmxenue Ha ckop no Mayo > 3 touku u > 30%
OT U3XOJIHOTO HUBO) MPH MalMEeHTHTE ¢ 0TroBop Ha CenMulia 8, 3a3/paBsiBaHe Ha JIMTABHUIIATA
(neduHMpaHO KaTO €HIOCKOIICKH CyOcKkop mo Mayo < 1) npu manuenTute ¢ otroop Ha Cenmuia 8,
KJIMHAYHA pemucus ciopea FMS npu nauuentute ¢ pemucus Ha Ceamuna 8 U I€TbT Ha YIaCTHULIUTE
¢ peMucus 0e3 kopTukoctepouau cropea FMS npu manmenTure ¢ otrosop Ha CenMulia 8 ca Ol[eHEHH
NPY TAMEHTUTE, KOUTO TIOTydaBaT afaiuMyMal B IBOWHOCIIANO MakcuManHo 40 mg mpe3 ceaMuia
(0,6 mg/kg) n makcumanno 40 mg Besika cenmuna (0,6 mg/kg) nogabprkanty go3u (Tadmuma 32).
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Tadauna 32: Pe3yaraTu 3a epuKkacHOCTTa Ha 52-paTa ceaMuIa

Ananumymao? Ananumymao®
Maxcumanno 40 mg npe3 Maxcumanno 40 mg Besika
ceqMMIA ceqMMIA
N =31 N =31

IMarvenTy ¢ KIMHAYHA 9/31 (29,0%) 14/31 (45,2%)

pemucus Ha CenMuria 8 criopen

PMS

IMarmenTn ¢ knuanueH orroop | 19/31 (61,3%) 21/31 (67,7%)

Ha Cenmuma 8 ciopen PMS

3a3npaBsiBaHe Ha JIMTaBULATA 12/31 (38,7%) 16/31 (51,6%)

Ha Cenmuiia 8 ¢ OTTOBOP

criopen PMS

TMarvenTs ¢ KIMHAYHA 9/21 (42,9%) 10/22 (45,5%)

pemucus Ha Cenmuna 8 cnopen

PMS

[NammenTn ¢ pemucus 6e3

koptukoctepouau Ha Cenmura | 4/13 (30,8%) 5/16 (31,3%)

8

cropen PMS®

& Ananmumyma6 0,6 mg/kg (Mmakcumainuo 40 mg) npe3 cenMuiia

® Ananumymab 0,6 mg/kg (Makcumanno 40 mg) Besika ceMuLa

* [1py manueHTy, MoayvYaBaliy ChbITbTCTBAIIN KOPTHKOCTEPOUIN Ha U3XOTHOTO HUBO

3abenexka: [larmenTrre, KOUTO ca C TUICBAIIX CTOMHOCTH Ha Ceqmuiia 52 Win ca paHAOMHU3HUPAHA

Ja ToTyvyaBat

MOBTOPHO MHIYKIIMOHHO WJIM TOTBPIKAIIO JIeUeHNe, Ce CUUTAT 3a TaKuBa 0€3 OTrOBOP 3a KpaliHUTE

Touku Ha Cenmura 52

JlON'bIHUTETHUTE U3CIIC0BATEIICKH KPallHU TOYKH 32 €()UKACHOCT BKJIFOUBAT KIIMHUYECH OTTOBOP
chriacHo MHnekca 3a akTHBHOCT Ha neAnaTpuueH ynmeposeH konut (Paediatric Ulcerative Colitis
Activity Index, PUCAI) (nedpunupano kato Hamanenue Ha PUCAI > 20 Touku OT U3XOHOTO HUBO) U
kiuHUYHA peMucus cbriiacHo PUCAI (nedunupano karo PUCAI < 10) va Cenmuria 8 u Cenmuna 52
(Tabmuma 33).
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Tabauna 33: Pe3yaraTu 3a uscjaenoBarejcku kpaiinu Touku cnopen PUCAI

Cenmuna 8
Anaaumymad® Anaaumymao®”
Maxcumanno 160 mg na Maxcumanno 160 mg na
Cenmuna 0 / nirane6o Ha Cenmuna 0 u Cenmuna 1
Cenmuna 1 N =47
N =30

[MTaumenTtu ¢ kuanuHa pemucus (10/30 (33,3%) 22/47 (46,8%)

criopen PUCAI

[Tauumentu ¢ kuanueH otrroop (15/30 (50,0%) 32/47 (68,1%)

crioperr PUCALI
Cenmuna 52
Anannumymad” Ananumymad”
Maxcumanno 40 mg npes Maxcumanno 40 mg Besika
ceIMMIA ceIMMLa
N =31 N=31

[TarvenTn ¢ knuauyHa pemucst (14/31 (45,2%) 18/31 (58,1%)

criopen PUCALI

Ha Cenmuua 8 cnopen PMS

[Manuenty ¢ kmuan4eH otrosop (18/31 (58,1%) 16/31 (51,6%)

criopen PUCALI

Ha Cenmuua 8 cnopen PMS

¢ Agamumymab 2,4 mg/kg (makcumanso 160 mg) Ha Cenmuna 0, mare6o va Ceqmuma 1, n
1,2 mg/kg (Mmakcumanto 80 mg) na Cenmuna 2

° Ananumymat 2,4 mg/kg (makcumanno 160 mg) na Ceqmuna 0 u Cenmuua 1, u 1,2 mg/kg
(Mmakcumanao 80 mg) Ha Ceamua 2

® He BKITIOYBa OTKpHUTa MHAYKIIMOHHA /1032 afgannmymab 2,4 mg/kg (makcumanao 160 mg) Ha
Cenmuiia 0 u Cenmuna 1, u 1,2 mg/kg (makcumanao 80 mg) Ha Cenmuna 2

" Anamumymat 0,6 mg/kg (Makcumando 40 mg) npe3 ceamuiia

' Anamumyma6b 0,6 mg/kg (makcumanao 40 mg) Bcsika ceaMuIia

3abenexka 1: U nBere nuayknuonnu rpynu noiy4dasat 0,6 mg/kg (makcumanno 40 mg) Ha
Cenmuna 4 u Cenmuna 6

Babenexka 2: [Ipu manpenTHTe C IUTICBAIIM cTOWHOCTH Tpe3 Cenmuna 8 ce cunra, ue He ca
YZIOBJIETBOPHIIN KPAHUTE TOYKH

B3a0enexka 3: IlanpeHTHTE, KOUTO ca C JIMIICBAIIX cToMHOoCTH Ha Ceamuiia 52 wiM ca
[PAaHIOMU3UPAHU Ja MOTy4aBaT MOBTOPHO WHAYKIIMOHHO, UIIH ITOIIBPKAIIO JIEYEHUE Ce CUUTAT 32
TakrBa 0€3 OTrOBOp 3a KpaitauTe Touku Ha Cenmuria 52

OT nmanueHTHTe, JeKyBaHH ¢ alalmMyMal, KOUTO TIOTydaBaT MOBTOPHO MHYKIIMOHHO JICYCHHUE TIPe3
nojyIspKanus nepuot, 2/6 (33%) nmocrurat kmuHUYeH oTroBop cropen FMS Ha Cenmuna 52.

KayectBo Ha >xuBOT

KimHu4HO 3HAUYMMU MOA00pEHUs OT U3XOAHOTO HUBO ca HaOiromxaBanu B IMPACT III u B ckopoBeTe
Ha 0JIaralloTo rprku Juie 3a Hapymenne Ha paboTHaTa MpouM3BOIUTENHOCT U akTuBHOCT (Work
Productivity and Activity Impairment, WPAI) 3a rpynure, nexyBanu ¢ agaimmymao.

Knnaudrao 3HauMMU noBuIeHns (I0J00pEHNs1) OT U3XOIHOTO HMBO Ha CKOPOCT Ha pacTexa Ha
BHCOYMHA ca HAOIIOaBaHU 32 TPYIHTE, JIEKYBAHH C a1aTUMyMa0, U KIMHUYHO 3HAYMMHU TTOBUILIEHUS
(TmomoOpeHrs) OT U3XOAHOTO HIBO B MHJIEKCA HA TEJIECHA Maca ca HaOJIF01aBaHy 3a YIYaCTHUITUTE HA
BHCOKa TOTbpoKaria g03a makcumanao 40 mg (0,6 mg/kg) Beska cenmuria.

Yeeum npu neouampuynu nayuenmu

be3onacHocTTa M ehUKacHOCTTa Ha alanuMyMab ca OlleHEeHH B PaHJIOMU3UPAHO, IBOHHO3aMacKHPaHO,
KOHTPOJIMPAHO npoy4Bane mpu 90 neuaTpuyHu MalueHTH Ha Bh3pacT oT 2 10 < 18 roauHu ¢
aKTHUBEH HeMH(EKIMO3eH NpeJIcH YBeUT, CBbp3an ¢ FOUA, kouTo ca OUIM HEMmoIaTIIMBY Ha JISYCHUE C
MeToTpekcaT Hail-Manko 12 cexmumu. [lanmentrre ca moimydaBany wiane6o wim 20 mg agammMmymad
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(ako < 30 kg) nau 40 mg aganumymad (ako > 30 kg) npe3 cenMuiia B KoMOUHAIIMS ¢ TSXHaTa 0a3oBa
71033 METOTPEKCAT.

IIspBHYHaTa KpaiiHa TOUYKa € ,,BpeMETO J0 HeycreX Ha JedeHneTo . Kpurepunre, onpeaensim
HEycIexa OT JICUYCHHUETO, Ca BIOLIABAHE WU IIPOABIDKUTEIHO HENIOBINABAHE HA OYHOTO Bh3IAJICHHE,
YaCTUYHO NMOJOOpEHHE C pa3BUTUE HA APYTH NPOLBIDKUTEIIHU ChIIBTCTBALIM 3a00JIIBaHMS HA OUNUTE
WJIY BIIOILIABaHE Ha CHITBTCTBAILIMTE OUHH 3200 IsIBaHNUS, HEpa3pelleHa yrnorpeda Ha ChIIbTCTBALIH
JIEKapCTBEHU NMPOAYKTH U NPEYCTAHOBSIBAHE Ha JICUCHUETO 3a MPOABDKUTEIICH IIEPHOA OT BPEME.

Knunuuen omeosop

Ananumymal 3HAYUTEIHO 3a0aBsi BpEMETO J0 HeyclleX Ha JICYSHHETO B CpaBHEHHE ¢ mianedo (BxK.
®urypa 3, P <0,0001 ot log rank Tect). Mennanara Ha BpeMeTO A0 HEeyclex Ha JiedeHueTo e 24,1
CeIMUIIM NIPY MALMEeHTH, JIEKYBaHH C Mianedo, JOKaTo CPEeAHOTO BpeMe A0 HeyclieX Ha JICYSHUETO He
e OMJIo Bh3MOJKHO J1a CE OLICHH 3a MallMeHTH, JIEKYBaHH ¢ afannuMyMad, Thi KaTo Mmo-Majiko Ha
MOJIOBHHATA OT TE3H MALMEHTH Ca MMaJl HEYCIeX Ha JICYEHHETO. AnannMyMad 3HAUNTEITHO HaMallsiBa
pHCKa OT Heyclex Ha JieueHHeTo cbe 75% cnpsamo ranebo, kakTo e nmokasano oT KP (koepurnuent Ha
pucka = 0,25 [95% W A: 0,12, 0,49]).

®urypa 3: Kpusu na Kaplan-Meier, 00001maBamnm BpeMeTo 10 Heycnex Ha JIeYeHHEeTO MpPU
KJIMHUYHO MPOYYBaHe 32 MeIuaTpu4eH YBEUT
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BEPOSATHOCT OT HEYCIIEHIHO JIEUEHUE

PROBABILITY OF FAILING TREATMENT

0,0
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. 10 20 30 a0 50 60 70 80 90
H 60 58 50 45 38 33 29 24 3 0
P 23 16 & 7 5 4 4 1 0
Treatr=~+* BPEME (‘CE%IMHHH) —  Adalu *
Jleuenue I[Inane6o Ananumyma6

3abenexka: P = mane6o (0poii B puck); H = ananumymat (0poit B puck).
5.2 @apmakoKHHeTHYHH CBOWCTBA

AOcopOnus 1 pasupeienecHue

Crier MOAKOXHO NPUJIOKEHHE Ha eMHUYHA 1032 40 mg, abcopOiusaTa u pa3npeeleHUeTo Ha
amanuMyMa0 ca 6aBHH, KaTO TUKOBUTE CEPYMHHU KOHIIEHTPAITHH CE€ TOCTHTAT OKOJIO 5 THH CIe
MIPUJIOKEHUETO. AOCOTIOTHATA CpeiHa OMOHATMYHOCT Ha aJJaluMyMa0, Orpe/ieNieHa OT TPH
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MIPOYYBAHUS MPOBEICHHU ¢ peepEeHTHH MPOIYKT CJIE ¢IHOKPaTHA MOAKOKHA 103a 40 mg, ¢ Ouia
64%. Crnen emnHUYHN MHTPaBEHO3HA 1031, Bapupamy ot 0,25 no 10 mg/kg, koHnenTpamnmnre ca
MPOTNOPIMOHATHH Ha o3aTta. Cnex no3u ot 0,5 mg/kg (~40 mg) kiupbHCHT Bapupa ot 11 10

15 ml/yac, 06emMbT Ha pasnpenencHue (vss) Bapupa OT 5 10 6 JUTpa, a CPSAHUAT MOTYKUBOT B
TepMHHAJIHATa (haza e MPUOTU3UTEITHO IBe cenMuItd. KoHneHTpanuuTe Ha afanuMymad B
CHHOBHAJTHATA TEYHOCT OT HAKOJIKO MAIFEHTH C PEBMATOMACH apTPUT Bapupart ot 31 1o 96% oT te3n
B cepyMa.

Crnen moakoxxHO npuioxerne Ha 40 mg aganuMyMad mpe3 ceIMHUIIA IPU BH3PACTHU C PEBMATOUICH
aptput (PA) cpenuute Hali-HUCKU KOHIICHTPALMH B CTAIIMOHAPHO CHhCTOSIHUE ca OMITK oKoJio 5 pg/ml
(6e3 chIrpTCTRAILO MTPUIAraHe Ha METOTPEKCAT) U ChOTBETHO 8 10 9 pg/ml (mpu ChIIbTCTBAILO
Mpujiarane Ha MeToTpekcar). Hail-HiucKuTe cepyMHHU HHBA Ha afanuMymad B CTAIIMOHAPHOTO
CBCTOSIHUE C€ TIOBUILIABAT MPUOIM3UTEIHO MPONOPLUOHAIHO Ha 103aTa cje]l ITOAKOKHO HHKEKTUpaHe
Ha 20, 40 u 80 mg npe3 ceaMUIIAa WK BCIKA CEAMMUIIA.

Cres OAKOKHO TIpuiIoxkenue Ha 24 mg/m? (1o makcumyMm ot 40 mg) Ipe3 ceMUIA TIPU HALUEHTH C
MOJIMAPTUKYJIapeH IoBeHusIeH uauonatuueH aptput (FOMA) Ha Bb3pacT 4 10 17 ronuHu cpeHnuTe
Hall-HUCKM CEpyMHH KOHLCHTPALUK Ha aJaauMyMal B CTallMOHAPHO ChCTOSHUE (M3MEPEHU OT
Cenmuua 20 mo 48) ca 6unn 5,6 + 5,6 pg/ml (102% CV) npu ananumymab 6e3 CbIIbTCTBALIO
npuiioxkenue Ha Mmerotpekcar u 10,9 = 5,2 pg/ml (47,7% CV) nipu chIIbTCTBAILO TPUITIOKEHUE HA
METOTpeKcar.

IIpu manmentu ¢ nonuaptukyiaaped FOUA, xouto ca Ha Bb3pacT 2 10 < 4 TOAWHU WX Ha Bb3pacT

4 romuHu U noBeue, ¢ Terno < 15 kg, nekysanu ¢ aganumyma6 24 mg/m?, cpeHUTe Hali-HUCKH
CepyMHH KOHIIEHTPAIIUH Ha aIaTiMyMal B CTAI[HOHAPHO cheTOsiHUE ca Ommm 6,0 + 6,1 ng/ml (101%
CV) npu afanumyma6 6e3 ChIbTCTBAIIO IPUIIOKEHHE Ha MeToTpekcar u 7,9 £ 5,6 pg/ml (71.2% CV)
NIPY CHITBTCTBAILO MPUJIaraHe Ha METOTPEKCAT.

Crnien npuitoxkenuero Ha 24 mg/ m? (mo makcumyM 40 mg) OKOKHO TIPE3 CEAMUIIA HA MAIUEHTH C
apTpUT, CBHP3aH C €HTE3UT, Ha BB3pacT OT 6 10 17 ToAuHN cpeHUTE MUHUMAIIHUA CTAIlMOHAPHU
CEPYMHHM KOHIICHTPAIIUHU Ha afaumMyMal (cToriHocTH, u3mepenu Ha Cenmuiia 24) ca 8,8 £ 6,6 pug/ml
npu afganuMyMa 0e3 ChITBTCTBAINO MPIIIOKeHre Ha MeToTpekcar u 11,8 £ 4,3 pg/ml npu
CBII'BTCTBAIIO MIPUIOKEHUE Ha METOTPEKCAT.

Cren moakoxHO mpuiiokenue Ha 40 mg aganuMymab npe3 ceMUIIA TPU Bh3PACTHU MAIUEHTH C
aKCHaJIeH CIIOHIUIIOAPTPUT O0€3 peHTreHorpadCKu TaHHH 33 aHKWIIO3MPAIIl CIIOH/HIIHNT, CpeIHaTa
(£SD) paBHOBecHa MUHMMaIHA KOHIIeHTpalust B Cenmuriia 68 e ouna 8,0 £ 4,6 pg/ml.

Ipu BB3pACTHU MAIMEHTH C IICOPHA3UC, CPEIHATA HAW-HUCKA KOHIIEHTPAIHS B CTAIIHOHAPHOTO
chCcTOsiHUE € Omiia 5 g/ml 1o BpeMe Ha JieueHueTo ¢ aganumymad 40 mg npe3 ceaMulla, Mpuiiarad
KaTo MOHOTEPAITHSL.

Crnen nmpunoxkenueto Ha 0,8 mg/kg (10 makcumanao 40 mg) MOAKOXKHO Mpe3 CeMUIla Ha
MeMATPUIHU TTAIMEHTH C XPOHUYEH TUTaKaTeH MCOpHa3uc cpennara £ SD MuHUMaTHa KOHIICHTPAITHS
B CTAIIMOHAPHO CHCTOSIHUE HA ajialuMymad e npudnusurento 7,4 + 5,8 pug/ml (79% CV).

IIpu BB3pacTau narmenTu ¢ ['X, mo3a 160 mg aganumymabd B Ceamuria 0, mocneasana ot 80 mg B
Cenmuiia 2, € MOCTUTHAJIA CEPYMHU Hal-HUCKU KOHIICHTPAIMH HA aJaIAMyMald TPUOIH3UTETHO 7 110
8 pg/ml B Cenmuua 2 u Ceamuua 4. CpenHara Hai-HUCKa KOHLEHTPALUS B CTAIIMOHAPHO ChCTOSHHUE
ot Cenmuna 12 no Ceamuiia 36 e npubausutento 8 no 10 pg/ml mo Bpeme Ha jieueHue ¢ afaauMymad
40 mg BcsiKa CeIMHUIIA.

Excnoszunusra Ha ananumymad npu toHomu ¢ ['X ce mporHo3upa ¢ momMomira Ha Homy/IauoOHHO
(hapMaKOKHHETHYHO MOJICIIPAaHE ¥ CUMYJIalus Ha 6a3zaTa Ha (papMakoKWHETHKATa, Olpe/ielieHa pu
JIpyTHUTE TIOKa3aHus IIPH JPYTH TeIUaTPUIHH MAUEHTH (IeTCKU TICOPHA3HC, IOBEHWICH HANONAaTHIEH
apTpur, 6oaect Ha Crohn npu nexuaTpuyHM MALMEHTH U apTPUT, CBBP3aH C CHTE3UT).
IIpemoprunTenHaTa cxema mpuiarane Ha go3ara mpu I'X B roHoIecka Bb3pact € 40 mg npe3
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cenmuria. Thi KaTo €KCITO3UIINS Ha aJaITMMyMad MOXKE J1a ¢e TIOBJIHSEC OT pa3MEPHUTE Ha TSJIOTO,
FOHOIITH C TTO-BUCOKO TEJIECHO TETJIO M HeaJeKBAaTEeH OTTOBOP MOTAT Ja C€ BH3IOJI3BAT OT
MpenopbhUYUTENHATA 1032 3a Bb3pacTHU 40 mg Bcsika ceMuIia.

IIpn manmenTn ¢ 6oecrra Ha Crohn HatoBapBamara go3a 80 mg aganmnmymad npe3 Cenmuna 0,
nocneaBana ot 40 mg agannmymab npe3 CenMuria 2, MOCTUra Haif-HUCKA KOHIICHTPAIUS Ha CEPYMHUS
aganmuMymMa0 mpuoIU3nTEIHO 5,5 g/ml o Bpeme Ha BBk AaIus nepuoa. Harosappamara no3a

160 mg aganumymad B Ceamuna 0, mociensana ot 80 mg aganmumymad B Cenmuiia 2, mocTura
CepyMHH Hal-HUCKH KOHIIEHTPAINH Ha aaauMyMal mpubimsutenHo 12 pg/ml mo Bpeme Ha

BBbBEX ALK epruoy. CpenHu Hail-HUCKH HUBA B CTALIMOHAPHO CHCTOSIHUE MPHOIN3NUTEeNHO 7 g/ml ca
HaOJI0JaBaHU MPH ManueHTH ¢ 6osectra Ha Crohn, KOUTO ca MoTyyaBaId Mo Ibpkaiia no3a 40 mg
aganmuMymMal mpe3 CeIMHUIIA.

[Tpu neguaTpuyHy NaNKMEHTH ¢ yMepeHa Ao Texka CD, naayKnuoHHaTta 103a agaaiuMymal e
crotBeTHO 160/80 mg mimm 80/40 mg B oTkputo npoyuBaHe B Cenmuru 0 11 2, B 3aBUCHMOCT OT
rpaHWYHATa CTOHHOCT Ha TenecHOTOo Terio 40 kg. B Cenmuna 4, manuenture ca pangomMusupanu 1:1
WK Ha cTaHaapTHa 1o3a (40/20 mg npe3 ceamuria) win Ha Hucka 703a (20/10 mg npe3 cenmuna) B
TPpyIH Ha TIOTBPIKAIIO JiedeHne, 0a3upaHu Ha TenecHoTo Terno. CpenHata (=SD) Hali-HICKa
cepyMHa KOHIIEHTpaIus Ha aganumyma0, mocturHara B Ceqmuna 4, e 15,7 £ 6,6 g/ml 3a nanuentn
> 40 kg (160/80 mg) u 10,6 + 6,1 g/ml 3a marmentu < 40 kg (80/40 mg).

3a manueHTuTe, KOUTO Ca OCTAaHAIIM Ha PaHIOMHU3UpaHaTa CH Tepamus, cpenHute croiHocTr (£SD) Ha
Hal-HUCKUTE KOHIICHTpAlKHU Ha afganumymad B Cenmuria 52 ca ommu 9,5 £ 5,6 pg/ml 3a rpymnara Ha
cTaHaapTHa 103a u 3,5 + 2,2 ug/ml 3a rpynara Ha HUCKa 103a. CpeIHUTE HAl-HUCKHU KOHIICHTPAIHH
ca ce 3aJIbpKalld PY MAIMEHTUTE, KOUTO Cca MPOIBIDKUIIH J1a TIpUeMaT JIeYeHHe ¢ aaaTuMyMal mpe3
CeJIMHIIAa B IPOABIDKEHUE HA 52 ceqMUITH. 3a MalMeHTUTe, MPU KOUTO J103aTa CE € YBEINYIIa OT
cXeMa Ha TIpuJlaraHe Ha J1o3arta Ipe3 ceMHUIIA 10 CXeMa Ha MpHUIlaraHe Ha J103aTa BesKa CeIMUIIa,
cpennute (£SD) cepyMHM KOHIICHTpalMu Ha aganumymab B Ceamuna 52 ca omnm 15,3 + 11,4 pg/ml
(40/20 mg, ceqmuuno) u 6,7 + 3,5 pg/ml (20/10 mg, cenmuyHo).

[Tpu manuenTy ¢ yarepo3eH KOoJIUT HaToBapBaiaTa go3a 160 mg ananumymab B Ceamuna 0,
nociensana ot 80 mg aganumymad B Cenmuna 2, HOCTUra CEpyMHHU Hal-HUCKM KOHLGHTPALUH Ha
aganuMymad npudiusutenHo 12 g/ml no Bpeme Ha BbBexgamus nepuoa. CpeHu Hall-HUCKU HUBA B
CTaI[IOHAPHO CHCTOSIHUE MPUOIM3NTENHO § g/ml ca Halm0jaBaHK IPH MAUEHTH C YJIEPO3eH KOJUT,
KOMTO Ca T0JTy4aBaly Mo yIbpkaiia 103a 40 mg aganumymad npe3 ceaMuIia.

Crie1 MOJKOXHO NPUJIOKEHHE Ha Oa3upanu Ha TeroTo ao3u ot 0,6 mg/kg (Makcumanuo 40 mg) npe3
CeJMMIIA Ha MEeUATPUYHH TAIIMESHTH C YIILIEPO3EeH KOJIUT CpeIHATa Hali-HUCKA CEpyMHA
KOHIICHTPAIIHS B CTAIIMOHAPHO CHhCTOSTHUE Ha afanumymab e 5,0143,28 pg/ml va Ceamuria 52. Tpu
nanueHTure, kouto nomydasar 0,6 mg/kg (Mmakcumanno 40 mg) Beska ceiMuIa, cpeanata (xSD) naii-
HUCKa CEepyMHA KOHIICHTpAIIHMs B CTAI[MOHAPHO ChCTOSHUE HA ananumymat e 15,7+5,60 pug/ml na
Cemmuria 52.

IIpu BB3pacTHH MalMEHTH C YBEUT HaToBapBamia n103a 80 mg aganumymad Ha Cenmuna 0, creaBana
ot 40 mg aganumymab npe3 cenMulla, 3anousaiiku ot Ceamuna 1, BOAM A0 CpelHH KOHIIEHTPALH B
CTaI[MIOHAPHO CHCTOsIHUE NpuOIM3nTeHo 8 10 10 g/ml.

Excriosunusita Ha aganuMymal Ipy TAIMEHTH C MTEAHaTPHUUeH YBEUT C€ MPOTHO3Mpa C TOMOIITA Ha
MOITYJIAMOHHO (PapMaKOKMHETUYHO MOJIETIUpaHe U cuMyJalus Ha 0a3ata Ha (papMaKOKHHETHKATa,
ompeziesieHa P APYTUTE TIOKA3aHU MIPH APYTH NEeAUATPUIHH MAUEHTH (JI€TCKH TICOPHA3uC,
IOBEHUIICH UMOTIATHYEH apTpuT, Oonect Ha Crohn NpH MeAMaTPUYHU MAIUEHTH U apTPUT, CBBP3aH C
eHte3uT). Hsima gaHHM 3a KIMHUYHATA €KCIO3ULMS [TPH PUIaraHne Ha HaToBapBalla J103a Ipu Aena

< 6 ronunu. [IporHo3HUTE EKCIIO3UIIMH IOKA3BaT, Ye IIPHU OTCHCTBUE HA METOTPEKCAT, HaTOBapBallaTa
J103a MOKE J1a IOBEJIE A0 I'bPBOHAYAIHO ITOBUIIABAHE HA CUCTEMHATA EKCIIO3ULMS.

C noMo1Ta Ha MOMyJalMOHHO (hapMaKOKMHETHYHO U (papMaKOKMHETHIHO/(hapMaKkoANHAMUYIHO
MOJIEJIUPaHe U CUMYJIallKs € IPOTHO3UPAaHO, Y€ eKCIO3UIMTA Ha alaluMyMad u epuKacHOCTTa Ipu
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MAIUCeHTH, JIeKyBaHHu ¢ 80 mg mpe3 ceMMIIA, Ca CPABHUMU C TE€3M IPH MaIllMeHTH, noidy4asanu 40 mg
BCsIKa ceaMHUIIA (BKITIOUUTENTHO Bh3pacTHH manueHTn ¢ PA, I'X, YK, BK wmm ricopuasuc, rorommu ¢ I'X
u neauatpuyay nauuentu > 40 kg ¢ BK u YK).

Bpb3Ka eKcrio3usi-oTroBop Npu MeANaTPUUHATA HOIYIAIIS

Ha 6azata Ha nanau ot KIMHUYHATE M3nuTBaHus npu manuenty ¢ FOUA (pJIA u ERA) e ycranoBeHa
BpPB3Ka EKCIMO3UIHUSI-0TIOBOP MEX Iy 1uazMeHuTe koHerrpanuu u PedACR 50 otrosopa.
[IpuBnaHaTa njaa3sMeHa KOHIEHTPALUs Ha alaluMyMa0, IPH KOSITO ChIIECTBYBA II0JIOBHHATA OT
MaKCHMaJIHaTa BEPOSTHOCT 3a nosisa Ha otroBop o PedACR 50 (EC50), e 3 pug/ml (95% AU

1-6 ug/ml).

Bpb3kaTa eKCro3uIus-0TTOBOP MEXIy KOHIIGHTpalUATa Ha afanuMyMad u epukacHOCTTa IpU
NeINaTPUYHU MAIMEHTH C TeXbK XPOHUYEH IJIaKaTeH MCOopHas3Kc € yCTaHOBeHa choTBeTHO 3a PASI 75
u PGA ,,aucto’ nimm ,,muanManao™. PASI 75 u PGA ,,uncTo® nim ,,MUHIMAaJTHO* HApacTBaT C
HapacTBaHETO HAa KOHIIEHTPAI[MHUTE Ha afanuMyMa0d, 1 IBaTa Mpu cxoHa yctanoBeHa EC50
npubmusurenano 4,5 ug/ml (crorsetHo 95% JAN 0,4-47,6 u 1,9-10,5).

Enumunupane

[NomynanuonHuTe (hapMaKOKMHETHYHN aHAU3W Ha naHau oT Haja 1 300 nanuentu ¢ PA, paskpusar
TEHJEHIIMSA 32 SIBHO I10-BUCOK KJIUPBHC Ha aAaluMyMal ¢ IOBUIIABAHE Ha TeslecHOTO Teruio. Cien
KOPUTHPaHE Ha PA3IMKHUTE 32 TEJIECHO TETJIO CE YCTaHOBSBA, Y€ Bh3pPAcTTa U MONBT U3TIICKIA UMAT
MUHHMAaJIEH eheKT BbpXY KIMpbHCA Ha ananuMyMad. HabmonaBano e, ue cepyMHUTE HUBA Ha
cBOOOHUA aganmuMyMal (HECBbP3aHUSA C aHTH-alanuMyMab anTutena, AAA) ca mo-HUCKHU PU
MAIMEeHTH C I3MEPUMH aHTU-afaduMyMal antutena (AAA).

YepuoapoOHO wiv O0b0pedyHO YBpEKIaHE

AnanuMymal He € TPOyYeH MPH MAIUEHTH ¢ YePHOAPOOHO MM OBOPEUHO YBPEKIAHE.
5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

HexnuHuaHWTe TaHHY HE MMOKa3BaT 0coOeH PHCK 3a XopaTa Ha 0a3ara Ha MPOY4BaHUATA 32
TOKCHUYHOCT IIPH €JHOKPATHO TpHiIaraHe, TOKCHYHOCT IIPU MHOTOKPATHO TIPHUJIaraHe u
T€HOTOKCHYHOCT.

IIpoBeneHo € eMOpHOGEeTaIHO NPOYUYBaHE 32 TOKCUYHOCT 33 Pa3BUTUETO/TIEPUHATATIHO MIPOYUBAHE 3a
Pa3BUTHETO MPH ABJTOONAIIAaTH Makaiy ¢ 1o3u ot 0, 30 u 100 mg/kg (9-17 maiimyHu/rpyna) u TO He
€ I0Ka3alo JaHHHM 3a yBpekaaHe Ha (eTyca nopaau agannumymad. [lopaan nurncara Ha MOIXOISIIH
MOJIEJIH 32 aHTHUTSUIO C OTPaHWYEeHA KPbCTOCaHa peakTUBHOCT KbM TNF mpu rpusaun u pa3BUTHETO Ha
HEyTpaJlu3upallly aHTUTENA IPU TPU3adnTe, HE Ca IPOBEAECHN HUTO MPOYYBAHMA 32 KAPLIUHOTEHHOCT
Ha ajanuMyMal, HUTO CTaHAapTHA OLCHKa Ha (DepTHIINTETa U MOCTHATAIHATA TOKCUYHOCT.

6. DAPMAIIEBTUYHU JAHHU
6.1 Cnucbk HAa IOMOIIHHUTE BELIECTBA

Harpues xnopun

3axapo3a

[omucop6bar 80

Bona 3a nmxexnun

XmopoBoAopoaHa KrcenuHa (3a Kopeknns Ha pH)
Harpues xunpokcun (3a kopexmus Ha pH)
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6.2 HecnbBMecTHMOCTH

[Tpu nunca Ha MpoyYBaHuUs 32 HECHbBMECTHMOCTH TO3H JICKAPCTBEH NPOIYKT He TPsOBa J1a ce cMecBa ¢
JPYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHocT

3 roagunu

6.4 ChenuaJHM ycJI0BHUS HA CbXpaHeHUe

Ha ce cexpanspa B xnaguiauk (2 °C — 8 °C). Jla He ce 3ampassaBa. CbXpaHsBalTe IpeABAPUTEIHO
HaITbJIHEHATa CIPUHIIOBKA WM TIPEIBAPUTEIIHO HAITBIHEHATA MHCAJIKA B KAPTOHEHATa OMAaKOBKa, 3a Ja
ce Mpeanasy OT CBETIIMHA.

[MpeaBapuTeIHO HATBITHEHATA CIIPUHIIOBKA WM MPEABAPUTEIIHO HATBITHCHATA MTHCAIKA 32
€THOKpaTHa ynoTpeda MoraT J1a ce ChbXpaHsIBaT IpH TeMIiepaTypa 10 Makcumym 25 °C 3a nepuo 10
30 nuu. [IpeaBapUTETHO HATBIHEHATA CIIPHHIIOBKA WM TIPEIBAPUTEIHO HAITBIHEHATA MACATKA
Tps0Ba Jla ce U3XBBPIIH, aKO HE Ce M3MO0I3Ba B pamkuTe Ha 30-THEBHUS IEPHO]I.

6.5 Bwuxu chabp:kaHue HA ONAKOBKATA

Hukyndra 40 mg MHXXEKIIMOHEH PAa3TBOP B IIPEABAPUTEIHO HABJIHEHA CIIPUHIIOBKA

0,4 ml MHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBJIHEHA CIIPHHIIOBKA OT CTHKJIO THIT | ¢
¢dukcupana uria 29G, yIbDKSHH MECTa 38 IPBhCTHTE U MPENa3uTeN Ha UIJaTa, U T1aBa Ha OyTaiio
(6pomoOyTHIIOBA TyMa).

Bunose onakoBku: 1, 2 wim 6 ipeBapuTeTHO HATBIHEHA(M) CIIPUHIIOBKA(H), OlTaKOBaHa(1) B
omuctep ot PVC/PE, ¢ 1, 2 unu 6 Tamnon(a) cbc CupT.

Hukyndra 40 mg MHXEKIIMOHEH Pa3TBOP B IPEABAPUTENHO HANBJIHEHA TUCATIKA

0,4 ml nHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAIThIHEHA WH)KEKIIMOHHA CUCTEMa Ha OCHOBAaTa Ha
uriia (aBTOMHXEKTOP), ChIbprKallla MpeIBapUTETHO HAITbJIHEHA CIIPHHIIOBKA OT CTBHKIIO THII | ¢
¢uxcupana urna 29G u riasa Ha OyTano (OpomoOyTuioBa ryma). [lucankara e ppuHO, MEXaHUYHO
MHXEKIIMOHHO YCTPOMCTBO 32 €IHOKpaTHA yHoTpeoa.

Bunose onakoBku: 1, 2 nim 6 npenBapuTeTHO HATBIIHEHA(M) MHUCcaNKa(u), onakoBaHa(u) B OJMcTep OT
PVC/PE, ¢ 1, 2 unu 6 TammoH(a) CbC CIHPT.

6.6 CnenuajJHu npeanasHu MePKH NPH U3XBBPJIsIHE

Hewmsnon3sauusar JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MaTCpUaJId OT HETO TpSIGBa na C€ U3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2—-18
61118 Bad Vilbel

I'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

HUkvndra 40 mg MHXKCKIIMOHCH Pa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA

EU/1/21/1589/001
EU/1/21/1589/002
EU/1/21/1589/003

Hukyndra 40 mg MHXEKIIMOHEH Pa3TBOP B IPEABAPUTEIHO HANBJIHEHA TUCATIKA

EU/1/21/1589/004
EU/1/21/1589/005
EU/1/21/1589/006

9. JATA HA ITBPBO PABPEINIABAHE/IIO/IHOBSIBAHE HA PAZPEHLIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewaBane: 15 HoemBpu 2021 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa nH(popMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus mo Jiekapceraata http://www.ema.europa.eu.
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V¥ To3u jexapcTBEH NPOAYKT IOAJIEKH Ha IOIBJIHUTEIHO HabmoaeHue. Tosa 1e o3Boiau 0bp30To
YCTAaHOBSIBaHE HA HOBa MH(OPMAaLUs OTHOCHO Oe30macHoCcTTa. OT MEAULIMHCKUTE CIICLUAICTH Ce
M3UCKBA J1a ChOOIABAT BCsAKA MOA03UPaHa HeKelaHa peakus. 3a HaurHa Ha ChoOIIaBaHe Ha
HE)KEJNaHU PeaKlny BIDKTE ToUKa 4.8.

1. HUME HA JTEKAPCTBEHUSA MPOAYKT

Hukyndra 80 mg nmkeKkIuoHeH pa3TBoOp B MPEABAPUTEIIHO HATBIHEHA CIPHHIIOBKA

Hukyndra 80 mg nHXeKIHOHEH pa3TBOP B MPEABAPUTEIHO HAIThJIHCHA MTUCANIKA

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Hukyndra 80 mg nHkeKkIuoHeH pa3TBOp B MPEABAPUTEIIHO HATBIHEHA CIPHHIIOBKA

Bcesika enuandaa 1o3a 0,8 ml B mpeaBapuTeHO HAITBJIHEHA CIPUHIIOBKA ChIBpka 80 mg
ajganmuMymao.

Hukyndra 80 mg uHXeKIIHOHEH pa3TBOP B MPEABAPUTETHO HAIThJIHEHA MMHCAIIKA

Besika equnnuna n1o3a 0,8 ml B mpeiBapuTEIHO HAITBJTHEHA CITPHHIIOBKA ChIbpxka 80 Mg

ajganuMymao.

AnanuMymab € peKOMOMHAHTHO YOBEIIKO MOHOKJIOHAJIHO aHTHUTSIIO, TPOU3BEICHO B KICTKH OT
SIMYHUIM HAa KUTAHCKU XaMCTEPH.

IToMmomHM BeltecTBa ¢ U3BECTHO JIEMCTBHUE:
Bcexu ml ceabpika 1 mg momucop6ar 80.

3a IIBJIHUS CUCHK Ha ITOMOIIHHUTEC BEUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

NHxeK1MoHeH pa3TBop.
buctbp 1 6e31BeTeH MHKEKIIMOHEH Pa3TBOP.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHU MOKA3AHUSA

Pesmaronsen aprpur

Hukyndra B koMOuHaIus ¢ METOTpEKCAaT € MoKa3aH 3a:

- JICYCHUECTO HAa YMEPEH N0 TCKBK aKTHUBCH PEBMATONJICH apTPUT IPHU Bb3PACTHU IMAIITUCHTH,
KOTaTO OTTOBOPBHT KbM Mo puupaiiy Oonectra anTupeBMaTnunu jekapersa (DMARD),
BKJIFOUUTEITHO METOTPEKCAT, € HEJOCTAThUEH.

- JIEYEHUETO Ha TeXbK, aKTUBEH U NMPOTPECUBEH PEBMATOM/ICH APTPUT IPU Bb3PACTHHU, KOUTO HE
ca JICKyBaHHM IIpey TOBA C METOTPEKCAT.

HUkyIldI'a MOIXKE J1a C€ pujiara KaTo MOHOTCpAIlns B cnyqaﬁ Ha HCTIOHOCHUMOCT KbM METOTPCKCAT UJIHU
KOraTo npoAbJDKUTCIIHOTO JICUCHHUE C METOTPEKCAT € HEIMOAXOAAIIIO.

I[OKaBaHO €, uc a,[[aJ'II/IMYMa6 HaMaJIsiBa CTCIICHTA HA MPOrpeCrs Ha CTAaBHOTO YBPCIKIAHE, UBMCPCHO C

PEHTICHOBO M3CIIeIBaHE, U MOI00psABa Gu3ruecKaTa PyHKI[Hs, KOTaTo ce Mpuiiara B KOMOMHAIHS C
METOTpEKCar.
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TIcopuasuc

Hukyndra e moka3zan 3a jie4eHne Ha yMepeH 0 TEKbK XPOHUYEH IICOPUA3KC C MJIAKH MPU Bb3PACTHU
MAIMEeHTH, KOUTO ca KaHIUJIaTH 3a CUCTEMHA Teparusl.

T'noen xuapanenur (I'X)

Hukyndra e mokasan 3a nedeHue Ha ymepeHa 70 Tekka akTuBHa ¢opma Ha ['X (axkHe mHBEp3a) mpu
BB3PACTHH W IOHOIIN HaJ| 12-ToAWITHA BB3PACT C HEAJAEKBATeH OTTOBOP KbM KOHBEHIIMOHATHA
cuctemHa tepanusg Ha ['X (Bx. Touku 5.1 u 5.2).

Bonect Ha Crohn

Hukyndra e noxasan 3a j1e4eHne Ha yMepeHa JJ0 TeXXKa akTuBHa ¢opma Ha Gonectra Ha Crohn mpu
BBH3PACTHU NALIUEHTH, IPH KOUTO JIUIICBA TEPANIEBTUUCH OTIOBOP, HE3aBUCUMO OT I[SUIOCTHO U B
JOCTaTh4HA CTEIECH NPOBEICHHUS KypC Ha JICYEHHE C KOPTUKOCTEPOU I H/WIH UMYHOCYIIPECOp WM IpU
TaKWBa, KOUTO UMAT HEMOHOCUMOCT WJIM MEJUIIMHCKHU MPOTHBOIIOKA3aHU 3a MOJ00CH BU/I TEpaIHs.

Bonect Ha Crohn npu neguaTpuyHu DAIMEHTH

Hukyndra e moka3zan 3a jedeHue Ha yMepeHa 10 TexXKa akTuBHa (hopma Ha 6onectra Ha Crohn nmpu
HeMaTPUYHH TTAlMEHTH (Ha BB3pAcT Haj 6 TOJMHH), TIPH KOUTO MMa HEaIeKBATEH OTTOBOP KbM
KOHBCHIIMOHAJIHATA TEpanusd, BKIIIOUUTCIIHO IbPBUYHA XPAHUTCIIHA TCPAIIUA U KOPTUKOCTCPOU I/I/I/IJII/I
HMYHOMOAYJIATOP, UJIM KOUTO UMAT HETIOHOCUMOCT KbM WJIM MMPOTHUBOIIOKA3aHUA 3a TC3U TCPAIIUU.

Yimepos3eH KoJIUT

Hukyndra e moka3zan 3a je4eHue Ha yMEpPEH JI0 TeXbK aKTUBEH YJIIEPO3EH KOJIHT MPH Bh3PaCTHH
NaIMeHTH, KOUTO Ca UMaJIM HEAOCTaThbueH OTIOBOP Ha KOHBEHIIMOHAJIHA TePaIHtsl, BKIIFOUUTEIHO
KOPTUKOCTEPOHU U U 6-MepKanTornypuH (6-MP) wnu azatuonpun (AZA), Uiy KOUTO UMaT
HEMOHOCUMOCT KbM WJIM UMAT MEIUIIMHCKH ITPOTHBONOKA3aHUS 33 TAKUBA TEPaIHH.

Vi1epo3ed KOJIUT P EAUATPHYHY ITAIUEHTH

Hukyndra e nokasas 3a jedeHre Ha yMepeHa J10 TeXKa akTHBHA (hopMa Ha YIIIEepO3eH KOJIUT IPU
MeANATPUYHY MaeHTH (Ha BB3pacT HaJ 6 TOAMHN), KOUTO UMAT HEJOCTAThUEH OTTOBOP KbM
KOHBEHIIMOHAITHATA TEeparys, BKIOYBAIA KOPTUKOCTEPOUIH W/Win 6-Mepkanromypus (6-MI1) um
azatuonpud (AZA), Wi UMaT HEMOHOCUMOCT, WJTH MEIUIIMHCKU IPOTUBOIIOKA3aHUS 32 TAKUBA
TEparuy.

VYBeur
Hukyndra e nokazan 3a nedyeHue Ha HEMH(EKIIMO3EH MEXKIUHEH, 3aJIeH U MTAaHYBEUT IPU Bh3PACTHU
MAIeHTH, KOUTO Ca UMAJIM HeaJleKBaTeH OTTOBOP Ha KOPTUKOCTEPOUIH, IPH TAITUEHTH, HY>KIaeIIH Ce

OT CIIAPUHT C KOPTUKOCTCPOUAHN WUIIU IIPU KOUTO JICUCHUCTO C KOPTUKOCTCPOUIN € HEIIOAXOAAIIO.

VYBeur IpHu DCAUATPUYHN MAITUCHTH

Hukyndra € IIOKa3aH 3a JICYCHUC Ha XPOHUYCH HCI/IH(I)CKI_[I/IOL%GH MNpEACH YBCUT MIPHU NCANATPUIHU
ManMeHTH, HaBbPUIUIIN 2 TOAWHU, ITPU KOUTO MMa HEAACKBATCH OTTOBOP MUJIM UMAaT HEIIOHOCUMOCT
KbM KOHBCHIMOHAJIHATa T€PAIuvA, Uik IIprU KOUTO KOHBCHIIMOHAIHATA TCpalld € HCTIOAXOAA111a.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE
Jleuenunero ¢ Hukyndra Tpsi0Ba 1a Ob1€ 3a109HaTO ¥ HAJ3UPABAHO OT JIEKAP-CIIEIHAINCT C OIUT B

JIMarHOCTHKATa U JICYCHUETO HA ChCTOSIHUSA, 32 kKouto Hukyndra e mokazan. [IpenoprunrtenHo e
0o TaIMOJIO3UTE Ja C€ KOHCYJITUPAT C MOAXOISII CIICHUANNCT IPEAH 3alI04YBaHEe Ha JICUCHHUE C
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Hukyndra (Bx. Touka 4.4). Ha nmanuenture, nexyBanu ¢ Hukyndra, TpsioBa na ce aame Hamommusiia
KapTa Ha MalkeHTA.

Crne moaxos1I0 00yYCHHE 32 TSXHUKATa Ha MHKCKTHPAHE MaIMEHTUTE MOraT Jia ce
camonmxkekTupat ¢ Hukyndra, ako TeXHHAT Jekap HpereHw, 4e TOBa € MOIXOII0 U MTPH
HEOOXOAMMOCT Ype3 MEIUIIMHCKO TIPOCTICasIBAHE.

ITo Bpeme Ha neuenue ¢ Hukyndra Tps6Ba ia ce onTuMH3HpaT APYTH CHITBTCTBAIIM TEPAITAH (HAIIP.
KOPTHUKOCTEPOUIA W/UITK KIMYHOMOTyJIATOPHU arcHTH).

2031/1[30131(3

PeBmaTouzeH apTpur

[Ipenopbunrtennata no3a Hukyndra 3a Bp3pacTHH NanyeHTH ¢ peBMaToueH apTpuT e 40 mg
ajanuMymal, IpuIarad Ipe3 CeIMHIA KaTo eTHOKpaTHA 1032 Ype3 MOoAKOKHA HkeKnus. I1o Bpeme
Ha nederneTo ¢ Hukyndra Tpsi6Ba ma ce mpoabinku mprjlaraHeTo Ha METOTPEeKCaT.

ITo Bpeme Ha neuenuero ¢ Hukyndra Moxe ga npoIb/ky OpHIaraHeTo Ha TIFOKOKOPTUKOUIM,
CANMIWIATH, HeCTePOUIHN poTrBOBE3NanuTeaHu cpenactsa (HIIBC) nimm ananrernu. 1o
OTHOIICHUEC Ha KOM6I/IHaHI/IﬂTa C Moambnunpamn Ooiectra AHTUPCBMATUYHU JICKAPCTBA, pa3JIMYHU OT
MeTOoTpeKcart, BuxTe Touku 4.4 u 5.1.

[Tpu MoHOTEpAaIus, HIKOU NAIlMCHTH, KOUTO UMAaT HaMaJlsiBaHe Ha oTroBopa cu kbM Hukyndra 40 mg
Ipe3 ceAMHUIIa, MOrarT Jla UMarT 110J13a OT yBeJIMuaBaHe Ha Jio3ata 10 40 mg agamuMymad Besika
ceamuua win 80 mg npe3 ceaMuua.

HanuunuTe naHHu npeamnonarar, ye KIMHAYHUAT OTTOBOP OOMKHOBEHO CE ITOCTUra B paMKHTE Ha 12
ceaMUIH ot Jeuenueto. [IpoabinkuTenHara Tepamnus TpsOBa 1a ce mpepasrieaa Npyu MalueHT, KOUTOo
HE ce MOBJIMSABA B PAMKHUTE Ha TO3U IIEPHOA OT BpEME.

ITcopuasuc
[Ipenoprunrennara noza Hukyndra mpu Bp3pacTHU manueHTH € HadanHa fo03a 80 mg, MpriiokeHa

HOIKOXKHO, IocieiBaHa oT 40 mg MOAKOKHO Tpe3 CeIMHMIA, 3aII0UBaiKK eTHa CEAMUIIA CIIe]T
HaydaiHaTa 703a. 3a mojabpxkaiia o3a e HannuHa Hukyndra 40 mg WHXEKIIMOHEH pa3TBOp B
NpEe/IBAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA H/WITM B TIPE/IBAPUTEIHO HAITBJIHEHA CIIPHHIIOBKA.

[MponwkurenHaTa Tepamnus HaJ 16 cenMuim TpsOBa Aa ce mpepasriie/ia Mpy MalueHT, KOUTO He ce
TIOBJIMSIBA B PAMKHTE Ha TO3U MIEPHOJI OT BpEME.

Cnen 16 cenMuiy, ManueHTH ¢ HepocTaTbueH otroBop kbM Hukyndra 40 mg nipe3 ceamuiia Morar jia
¥Mar T0J13a OT yBeln4yaBaHe Ha jo3ara 10 40 mg Besika ceamuna win 80 mg mpe3 ceamuna. [lomsure
Y PUCKOBETE OT MPOIbIDKUTENHaTa Tepanus ¢ 40 mg Beska cenmuna wim 80 mg mpe3 cenMuIia Tpsosa
Jla ObAaT BHUMATEITHO MPEOIICHEH! NPY NMAIIMeHTH C HEAOCTaThYeH OTTOBOP CJIS/ IOBHINIABAHE HA
no3ara (Bx. Touka 5.1). Ako Ob/ie TOCTHTHAT 33/I0BOJIUTENIEH OTToBOp ¢ 40 mg Besika ceMHIIa Ui
80 mg mpe3 ceamuIia, BIOCIEICTBUE T03aTa MOXKe 13 Oblie HamasneHa 1o 40 mg npe3 ceMuIa.

['HOeH XuapaJeHuT

[penopbuntennara no3a Hukyndra 3a Be3pactau nanuenTs ¢ ['X e 160 mg nbpBonavanso B [en 1
(npunoxenn karo e 80 mg WHXKEKIUK B €1H JISH WK Kato enHa 80 mg WHKEKIHs Ha JCH B JBa
MOCJIETOBATEITHY JTHN), TocieaBado oT 80 mg nBe ceamuiiy mo-kbeHO B [en 15. Cnen ne ceqmMuim
(en 29) na ce mpoawsmku ¢ go3a 40 mg Beska cenmuia win 80 mg npe3 cenmuria. [IpmioxenueTo Ha
AHTHOMOTHLIM MO>Ke /1a Ob/ie MPOIbIDKEHO o BpeMe Ha jedeHunero ¢ Hukyndra, ako e HeoOxonumo.
[IpenopbuBa ce MaMEHTHT Aa NPaBH JIOKAJTHO POMHUBAHE C aHTHCENTHK Ha Je3unute oT ['X
eXKeJIHeBHO 1o BpeMe Ha yieuenuero ¢ Hukyndra.

[IpoapirxurenHara Tepanus ciex 12 cenMuiu TpsOBa 1a ObJe BHUIMATEITHO MTPEOIICHEHA TIPH
MAIMEeHTH, IPY KOUTO HIMa MO0J0OpEHHE B paMKHUTE Ha TO3U BPEMEBHU TIEPHO/I.
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AKo neueHnero TpsOBa 1a 0b/1e TPeKbCHATO, TOBTOPHOTO BKJIIOYBaHE Moe na ctane ¢ Hukyndra 40
mg Besika ceamuna wim 80 mg npe3 ceaMuIia (Bx. Touka 5.1).

TpsOBa meprOAMIHO 1a ce OIEHSBAT I0JI3aTa U PUCKBT OT MPOABIKUTEITHO JIeueHHE (BXK. Touka 5.1).

Bonect Ha Crohn

[IpenopbunrenHaTa BpBEXIAIIA CXeMa Ha Ipwiarade Ha no3ara Hukyndra 3a Bp3pacTHM manueHTH C
yMepeHa 110 Texka aktuBHa 0onect Ha Crohn e 80 mg B Cenmuna 0, mocieaBanu ot 40 mg Ha
Ceamuua 2. B ciyuait Ha He0OXOAUMOCT OT MO-OBP3 TEPANIEBTHYECH OTTOBOP MOXKE J1a CE MPUIIOKHU
cxemara 160 mg B Cenmunia 0 (mpusioxenu kato n8e 80 mg MHKEKIIUU B €JIUH JICH WU KaTo ¢/IHa
80 mg uHKeKIs Ha JISH B JiBa MOCJIEOBATENIHH JHH), Tociensanu ot 80 mg B Ceqmuna 2, cbe
CH3HAHUETO, PUCKBT OT HEKENaHU JICKAPCTBEHU CHOUTHS € TI0-BUCOK TPH MpHJIaraHe Ha 10-BUCOKa
WHIYKIIMOHHA J103a.

Crnen MHAYKIMOHHOTO JIEYEHHE MIPENophUNTENHaTa 103a € 40 mg npe3 ceaMuna 4pe3 MOoJKOKHA
nmkeknus. Kato antepHatuBa, ako manueHTsT e cipsut Hukyndra v mpu3HanuTe ¥ CHMIITOMUTE Ha
3abomsiBaneTo peunuBupat, Hukyndra moxe na ce nmpunoxu otHOBO. Hanuie e TBbpAe orpanuueH
OIUT OTHOCHO TIOJHOBSBAHETO HA TEPAIMATA CIE] TIOBEYE OT § CEIMULM OT IMOCICIHUS TPHUEM.

IIo BpEMC Ha NOAABPKAIIOTO JICUCHUEC, KOPTUKOCTCPOUAUTE MOraT Ja 6T)I[aT IIOCTCIICHHO HaMaJIsIBaHU
B CbOTBETCTBHUE C HACOKUTE 3a KIIMHUYHA ITPpaKTHKa.

Hsxou nanyeHTH, mpu KOUTO UMa MOHMWXKEH oTroBop KbM Hukyndra 40 mg npe3 ceamunia, Moxe 1a
MMaT ToJ3a OT MoBUIIaBaHe Ha mo3ata 1o 40 mg Hukyndra Beska ceamuma mm 80 mg npe3 cenMuiia.

Hsaxou manuentu, mpu KouTo Jmrcsa oTroBop 10 Ceamuna 4, MoXke J1a ©MaT 1MoJ3a OT
MPOABIDKUTEHA IO IbpoKalia Tepanus 10 Cenmuna 12. [IpoabinkuTenHaTa Tepanus TpsOBa J1a ce
rpepasriie/ia Mpy MarueHT, KOUTO He ce TIOBIUSABA B pAMKUTE Ha TO3H IEPHOJ] OT BpeMe.

Yamepo3eH KOJIUT

[Ipenoprunrennust pexkxum Ha Hukyndra 3a mHIyKIIMoHHA 1032 32 BH3PACTHU MAMEHTH C YMEPEH 10
TexXbK ynmeposzeH konut € 160 mg B Cenmuna 0 (1aBaH kato e MHKeKIuU 1o 80 mg B eTUH JIeH
WJIM KaTo e€/THa WHKeKIusa oT 80 mg Ha JieH 3a nBa mocienoBateau 181) u 80 mg B Ceamuna 2. Crex
WHAYKIMOHHOTO JICUEHHE MPeTophUYnTeNHaTa 103a € 40 mg npe3 ceaMuIa 4pe3 MoIKOKHA WHKEKITHSL.

ITo BpEMC Ha MOAABPKAIIOTO JICUCHUE, KOPTUKOCTCPOUAUTE MOraT Jia GBI[aT IIOCTCIICHHO HaMaJIIBaHU
B CHbOTBETCTBHUE C HACOKUTEC 3a KIIMHNYHA ITPAKTHUKA.

Hsikou manueHTH, mpy KOUTO UMa MOHMKEH 0TroBop KbM 40 mg mpe3 ceaMuIia, MOKe J1a UMaT 1oJiza
OT noBHIaBaHe Ha jo3ara 10 40 mg Hukyndra Besika ceamuiia win 80 mg rpe3 ceaMuiia.

HanunynauTe nanHm npennonarar, 4e KIMHUYHUAT OTTOBOP OOMKHOBEHO CE MOCTUTA B paMKHUTE Ha 2-8
cenMuIm ot Jieuenuero. Tepamusita ¢ Hukyndra He TpsiOBa ja ce mpoabiikaBa Ipy MalUeHTH, KOUTO
HE ce MOBIMABAT B PAMKUTE Ha TO3H MEPUOJ] OT BpEME.

YBent

[Ipenopbuntennara no3a Hukyndra npu Bb3pacTHU MAlMEHTH ¢ YBEHUT CE ChCTOM OT HavajHa 103a

80 mg, mocnenaBana ot 40 mg npe3 ceAMMIIA, 3aTIOYBANKY €/THA CeIMUIIA CIIe/I HayaaHaTa 703a. 3a
noaabppakaiia 1o03a ¢ HammuHa Hukyndra 40 mg MH)XEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITbJIHEHA
CIIPUHIIOBKA W/WIIK B MPEABAPUTEIIHO HAIIbJIHEHA CIIPUHIIOBKA. ONMTHT MPH 3all0YBAHE HA JICUYCHHE
camo ¢ ananumymab e orpanuyeH. Jledennero ¢ Hukyndra moxe na ce 3armodne B koMOWHAIMS C
KOPTUKOCTEPOUIN W/UIK C PYTH HEOUOIOTUIHH UMYHOMO Ty TUpaIiy cpencTBa. ChITbTCTBAIUTE
KOPTUKOCTEPOUIN MOTaT Jia ObJIaT MMOCTEIICHHO HaMaJISIBAHU B CHOTBETCTBHE C KIIMHUYHATA MPAKTHKA,
KaTo Ce 3aIll0YHe JIBE CEJAMMUIIN CJIe]] 3aro4yBaHe Ha Jieduenue ¢ Hukyndra.
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[IpenopbuBa ce MON3HUTE B PUCKOBETE OT MPOABIDKUTEIHO IBITOCPOYHO JICUCHHE JIa CE OLICHSIBAT
exeromaHo (Bx. Touka 5.1).

Cneuuajmu nonyaauyuu

Hauueumu 6 cmapuecka ewv3pacm
He ce nanara KOpuUrupaHne Ha n03arta.

Bbvopeuno u/unu uepnodpoono yepercoane

Ananmumymab He € TPOyYBaH MPH TE3U TOMyJIaIlliK OT manueHTH. He Morar 1a Ob1aT HalpaBeHH
NPENOPBKH 32 JIO3UpaHe.

Ileduampuuna nonynayus

[InakaTeH copuasyc py MeIUaTPUYHU MalMEHTH

besomacHocTTa M edmkacHOCTTa Ha aaTuMyMal TpH Jiera Ha Bh3pacT 4-17 ToAuHN ca YyCTaHOBEHU 32
rurakateH ncopuasuc. [Ipemoprunrennara no3a Hukyndra e makcumansao no 40 mg Ha mo3a.

['HOEH XMAPAJEHUT NpU 0HOWH (Haa 12-roauinHa Bp3pacT, ¢ Terio Hai-manko 30 kq)

Hsma knmuHrYHN M3NATBaHMA ¢ aganumyMmad npu roromu ¢ ['X. /lo3upoBkaTta Ha aganumyma0 npu
TE3M MAIMECHTH € OIpe/esicHa OT (apMaKOKHHETHYHOTO MOJCIUpPaHEe U CUMYJIaIus (BXkK. ToUka 5.2).

[Ipenoprunrennara noza Hukyndra e 80 mg na Cenmumna 0, mociensana ot 40 mg mpe3 ceaMuIia,
Karto ce 3amouHe oT Ceamuna 1 ype3 MoJIK0KHA WHKEKIIHS.

ITpu roHOIIM ¢ HeocTaThueH oTroBop kKbM Hukyndra 40 mg npe3 ceamuiia Moxe Jia ce OOMHCITH
yBenu4aBaHe Ha no3ara g0 40 mg Beska ceamuna wind 80 mg mpe3 ceaMuIia.

HpI/IJ'IO)KeHI/IeTO Ha aHTI/I6I/IOTI/ILII/I MOXE Ja 6’5[[6 IPpOABILKCHO 1O BPEME HaA JICHCHUCTO C Hukyndra,
aKo € HCO6XO,I[I/IMO. HpenoquBa CC MAaUCHTHT Aa IIPAaBU JIOKAJTHO [IPOMUBAHEC C AHTUCCIITUK Ha

nesunte oT ['’X exxeqHeBHO Mo BpeMe Ha sieuenuero ¢ Hukyndra.

[Ipogpmxurennara Tepanus cien 12 cemmuiy TpsiOBa 1a Ob1€ BHUIMATEITHO MIPEOIEHEHA TTPH
MAIUeHTH, TIPU KOUTO HIMa M0/I00PEHKE B PAMKHUTE Ha TO3U BPEMEBHU TIEPHO/I.

B cnyuait ue neyennero 0b/e IpeKbCHATO, MpHIIOkeHneTo Ha Hukyndra Mosxe ma 3arodne oTHOBO,
KOTaTo € IOIXO0ISIIIO.

TpsiOBa nepruoJUYHO /1a Ce OLIEHBAT MOJI3aTa M PUCKBT OT MPOJBIDKUTEIHO JeUeHue (BXK. JaHHH 3a
BB3paCTHH B TOUKa 5.1).

Hsama croTBeTHO MPUIIOKCHUC HA aZ[aJ'II/IMYMa6 IIpu A€1a Ha Bb3PpacT MoJ 12 roAvWHU IIpU TOBA
IIOKa3aHHE.

Boxnect Ha Crohn npu neauaTpyyHu NAUEHTH

[penopbuntennara no3a Hukyndra npu nanuentu ¢ 6onecrra #Ha Crohn ot 6 10 17 roJjiH7 3aBUCH OT
tenecHoTo Terio (Tabmuua 1). Hukyndra ce npuiiara upes moakoxHa HHKEKIIHSL.

106



Tabauua 1: JIoza agaaumymad npu nexuaTpuyHu nanueHTu ¢ 6oJect Ha Crohn

Tersno na | MHAYKUMOHHA 1032 Hoapbpxama

nmanueHTa 71032, 3al0YBAHKH
ot Cenmuua 4*

<40 kg * 40 mg B Cenmuna 0 u 20 mg B Cenmua 2* 20 mgnpes
ceaMuIa

B cnyuait Ha HEOOXOAMMOCT OT MO-0BP3 TEPANIEBTUYCH OTTOBOP
KaTO € M3BECTHO, Y€ PUCKBT OT HEXKEIAHU JICKAPCTBCHU ChOUTHSI
MOe J]a € TI0-BHCOK C TIPWIJIAaraHe Ha MO-BHCOKA WHIYKIIOHHA
J103a, MOXKE JIa Ce U3IOM3Ba CIieIHATA JI03a!

* 80 mg B Ceamunia 0 u 40 mg B Cenmuiia 2

> 40 kg * 80 mg B Cenmunia 0 u 40 mg B Cenmunia 2 40 mg npe3
cenMuIa

B ciyvaii Ha HEOOXOAMMOCT OT MO-0BP3 TEPANEBTUYEH OTTOBOP
KaTO € U3BECTHO, Y€ PUCKBT OT HEXKEJIaHH JICKAPCTBEHH CHOUTHSI
MOJKe J1a € TI0-BUCOK C IPUJIaraHe Ha I0-BUCOKa WHIYKIIMOHHA
71032, MOXKE JIa C€ M3II0JI3Ba CJIE/IHATA J103a!

* 160 mg B Ceamuiia 0 u 80 mg B Cenmunia 2

[TanmenTH, KOUTO UMAT HEJOCTaThUeH OTIOBOP, MOTAT Jla UMAT I10J13a OT MOBHIIIaBaHE Ha J03aTa:
o < 40 kg Bcsaka ceqmuiia
o > 40 kg: 40 mg Bcsika ceamuiia win 80 mg mmpes3 ceamuIa

TpsiOBa BHUMATEITHO J]a ¢€ OOMUCIIM POABbIDKABAHE HA TEPaIUATa MPU YIACTHUK, KOMTO HE Ce
noBiugBa 1o Ceamura 12.

Hsma chOTBETHO NPUIIOKECHUE HA afaliMyMal TIpH Jiella Ha Bb3pacT Mo 6 TOJIMHM 332 TOBa
[MOKa3aHue.

Yamepo3eH KOJIUT OpHU MeAUATPHUIHH AITUCHTH

Ipenoppunrennara qo3a Hukyndra mpu mareHTr Ha B3pacT OT 6 10 17 rOAWHE C yJIIIEpO3eH KOIUT
¢ 0asupana Ha TenecHoTo Teriio (Tabnuma 2). Hukyndra ce mpuiara upe3 1o IK0)KHA HHIKEKIIHS.

Tadauua 2. JIoza agaaumyma0 32 neAUATPUYHHU MALUEHTH C YJILEPO3eH KOJIUT

Teryo Ha l'[own:pxucama A03a,
HHayxnuoHHA 1032 3aM04YBaiiKi 0T
nanuenTa
Ceammuna 4*
<40 kg * 80 mg Ha Cenmuria O (IpHITOKEHU KaTO eaHA * 40 mg nipe3 ceamuIa
nHxekus mo 80 mg) u
* 40 mg Ha CenmMuna 2 (IPUIIOKEHU KaTo eaHA
nrkekmus mo 40 mg)
> 40 kg * 160 mg Ha Cenmuira O (pUI0KEHU KaTo JIBE + 80 mg npe3 cenmuIia
MHXeKIuH 1o 80 mg B €IMH JCH WIH JIBE WHKEKIIUU 110
40 mg Ha JieH 3a J1Ba OCJIEeIOBATEeITHU JIHU) U
* 80 mg ma Ceamuria 2 (IpUIIOKEHH KaTO €aHA
urkekmus mo 80 mg)

* [lequaTpuvHUTE MALMEHTH, KOUTO HaBbpInat 18 roauuu, mokato ca Ha Hukyndra, TpsiOBa na
MPOAB/DKAT TSXHATA MPEANcaHa moaIbpKaiia 103a.

[IpoabirkaBaHeTo Ha TepanmusaTa HaJ 8 CEIMUIM TPSOBA J]a ce OOMHUCIIM BHUMATEITHO MIPH MAI[USHTUTE
0e3 Ipr3HAIK Ha OTTOBOP B PAMKHUTE Ha TO3H BPEMEBH IEPHO/I.

Hsama croTBeTHO MMPUITIOKCHUC Ha Hukyndra Ipu A€1a Ha Bb3PacT IMMOA 6 TOAWHU IIPHU TOBA MMOKAa3aHUC.
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VYBeuT npu neauaTpUudHy NalMEHTH

[Mpenopwunrennara no3a Hukyndra npu nenuaTpuyay NaieHTH C YBEUT HA Bh3pacT HaJ 2 TOIUHU
3aBHcH OT TenecHoTo Tero (Tabmuma 3). Hukyndra ce mpuara upes moakoxHa WHXKEKITHSL.

ITpu meguaTpuyHKs YBEUT HAMA OIHMT B JICUCHUETO € aaauMyMab 0e3 ChITbTCTRAIIO JICUCHHUE C
METOTpEKCaT.

Tadanna 3: Jo3a aganumymad 3a neqHATPUYHH NALMEHTH C YBEUT

Tersi0 Ha manMeHTa CxeMa Ha mpuJaraHe Ha 103ara

< 30 kg -

> 30 kg 40 mg nipe3 cenMUIa B KOMOMHAITHS C
METOTpPEKCaT

Koraro ce 3amousa Tepanus ¢ Hukyndra, moxe na 6b7e mprtoskeHa HaToBapBaiia o3a 40 mg 3a
narerTy < 30 kg nim 80 mg npu narmenTtn > 30 kg exra ceaMmuIia mpea HAYAIOTO HA TEPAITUATA.
Hsma HanmvHu KIMHUYHY JaHHY 3a ynoTpebaTa Ha HaTOBapBalla 103a afanuMymal IpH Jena Ha
BB3pacT < 6 roAuHH (BXK. TOUKa 5.2).

Hsma chOTBETHO NPUIIOKEHUE HA aqaliMyMal TpH Jielia Ha Bb3pacT 1Mo 2 TOJUHH IIPH TOBA
MOKa3aHue.

[IperiopbuBa ce MOI3HUTE U PHCKOBETE OT MPOABIDKATETHO JBITOCPOYHO JICYCHHE /1A C€ OICHIBAT
eXeroHo (Bxk. Touka 5.1).

HauwuH Ha npuiioxxeHue

Hukyndra ce mpuiara upe3 moakoxHa HHXeKIHA. [Ib1HN yKazaHus 3a yrorpeda ca J1aJeHu B
JIMCTOBKATA 3a MALHECHTA.

4.3 TIIpoTuBomoKa3aHus

CBpBX4yBCTBUTEITHOCT KbM aKTHMBHOTO BELIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

AKTuBHa TyOepKyJ103a WIN IPYTH TeXKU MHPEKIINH KaTO CETICUC U ONOPTIOHUCTHYHM MH(EKINH (BXK.
Touka 4.4).

YMepeHa 10 Texka chpaedna HepocrarbuHocT (kiaac [I/IV o NYHA) (Bxk. Touka 4.4).

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeAnasHu MepKH NpH ynorpeda

IIpocnenumoct

3a na ce mo00pU NPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JIEKAPCTBEHHU MPOAYKTH, UMETO U MAPTUIHUAT
HOMEp Ha MPIJIOKEHUS MPOTYKT TPsiOBa ACHO J1a Ce 3arMcBarT.

Undekumu

[ManuenTure, npuemarin TNF-aHTaronucTy, ca mo-noJaT/ivBU Ha cepro3HU uH(pekiuu. Hapyiienara
OenoapoOHa QyHKIMS MOXKe Aa YBEIMYH PHCKa OT pa3BuTHe Ha nHpekuuu. [lopaan ToBa manueHTure
TpsiOBa J1a ObIaT BHUMATEIHO HAOJI01aBaHH 32 MH(EKLINH, BKIIOUUTEIHO TYOEPKY03a, IPeau, Mo
BpeMe Ha u cineq iedenue ¢ Hukyndra. Twii kaTo eTMMUHEpaHETO HA aganiMymMal MOXKeE JIa OTHEME JI0
YeTHpH Mecela, HabIrIeHUeTo TpsAOBa Ja NPOIBIDKH IPe3 TO3U MEPHOI.

Jleuenneto ¢ Hukyndra He TpsiOBa 51a ce 3amo4Ba Npu MalUeHTH ¢ aKTHBHUA MH()EKIINH, BKITFOUUTEITHO
NP XPOHUYHH WU JIOKAIM3UPaHH WH(EKINH, TOKaTo HHQeKIuaTa He Obae oBnagsgHa. [Ipu

nanueHTH, KOUTO Ca OUIU U3II0KEHU Ha TY6CpKyH033 " MalUCHTH, KOUTO Ca IbTYBAJIU B obacTu ¢
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BHCOK PHCK OT TyOEpKYJ103a WM CHIEMUYHU MUKO3H, KATO XUCTOIIA3M03a, KOKIUIHMONIOMUKO32 HITH
0JracTOMHKO3a, pUCKBT | mon3uTe oT Jiederrnero ¢ Hukyndra TpsioBa a ce nmat npenBu npean
3aro4BaHe Ha Tepanus (BK. Jpyeu onopmoHucmuyiu uH@Gexyuu).

[TarmenTrTe, KOUTO pa3BUAT HOBAa MHGEKINS, TOKATO ca MoJIoKeHH Ha teueHne ¢ Hukyndra, TpsiOBa
Ja ObJIaT BHUMATEIHO HAOJIFOIaBaHM U JIa MPEMUHAT IbJTHA JMArHOCTUYHA OleHKA. [[pUitosKeHHeTo
Ha Hukyndra Tps0Ba na ce nmpekpaTH, ako MalMeHThT Pa3BUEC HOBA CEPUO3HA MHEKIIUS WU CETICUC U
TpsiOBa Jia ce 3ar0YHE MOAXO/SIIA AHTUMAKPOOHA HITH TPOTHBOT'LOMYHA Teparus, TOKaTo
nHpeknusaTa Obae oBnagsHa. Jlekapute TpsOBa qa ObAaT BHUMATETHH, KOTaTO OOMHUCIAT yoTpebaTa
Ha ajanuMymMal pH MAIMeHTH C aHaMHe3a 3a pelUANBHUpaIia HHPESKIUS N C ITOIJICKAIIH
CBhCTOSIHUS, KOUTO MOTAT Jia Tpepa3noiarat NalueHTUTe KbM HH(EKIIUY, BKIFOUYUTEIHO yrnoTpedara
Ha CHITBTCTBAIH UMYHOCYITPECUBHH JICKAPCTBEHH MTPOTYKTH.

Cepuosnu ungexyuu

JlokmazBaHu ca CepHO3HN HH(PEKINHU, BKIIOYUTEITHO CEIICUC, TBJDKAIIN ce HAa OaKTepHaTHH,
MHKOOAKTepHAaIH!, MHBA3UBHU I'bONYHH, TTAPA3UTHHU, BUPYCHH HIIH APYTH ONOPTIOHHUCTHIHU
I/IH(i)CKHI/II/I, KaToO JIMCTEpHO3a, JICTUOHEI03a U THEBMOLUUCTHUC, ITPU MALUCHTH, I10JTy4YaBalllnu
aganmuMymao.

Jpyru cepro3nu nHPEKIU, HabI0AaBaHK MPU KIMHUYHHI W3MTUTBAHUS, BKIIOYBAT ITHEBMOHUS,
MHUETIOHEPPUT, CENTUUCH apTPUT U cenTrulieMus. ChoOIIaBa ce 32 XOCTIHTATN3AIMS WK (aTaiHu
pe3ynTaTH, CBbP3aHH C MH(PEKITUH.

Tybepkynosa

TyOepkyno3a, BKIFOUUTEIHO peaKTHBUPaHE H HOBO HA4aJIo Ha TyOepKyo3a, € JOKJIaABaHa IpH
MAIMEeHTH, TIOTyYaBany ananmumyma0. JlokmanuTe BKIIFOUBAT Ciydan Ha OenoapoOHa u
W3BBHOENIOIPOOHA (T.€. JUCEeMUHUPAHa) TYOepKyJ103a.

IIpeau 3anouBane Ha Tepanusa ¢ Hukyndra Bcnuku naunenTn TpsOBa ga ObIaT OLIEHEHH 32 aKTUBHA
WM HeaKTUBHA (,,JJaTeHTHA™) TyOepKyo3Ha uH(eknus. Ta3u onjeHKa TpsOBa Ja BKIIOYBa MOAPOOHA
MeIUIMHCKA OIIEHKA Ha aHaMHe3aTa 3a TyOepKyJ103a Ha MaleHTa WM Bb3MOXKHA IPEeIUIITHA
€KCIO3MLMS Ha X0pa ¢ aKTHBHA TyOepKyio3a M NPeAMIIHA H/HIH HACTOSIA UMYyHOCYIIPECHBHA
tepanus. [Ipy Bcuuky nanueHTH TpsaOBa fa ce HalpaBAT MOAXOISIIN CKPUHUHTOBH TECTOBE (T.€.
TyOepKyJIMHOB KOKEH TECT ¥ PEeHTreHorpadusl Ha rphAeH Koll) (MOXe J1a ce MPUIIOKAT MECTHUTE
npenopbkn). [IpenoppuBa ce mpoBeXIaHETO HA TE3U M3CIEABAHUS U PE3yATaTUTE OT TSIX J1a ObaaT
3anucany B HanomusmaTa kapra Ha nauveHta. Ha npennucsaniire ce HaloMHs 3a pUcKa OT
(ammBo OTPULIATEIIHU PE3YNTATH OT TYOSPKYJIHMHOB KOXKEH TECT, 0COOEHO NPH MAIEeHTH, KOUTO ca
TEXKO OOJTHU WJIM UMYHOKOMIIPOMETHPAHH.

AKO ce ITMarHoCTUIMpa aKTHBHA TYOEpKyi03a, He TpsiOBa ja ce 3anouBa Tepanust ¢ Hukyndra (Bk.
Touka 4.3).

[Ipu Bcuuku cuTyaluu, OMMCAaHU IO-10Y, TpsIOBa J1a ce OOMHCIM MHOT'O BHUMATEIHO
CHOTHOIIEHHUETO T10J13a/pUCK OT TEepaNHATA.

AKO UMa ChbMHEHHSI 3a TaTeHTHA TyOepKyI03a, TpsAOBa Ja ce KOHCYJITHpATe C JIeKap C OIHT B
JIEYCHUETO Ha TyOepKyJI03a.

AKO ce IMarHocTULIMpa JJaTeHTHa TyOepKyIo3a, npean 3anousaneTo Ha Hukyndra TpsioBa na ce
3aIroYyHe MOJIXO/IAIIO JICYEHHE C aHTUTYOEpKYJIO3HA MPOPHIIAKTHKA U B ChOTBETCTBUE C MECTHHUTE
MPETIOPBHKU.

VYnoTpebata Ha aHTUTYOEPKYJIO3Ha PO UIaKTHYHA Tepanus TpsOBa Ja ce UMa MPeaBUL U IPeau
3arouBaHeTo Ha Hukyndra npu nanueHTH ¢ HIKOJIKO MJIM 3HAYUTEITHH PUCKOBH (pakTopu 3a
TyOepKyJ103a, BBIIPEKU OTPULIATENCH TECT 3a TyOepKy03a U IIpU NMAlMeHTH ¢ IIPeIUIIHA aHaMHe3a 32
JIaTeHTHA WM aKTUBHA TyOepKyJ03a, TPy KOUTO HE MOXKeE Jia c€ MOTBBPAM afeKBaTeH Kypc Ha
JICUYCHUE.
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Bbnpexn npohmiakTHIHOTO JIeueHHne Ha TyOepKyi103a, ClIydan Ha peakTUBHPaHa TyOepKyno3a ca
BB3HUKHAJM [IPH NAlMEHTH, JIEKyBaHH ¢ ananumyMmad. Hakou manuenT, KouTo ca OWim ycrenHo
JIeKyBaHH 32 aKTUBHA TyOEpKys03a, ca pa3BUJIM IOBTOPHO aKTHBHA TyOepKyIi03a, 10 BpeMe Ha
JIeYeHUE C aJaTnMymal.

[MatmenTute TpsiOBa na OBbAAT HHCTPYKTUPAHH Ja MOTHPCAT MEAULIMHCKA IOMOLII, aKO MO BpeMe Ha
i cnen edernero ¢ Hukyndra Bp3HUKHAT MPU3HAIN/ CUMITTOMH, TIPEIIOJIaray TyOepKyIo3Ha
nH(eKnys (Hamp. MepcucTupaIia Kaluiuia, H3ToeHne/3aryda Ha TerIo, JIEKO MOBHIIEHA
TeMIeparypa, anatus).

lpyeu onopmionucmuynu uHgpexyuu

OnopTIOHUCTHYHU HH(DEKIIUY, BKIFOYUTEITHO HHBa3UBHY I'bOMYHM MH(EKIINY, ca HaOII0aBaHu IIpH
MAIUCHTH, TIoTy4aBaiy afganumymad. Te3u nHdekuu He ca OMTH OCIeI0BaTeTHO Pa3IO3HABaHU
MIpH marnueHTH, mpueMarmu TNF-aHTaroHncTH 1 TOBa BOIU A0 3a0aBsiHE HA MTOAXOASAIIOTO JCUCHHE,
MTOHSKOTA BOJEIIO 10 (haTaTHN pe3yiTaTy.

3a manueHTH, KOUTO pa3BUBAT MPU3HAIM U CUMIITOMH KaTO BUCOKA TEMITEPATypa, HePa3MoJIOKEHHE,
3ary0a Ha TerJo, U3MOTsIBaHe, KallnIa, JTUCITHES W/WiH 0eToapoOHN HHGUITPATH WIH JPYTO
CEPHO3HO CUCTEMHO 3a00JIsIBaHe, ChC WM 0€3 CHITBTCTBAII] IIOK, TPSOBA J1a C€ M0/1031pa NHBAa3UBHA
rpOnYHa HHQEKIMs 1 npuwiokenueto Ha Hukyndra TpsiOBa na ce npekpatu He3abaBHO.
JIMarHOCTHITUPAHETO U MPUIIAraHETO HA EMITMPUIHO MPOTUBOT'EOMYHO JICUCHHE NIPU TE3U MAUCHTH
TpsiOBa Jla cTaBaT MPU KOHCYJITAIMS € JIEKap C OMUT B JICYEHUETO HA MAIlUEHTH ¢ MHBa3UBHU I'bOUYHU
UH(PEKINH.

PeaktuBanusg Ha xenaturt B

PeakTuBupane Ha xenaTut B e HaCTBIIMIIO NpU NanueHTH, nonydasay TNF-aHnTaronucr,
BKJIIOUMTENTHO alaliMyMad, KOUTO ca XpOHWYHU HOCHUTEJIN Ha TO3U BUPYC (T.€. MOJ0KHUTEIICH
MOBBPXHOCTEH aHTUreH). Hakou cinyvan ca ouim ¢ garaneH uzxo. [lanmenture TpsidBa na Obaat
W3CIeIBaHU 3a MHQEKIH ¢ BUpyca Ha Xenatut B, npeau aa 3anoynar nedenue ¢ Hukyndra.
IIpenopruBa ce KOHCyNTaLUsA C JEKap, KONTO MMa OMUT B JICUEHUETO HA XENaTUT B, Mpy manueHTy,
KOHMTO MMaT IOJIOXKHUTEIIEH TECT 3a XenaTuT B nndexuus.

Hocurenute Ha Bupycen xematut B (HVB), xourto ce nyxnasrt ot neuenue ¢ Hukyndra, TpsioBa na
Ob1aT BHUMATEIHO HaOMI0aBaHM 3a MTPU3HALM M CUMIITOMH Ha akTuBHa HBV mH(ekuuns mo Bpeme Ha
TepanusTa U B IPOJbJDKEHUE HA HAKOJIKO Mecella Clie/l peKpaTsBaHe Ha Tepanusta. Hama
JIOCTaTBYHO JJAHHU OT JICUeHNETO Ha HocuTenn Ha HBV ¢ anTHBHpYyCHM nipenapary B ch4eTaHHe C
TNF-anTaronucTH 3a mpeoTBpatsiBane Ha peaktuBanusta Ha HBV. [Ipu nanmenTty, Konto pa3BuBaT
peakruBanyst Ha HBV, tps6Ba na ce cnpe Hukyndra u na ce 3ano4ne eekTrBHA aHTHBHPYCHA
Tepanus ¢ MOAXOAAII0 HOATbPIKALIO JICUCHHUE.

HGBDOHOI‘ WYHU CHOUTHUS

TNF-aHTaroHuCTH, BKIFOYUTEITHO aIaTAMyMal, ca CBbP3aHU B PEJIKHU CITyYad ¢ HOBO HAYAaJIO WIIH
000CTpsiHE HAa KIIMHUYHU CUMITTOMH W/WJIH PEHTIeHOTpad)CKU JaHHU 32 JIEMUSITHHU3APAIIO
3a00JIIBaHe Ha IIEHTPAJHATa HEPBHA CUCTEMA, BKJIFOYMTEIIHO MHOKECTBEHA CKJIepO3a U ONTHYCH
HEBPUT U TIEpUQEPHO IEMUETHHN3UPAIIO 3a00IsBaHe, BKIFOUUTEITHO cuHIpoM Ha ['mieH-Bape.
[IpennucBamnure TpsOBa 1a BHUMABAT IIPH MperieHKarta 3a yrorpedara Ha Hukyndra nmpu mamuenTn ¢
MPEIIIECTBAIIY WM HOBOIIOSIBUIIM C€ IEMUCIIMHU3UPAIIY PA3CTPOUCTBA HA IIEHTPAHATA HITH
nepudepHaTa HEpBHA CUCTEMA; aKO CE Pa3BUE HAKOE OT Te3U HAPYIICHHMS, TPIOBa 1a ce€ 0OMHCIH
npekparsBane Ha Hukyndra. Mima n3BecTHa Bpb3Kka MEX1y MEXKIUHHHS YBEHUT U JIEMUCITHHU3HPAIIATE
pa3cTpoiCTBa Ha IICHTpaJIHATa HEPBHA cucTeMa. TpsOBa /1a ce mpaBu HEBPOJIOTUYHA OIIEHKA MTPH
MAIMeHTH ¢ HeMH()EKIIMO3eH MEKIMHEH YBEUT Ipe/Iu 3arnodyBane Ha Tepanus ¢ Hukyndra u pegosHo
10 BpEMe Ha JICUCHHETO, 3a JIa C€ OLICHAT IPEIBAPUTEITHO ChIICCTBYBAIIM WIIH Pa3BUBAIIIN CE
JIEMUCITMHU3NPALIH [ICHTPATHU HAPYIICHUS.
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AJlepruyHu peakiuu

CepHro3HY aIeprHYHU PEaKUK, CBbP3aHH C a1aTMMyMa0, ca PeIKH 110 BpeMe Ha KITMHUYHH
u3nuTBaHus. HeceprosHuTe anepruyiu peakiuy, CBbp3aHy ¢ aaaluMyMa0, ca HeYeCTH 10 BpeMe Ha
KIMHAYHY W3nuTBanus. Cie/ mpuiarane Ha agaauMyMad ca MoJyueH! ChOOIICHHS 38 CEPHO3HU
AJICPTUYHU PEAKIIMH, BKIFOYUTEIHO aHaduIakcus. AKO Bb3HUKHE aHA()UIAKTHYHA PEaKIMs WU JpyTra
Cepro3Ha anepruyHa peakuus, npunoxkennero Ha Hukyndra Tpsa6Ba na ce mpekpaTtu He3abaBHO U 1a
Ce 3aroYHe MOAXO/IAIA TePaIusl.

HmyHOCynpecopu

B nmpoyuBane Ha 64 MalMeHTH ¢ peBMATOUJICH apTPHT, JICKYBaHU C alalUMyMa0, HsMa JJaHHH 33
JISTIPeCcHsl Ha CBPhXYYBCTBUTEIIHOCT OT 3a0aBEH THII, ICMIPECUs HA HIMYHOTJIOOYJIMHOBY HUBA WIH
npoMsiHa B u30posiBaneTo Ha edextop T-, B-, NK-kitetku, MoHOIIMTH/MaKkpodaru u HeyTpOhuIIH.,

31oKkadecTBEHH 3a00naBanus U auMdonpoandepaTUBHU HAPYIIEHUS

B koHTpOIMpaHuTe YacTH Ha KNMHUYHUTE M3nuTBaHus Ha TNF-anTaronuctu ca HaOIr01aBaHU
MIOBEYE CIIyyau Ha 3JI0KA4YECTBEHH 3a00JIIBaHMS, BKIIOYUTEIHO TUM(OM, IIPU MALKEHTH, IOTy4aBaIin
TNF-anTaronucr, B cpaBHEHHE C KOHTPOJIHATA IPyTa MallMeHTH. BhIpeku ToBa, CIIydanTe ca peKy.
B nmocTMapKeTHHTOBH YCIIOBHUS ce ChOOIIaBAT Cydan Ha JIEBKEMHUs TP MAMeHTH, JiekyBanu ¢ TNF-
aHTaroHucT. IIpy manueHTH ¢ peBMAaTONAEH apTPUT C IBJITOTOJUIIHO, BUCOKO aKTUBHO BB3MAIUTEIHO
3a00JIsIBaHEe MMa TMTOBUILICH (DOHOB PUCK OT pa3BUTHE HA JIUM(POM U JEBKEMHUsI, KOETO YCIIOKHSIBA
olleHKaTa Ha pucka. C HacTOSIIUTE MMO3HAHUS HE MOKE J1a C€ U3KIII0UM BH3MOYKEH PUCK 32 Pa3BUTHETO
Ha TUM(OMH, JIEBKEMUS U IPYTH 37T0KAYECTBEHU 3a00IsIBaHUS P MMaLMeHTH, JeKyBanu ¢ TNF-
AHTaroOHMCT.

Nma choOmieHus 3a 3JI0Ka4eCTBEHU 3a00IsIBAHHS, HIKOW OT KOUTO C (haTajieH M3XO01, IIPH JICTa,
IOHOIIIY ¥ MIIaIM Xopa (10 22-rouIiHa Bb3pact), JeKyBanu ¢ TNF-anTaronuctu (3anouBaHe Ha
TepanusiTa < 18 TOIMHM), BKIIIOYUTEIHO aAalMMyMad B TOCTMaPKETHHTOBH ycoBusl. [Ipubnu3nutenHo
MOJIOBMHATA OT ClIydauTe ca JuM@oMu. J[pyrure ciiydau npeacTaBisBaT pa3iduHy 3JI0Ka4eCTBCHU
3a00JIIBaHUS ¥ BKJIFOYBAT PEIKU 37I0KAUYECTBEHH 3a00IIIBaHUS, OOMKHOBEHO CBHP3aHH C
uMyHOCympecus. He Moxke fja ce U3KITIOYM PUCK OT pa3BUTHE HA 3JI0KAYECTBEHU 3a00JISIBaHUS TTPH
Jiella ¥ FOHOUIH, JieKyBaHu ¢ TNF-aHTaroHucTH.

Penku mocTMapKeTHHIOBY CITydad Ha XenaTojueHasaeH T-KieThueH JMM(OM ca yCTaHOBEHH NPU
MaIMEHTH, JIEKyBaHH ¢ afganuMymad. Tosu psaapk Tin T-kiaeTh4eH TuM(OoM UMa MHOTO arpecuBeH X0/
Ha 3a00Js1BaHETO U OOMKHOBEHO € (artaneH. Hskou oT Te3u xenaTonueHanHu T-KIeTYHN TUMPOMH €
azanuMymab ca ce MOSBUIIM ITPU MJIaJJH Bb3PACcTHH MAIlMEHTH Ha ChIIBTCTBAILO JICYCHHE C a3aTHOIPHH
WM 6-MEpKaNTOIypHH, U3II0JI3BaH 32 Bb3NAINTEIHO 3a00isBaHe Ha yepBarta. TpsOBa BHUMATEIHO 1A
ce MpeleH! MOTEHIIHATHUAT PUCK 0T KOMOMHHPAHETO Ha a3aTHONPUH WIIH 6-MEPKaNTOMYpUH U
Hukyndra. He Moxe fa ce M3KJIIOYM PHCK OT Pa3BUTHE Ha XelaToJueHaneH T-KieTbueH JuM(pOoM npu
nanueHTH, JiekyBanu ¢ Hukyndra (Bx. Touka 4.8).

He ca npoBexaanu nmpoy4Banusi, KOUTO BKJIIOYBAT NAIMEHTH C aHAMHE3a 32 3JI0Ka4eCTBEHO
3a00JsIBaHE WK TIPH KOUTO JICYEHHUETO C aAaIuMyMal MpoAbIKaBa Ciell pa3BUTUETO Ha
3710Ka4ecTBeHO 3a0omsBane. [1o To3u HaunH TpsAOBa /1a ce BHUMaBa JOITBIHUTEIHO IIPH OOMHCIISTHETO
Ha neuenne ¢ Hukyndra npu Te3u nanuenTn (Bx. Touka 4.8).

Benuku marMenTH, M MO-CIIENHaTHO MallueHTH ¢ aHaMHe3a 3a eKCTEH3MBHA HMYHOCYIIPECHBHA
Teparnus Win MalMeHTH ¢ Icopuasuc ¢ anamuesa 3a PUV A jedyenue, TpsiOBa 1a ObIaT U3CICIBAHH 32
HaJTMYME Ha He-MEJIAHOMEH KOXKEH pak MpejIu U 1o Bpeme Ha neueHuneto ¢ Hukyndra. Jloknaasanu ca
CBHII0 MEJIAHOM U MEPKEJT-KIeThueH KapIIMHOM TPH MaIeHTH, JekyBanu ¢ TNF-anTaronucru,
BKJIFOUUTEIIHO afaniumMyMab (BxK. Touka 4.8).

B u3cnenoBarencko KIMHHYHO U3MUTBAHE, OIICHABAIIO yroTpedaTa Ha apyr TNF-anTaronucr,
UHGIMKCUMA0, P MAlMEHTH ¢ YMEPEHA JI0 TE)KKa XpOHHYHA 00CTPYKTHBHA OestoapoOHa 0oJiecT
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(XOBBb), ca moxiaiBanm IMOBEYE 3TI0KAYECTBEHH 3a00IsIBAHUS, TIPESTUMHO B 6eITuTe 1poOOBE TN
IJIaBaTa U LIHUATa, IPH NALUEHTH, JIEKYBaHU C HHPIUKCUMAa0, B CPaBHEHNE C KOHTPOJIHUTE IPYITU
NalnyueHTH. BCHUuky manuenTy ca IManu aHaMHe3a 3a TEXKO TIoTIoHomynieHe. ClieoBaTenHo, TpsaoBa
Jla ce BHUMaBa, korato ce uznonsBa TNF-antaronuct npu naunentd ¢ XObb, kakTo 1 npu nanueHTH
C MOBUILEH PUCK OT 3JI0KAYECTBEHO 3200 sIBAHE OPAIU TEKKO TIOTIOHOIYIIIEHE.

[Ipu HacTOSAIMTE JAHHU HE € U3BECTHO JalK JICYCHHETO C aIaTMMyMal BIIUsE BbPXY PUCKA OT
pa3BUTHE HA AWCIUIA3US WK pakK Ha JIe0eI0TO YepBO. BCHUKM MalMeHTH ¢ yIepo3eH KOJIUT, KOUTO ca
C TIOBHIIIEH PUCK OT JWCIUIA3HS W KapIIMHOM Ha JIe0eI0To 4epBo (HaIpuMep MarueHTH C
JUBJITOTOJTUINICH YJIIIEPO3CH KOJTUT WM MIbPBHYCH CKIICPO3UPAIIl XOJIAHTHT), HJIU KOUTO Ca UMaJIA
MpeIUIIHA aHAMHE3a 33 JUCIUIA3Us WIK KapIIMHOM Ha 1e0eI0To 4epBo, TpsiOBa 1a ObIaT CKPUHUPAHU
3a TUCIUIAa3Hs Ha PeJOBHU MHTEPBAIY TIPEIH JISISHNETO U 110 BpeMe Ha xoj1a Ha 3aboimsBaneTo. Tasu
OIICHKA TPS0Ba J]a BKJIFOUBA KOJIOHOCKOIHUS M OMOTICHY ChITIACHO MECTHUTE MPETOPBKH.

XeMaTOJIOTHYHHU PEAKITUH

Nwma croOmieHus 3a peiku cliydand Ha MaHITUTOTICHIS], BKITIOYUTENHO aruiacTuyHa anemust, mpu TNF-
aHTaroHucTu. Hexxenanu chOUTHS HAa X€MAaTOJIOTMYHATA CUCTEMA, BKJIFOYUTEIHO MEAULIMHCKH
3HaYMMa UTOTICHHUS (HaIp. TPOMOOIIUTOIIEHUS, IEBKOTICHHST) Ca OKJIABAaHH MPH aJannMyma.
Bceunuku nanpenTn TpsOBa Aa ObAaT NOCHBETBAHM A2 TIOTHPCST He3abaBHA MEAUIIMHCKA TIOMOII, aKO
Pa3BUAT NPU3HALM M CUMIITOMH, IpEATNoiaray KpbBHa AUCKpa3us (Hamp. MepcucTupalia BUCOKa
TeMIiepaTypa, IoCHHsIBaHe, KbpBeHe, OJeHOCT), fokaTto ca Ha Hukyndra. TpsiOoBa na ce oOmucin
IMPEyCTaHOBABAHE Ha TCpaIyiaTa C Hukyndra IIpU MaoueHTHU C IOTBBPACHU 3HAYUMU XEMATOJIOTHUYHHU
aHOMAJTHH.

Bakcunanmm

[ToroOHM OTrOBOpM Ha aHTUTENIATa KbM CTaHAapTHATa 23-BaJicHTHA THEBMOKOKOBA BAKCHUHA U
TpUITHATA TPUBAJICHTHA BUPYCHA BAKCHHAIUS ca HAOIIOaBaHU B MPOYYBaHE NP 226 BH3pacTHH
YYaCTHHIIM C PEBMATOMJICH apTPUT, KOMTO Ca JICKYBaHU ¢ afaiiMyMal win 1iane6o. HaMa HannyHu
JIaHHY 32 BTOPUYHO NpeJaBaHe Ha MHQPEKIUS ype3 )KUBU BAKCUHU MPH MALMEHTH, TIOJyYaBallly
aganmuMymao.

[IpenopbyBa ce neAMaTPUIHUTE MAIMEHTH, aKO € Bb3MOXKHO, /1a ObJIaT C BCHIKH UMYHHU3AIINH,
HaIrpaBeHH CBOCBPEMEHHO B CHOTBETCTBHE C HACTOSIIMTE YKAa3aHUs 32 MMYHHU3ALUs, TIPEIU 3alI0YBaHE
Ha tepanusta ¢ Hukyndra.

[ManmenTure, mpuemany Hukyndra, Morar ia nmonydaTr eJHOBPEMEHHO M BAKCHHAIMH C H3KJIIOYCHUE
HAa J)KMBH BakcHWHU. [Ipuaranero Ha )xuBH BakcHHH (Harp. BakcuHa npotuB BCG) npu kppMayera,
U3JI0KCHHU Ha afaaumymab in utero He ce mpenopbuBa 3a 5 Mecella ciie/] MoCieHaTa HHKEKIHS C
amanuMyMa0 Ha Maiikarta 1o BpeMe Ha OpeMEeHHOCTTA.

3acroiiga cepaeyHa Henocrarbunoct (3CH)

B knmuanyHO m3nutBane ¢ apyr TNF-antaronucT ca Ha0yioJaBaHy BIIOIIABAIA CE€ 3aCTOMHA ChpAeYHA
HEIOCTAaThYHOCT U MOBHILIEHA CMBPTHOCT MOPA/IN 3aCTOMHA ChpJeuHa HEAOCTaThYHOCT. JloKnaaBanu
ca M Cllydad Ha BIIOIIABaIlla Ce 3aCTOWHA ChpJeYHa HEJIOCTATHYHOCT TPH MAI[MSHTH, TIOTy4aBalin
aganumyma6. Hukyndra tpsiOBa ia ce u310/13Ba BHUMATEIHO IIPY MAIMEHTH C JIeKa ChpaeyHa
HenocraTbyHoCT (NYHA knac I/II). Hukyndra e mpoTuBomokasan npu ymepeHa J1o TeKKa ChpliedHa
HemocTaThYHOCT (BK. Touka 4.3). Jleuennero ¢ Hukyndra TpsioBa fa ce mpeycTaHOBH MPH MAIIMEHTH,
KOHMTO Pa3BUAT HOBH MU BIIONIABAIIM CE CUMIITOMH Ha 3aCTONHHA Chp/ICeYHA HEJJOCTATHYHOCT.

ABTOMMYHHH HPOIIECH

Jleuenuero ¢ Hukyndra mosxe aa noBeae 1o oOpa3yBaHe Ha aBTOMMYHHHU aHTHUTENa. He € n3BecTHO
BB3JICHCTBUETO HA ABITOCPOYHOTO JICUCHHE C alaTuMyMal BbPXY Pa3BUTHETO HA aBTOMMYHHH
3a00aBaHns. AKO MAIUEHTHT Pa3BUe CUMITOMH, MPEIIOJATrali JTIyImyc-I000eH CHHIPOM CIIe]
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nedenne ¢ Hukyndra u e momosxureneH 3a aHTuTena cpeury AsorHoreprxkHa JIHK, He TpssOBa na ce
mpuiara no-HararsinHo Jedenne ¢ Hukyndra (Bk. Touka 4.8).

EnnoBpeMenno npuiarane Ha ouosornyan DMARDS wnu TNF-anTaronuctu

HabmronaBanu ca cepro3Hu HH(EKINH B KITMHIYHYU POYYBAHUS C €THOBPEMEHHO M3ITOJI3BaHE Ha
anakuHpa u apyr TNF-aHTaronucr, eraHepuent, 0e3 JOMbJIHUTEIHA KIIMHUYHA 110J13a B CPaBHEHUE
CHC CaMOCTOSITEITHO TpHJIaran eranepient. [lopaan ecTecTBOTO Ha HEXKETAHUTE CHOUTHS,
HaOII0JaBaH! TPH KOMOMHANIMATA OT TepaIys ¢ ETAaHEePIeNT U aHAKUHPA, TO0OHN TOKCHIYHOCTH
MOTaT Jia Ce MOJIyJaT U OT KOMOMHANUATA OT aHakuHpa u apyru TNF-antaronuctu. [lopaau ToBa He
ce TIpenopbuBa KOMOMHAIUATA OT aJaIMMyMal ¥ aHakuHpa (Bxk. Touka 4.5).

EnHOBpeMEeHHOTO NpHIIOKEHUE Ha afanumMymad ¢ aqpyru ouonornyau DMARD (Hanp. aHakuHpa u
abaranenT) win qpyru TNF-aHTaroHucTH He ce MpernopbuBa B3 OCHOBA HA BE3MOYKHHUS TTOBUILICH
PHCK OT HH(EKIIHH, BKIFOUUTEIHO CEPUO3HN HH(MEKITUY U IPYTU TOTCHIUATHH (HapMaKOIOTHYHH
B3aMMOJICHCTBHS (BXK. TOUKa 4.5).

Xupyprus

Hma orpaHuveH ONMUT BbB Bpbh3Ka ¢ 0€30MACHOCTTa HA XUPYPTUYHHUTE MIPOICAYPHU TIPU MAIUCHTH,
JICKYBaHH C aaauMyMa0. I bArusaT noayKHUBOT Ha agaiuiMyMal TpsOBa J1a ce UMa IPEIBUI, aKo Ce
TUTaHUpa XUPYpPruvHa npoueaypa. [laruenT, KoiTo ce Hyxkaae ot oneparus, gokaro ¢ Ha Hukyndra,
TpsOBa a Ob/ie BHUMATEIHO HAOJI0JaBaH 3a MH(EKIMY U TPsIOBa J1a ce MpeanpueMaT ImoaX 0 IS¢
nevictBusl. imMa orpaHudeH onuT B 0€30I1aCHOCTTA MTPH MAI[MEHTH, MOJI0KEHU Ha apTPOILIaCTHKA,
JIOKATO MOJy4aBaT aganumymao.

3anvaaHe Ha TBHKHUTC 4Y€pBa

AKO He ce OTTOBOpH Ha JieueHHeTo 3a 6onectta Ha Crohn, ToBa MOXe Ja IOKa3Ba HAJIMUUE Ha
¢dukcupana GpUOPOTHYHA CTPUKTYPA, KOSATO MOXKE Ja U3UCKBA XUPYPTUUHO JeueHrne. Hannaaure
JIAaHHU TIperosarar, 4e ajaruMyMa0 He BJIOIIaBa WM He IPHYNHSBA CTPUKTYPH.

[TanuenTu B CTap4ycCKa Bb3pacT

YecToTaTa Ha CEPUO3HUTE HHPEKIMU CPEJT JICKYBAHUTE C aAIMMyMal yJacTHHUIIM Ha BB3PACT Haj 65
ronunau (3,7%) € mo-BUCOKa, OTKOJIKOTO 3a Te3u moA 65 roauau (1,5%). Hakon oT Tsx ca ouiu ¢
¢aranen uzxoxa. OcobeHO BHUMaHHE TI0 OTHOIICHUE Ha pricka oT MH(eKnus TpsOBa 1a ce o0pbIla MpH
JieueHHe Ha XOpa B HaIlpeHaIa Bb3pacT.

IlegpnaTpyyHa monyJamus

Buxre ,,Bakcunauuu® mo-rope.

ITomoniHm BemecTna

Hukyndra 80 mq urxorcexuuonen pasmeop 6 npedgapumento HanvIHeHa CHPUHUOBKA

To3u aekapcTBEH IPOAYKT chabpska 0,8 mg nmoaucopOar 80 BbB BCsIKa IIPEABAPUTEIHO HAIbIHEHA
CIIPMHIIOBKA, KOETO € eKBUBaJIEHTHO Ha 1 mg/ml. [Tonmcop6aThT MOXKE 14 IPEAN3BUKA AJIEPTHYHI

pPCAKIIUN.

Hukyndra 80 mg unorcexyuonen pazmeop 8 npedsapumenio HanbaHeHd NUCAIKd
To3u ekapcTBeH IpOoAVKT chabpka 0.8 mg moancopbar 80 BBB BCsAKA IIPEABAPUTEIHO HAIBIHEHA
[MMCAJIKA, KOETO € ekBuBaJIeHTHO Ha 1 mg/ml. [Toaucopbarure Morar jia IpUYUHAIT aJIEpTUYHA

pCaKIuu.

To3u JiekapcTBEH MPOAYKT ChAbpPXKa Mo-Maiiko oT 1 mmol Harpuii (23 mg) Ha 0,8 ml, T.e. Moxe aa ce
KaXke, 4e MPaKTHYECKH HE ChIbpiKa HATPHH.
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4.5 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu Ha B3auMojelicTBHe

AnanuMyma0 e Mpoy4eH NpY NAIMeHTH C PEBMATOUICH apTPUT, OJUAPTUKYIAPECH IOBCHUJICH
UAMOTIATHYEH apTPUT U IICOPUATHYCH apTPHUT, IPUEMAIIU alaiuMyMal KaTo MOHOTEpaIus 1
MpUeMaIUTe eTHOBPEeMEHHO MeToTpekcar. O0pa3yBaHETO Ha aHTUTENA € TI0-MaJIKO, KOraTo
amanuMyma0 ce 1aBa 3aeTHO C METOTPEKCAT B CPAaBHEHUE C U3IOI3BAHETO KATO MOHOTEPATIHS.
[Tpunaranero Ha agaduMyMald 6e3 METOTpeKcaT BOAM JI0 MMOBULICHO 0Opa3yBaHe Ha aHTHTENA,
MOBHIIIEH KIIMPHHC U HaMaJleHa e(hUKacCHOCT Ha agannMymal (BXK. Todka 5.1).

KomOunanusTa Ha aganumMymal v aHaKHHpPa He ce IpenopbuBa (Bxk. Touka 4.4 “EqHoBpeMeHHO
npunarane Ha 6unonoruaHd DMARDS wnu TNF-antaronuctin’”).

KomOunanusTa Ha aganumMyMal 1 abaralnenT He ce nmpenopbuBa (BkK. Touka 4.4 “EnHoBpeMeHHO
npuiarane Ha 6unonoruaHd DMARDS unu TNF-antaronucti’”).

4.6 @epTUIAUTET, )PEMEHHOCT U KbpPMeHe

XKenwu ¢ gereposieH noTeHIAI

JXenure ¢ nerepojieH NoTeHIMAT TPAOBA 1a OOMUCIAT ynoTpebara Ha MOAXO0AIIa KOHTPALeNIHs 3a
IpeoTBpaTsIBaHe Ha OPEMEHHOCT U J1a IPOABJDKAT yroTpedaTa i oHe MeT Mecela cie/ OCIeAHOTO
nedenue ¢ Hukyndra.

BbpemeHnHoct

I'omsim 6poit (mpubnmsuTenHo 2 100) mpocneKTHBHO ChOpaHu OpeMEHHOCTH, U3TI0KEHHU Ha
azanuMymab, B pe3ysITaT Ha KO€TO UMa )KUBOPOAEHH C U3BECTEH U3X0/I, BKIIOUUTEIIHO I10BEYE OT

1 500 manmenTyH mpe3 mbpBUS TPUMECTHP, HE MTOKa3Ba yBEIHUUEHHE Ha CTEIeHTa Ha MandopMaluy npu
HOBOPOJICHOTO.

B npocnexkTuBeH perucThp Ha KOXOPTUTE ca BKIIOUEHH 257 KeHu ¢ peBMaTouieH apTpuT (PA) mim
6onect Ha Crohn (BK), nexyBanu ¢ aganumyma0 Haii-Maiko 1o BpeMe Ha IbpBUsl TpumecTsp U 120
skeru ¢ PA wnmu BK, kouTo He ca nekyBanu ¢ aqanumyma0. [IspBudHaTa KpaiiHa TOYKa €
pasnpoCTpaHeHUETO TIPU PaKIaHETO Ha OCHOBHU BpoJieHH AedekTu. YecToTaTta Ha OpEeMEHHOCTHTE,
3aBBpIIBAIA C HAW-MAaJIKO €JTHO HBO PojieHo Oebe ¢ roisiM BpoeH nedekt e 6/69 (8,7%) nmpu xeHu,
JeKyBaHM ¢ afanumymao, ¢ PA u 5/74 (6,8%) npu HenexyBanute xeHu ¢ PA (Hekopurupan OR 1,31,
95% 11 0,38-4,52) u 16/152 (10,5%) nipu nexyBanute ¢ aganumymad skeau ¢ CD u 3/32 (9,4%) npu
HenekyBanute xern ¢ CD (mekopurupan OR 1,14, 95% 11 0,31-4,16). Kopurupanust OR (cuuraig
uszxogauTe pasmmkn) e 1,10 (95% AU 0,45-2,73) 3aeqHo ¢ PA u BK. Hsama oTyeTniBu pazinku MexIy
JIEKyBaHHUTE C afaTiMyMal U HeJIEKyBaHUTE )KEHH 38 BTOPHYHHUTE KPAalHH TOYKH — CIOHTAHHU
abopTH, HE3HAYUTEIHU BPOJIeHH JiepeKTH, PEeXKAEBPEMEHHO paKAaHe, pa3Mep MPH PaxIaHETO U
CEPUO3HU WU ONOPTIOHUCTUYHU MHPEKIUH — U HE ca JOKJIaIBaH! MBPTBH PaXKAaHUSI WK
3JI0KaueCTBEHH 3a00isiBanus. IHTepnpeTanusaTa Ha JaHHUTE MOXe Ja ObJie MOBIUsIHA TIOPaIH
METOJIOJIOTUYHYU OTPaHUYEHHSI Ha MMPOYYBAHETO, BKIFOUMTEITHO MaThbK pa3Mep Ha U3BajKaTa U
HEepaHIOMH3UPAH JU3aiH.

IIpu npoy4dBaHe 3a TOKCUYHOCT BBPXY Pa3BUTHETO, IPOBEAEHO C MaliMyHH, HsIMa JIaHHHU 3a
TOKCHUYHOCT IIPH MaikaTa, eMOPHOTOKCUYIHOCT WIJTM TepaToreHHOCT. He ca Hamn4YHN npeIKITMHIYIHI
JIaHHU 3a [TOCTHATaJIHa TOKCUYHOCT Ha afanuMyma0 (BXK. Touka 5.3).

[opann naxubupanero Ha TNFa, ananuMymad, mpuiiarat 1mo BpeMe Ha OpEeMEHHOCT, MOXKe J1a
3acerne HOpMaJIHUTE UMYHHH OTTOBOPH IIPU HOBOPOJCHOTO. AanuMymad TpsiOBa Jia ce 3M0II3Ba M0
BpeMe Ha OpEMEHHOCT CaMO aKo € KaTeropuyHO HEOOXOIUMO.

Anannvyma0 MoOKe 1a IpeMUHe Tpe3 TUIalleHTaTa B cepyMa Ha KbpMadeTara, poJeHH OT JKeHH,

JIeKyBaHH ¢ ajanuMyMab no Bpeme Ha OpemeHHocT. ClieoBaTenHoO, Te3u OebeTa Moxke Ja ca
M3JI0’KCHHU HA TOBHUIIEH PUCK OT nHpeKkuus. [Ipunaranero Ha )HUBU BAKCHHH (HAIp. BAKCHHA POTHUB
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BCG) npu kbpMadeTa, H3JI0XKEHH Ha afgannMyMab in Utero He ce mpemoppuBa 3a 5 Mecela Cliejt
nocJieTHATa HHXKEKIINS C aaTuMyMad Ha MalikaTa 1o BpeMe Ha OpeMEHHOCTTA.

Kopmene

Orpanndenata nHOpManus OT MyOIMKyBaHaTa TUTEpaTypa MOKa3Ba, 4e aaaTuMyMal ce eKCKpeTrpa
B KbpMaTa B MHOTO HUCKH KOHIIGHTPALH NPY HATHYKE Ha afajdiuMyMal B KbpMaTa ¢ KOHLEHTpauu
ot 0,1% mo 1% ot cepymHOTO HMBO Ha MaiikaTa. [IpunarannTe nepopanno uMmyHor00ymuH G
MIPOTEHHH Ce TIOIaraT Ha YpeBHA MPOTEOIN3a U UMaT cllaba OnoHanmmaHocT. He ce ouakBaT edextn
BBPXY KbpMeHU HOBopoeHn/0ebera. CnenoBarenno Hukyndra moxe 1a ce u3mon3Ba mo Bpeme Ha
KbpPMEHE.

deprunurer

JlurncBaT npeaKIMHUYHYT JaHHU 3a e(PeKTUTE Ha afanuMyMald BbpXy QepTHIUTETA.

4.7 EdexTn BbpXy cnocooHocTTa 32 modupane U padora ¢ MAUINHH

Hukyndra mosxe 1a moBnusiBa B MaJika CTETIeH CIIOCOOHOCTTA 3a ModupanHe u paboTa ¢ MalluHU.
Bb3MorkHa e mosiBaTa Ha BEPTUTO U HapyIIEHUE HAa 3pEHUETO ciell mpuiokenuero Ha Hukyndra (Bxk.
Touka 4.8).

4.8 Hexenanu JjeKapcTBeHH peaKuu

O0600611eHMEe Ha podria Ha OE30IIaCHOCT

Ananumyma0 e mpoy4BaH B OCHOBHHM KOHTPOJIHMPAaHU M OTBOPEHH MpoyuBaHus npu 9 506 manuenTH 3a
nepuoa 1o 60 Mecena win noseye. Te3n U3MUTBaHMS BKJIIOUBAT MAllUEHTH C PEBMATOUIEH apTPUT C
KPaTKOCPOYHO M JBITOTPaiiHO 3a00IIsIBaHe, FOBEHWIEH HAMONATHUEH apTPUT (MOJIMapTHKYIapeH
FOBEHUJIEH UUOTIATHYEH apTPUT U apTPUT, CBbP3aH C EHTE3UT), KAKTO M aKCHAJIEH CIIOHMIOAPTPUT
(AC u akcuaseH CIOHIWIOapTPUT Oe3 peHTrenorpadcku nanau 3a AC), mcopruatudeH apTpur, Oonect
Ha Crohn, yiuepo3eH KOoJIHT, Icopuas3uc, nanueHT ¢ I'X u yBent. OCHOBHUTE KOHTPOJIUPAHH
npoy4yBaHus BKIOUBaT 6 089 manueHTH, momrydasamnm aganumymad u 3 801 manueHTH, rmorydaBaiu
TuTane6o WM aKTHBEH KOMITapaTop M0 BpeMe Ha KOHTPOJIUPAHUS TIEPHO/I.

JlenbT Ha MAIMEHTHUTE, KOUTO Ca TPEKPATHITN JICUCHUETO TIOPAIH HEXKETaH! ChOUTHS IO BpeMe Ha
JIBOMHOCIISANATa, KOHTPOJIMPaHa YacT OT OCHOBHUTE MPOyuYBaHus, € 5,9% 3a mallMeHTUTe, IpUeMalu
aganmumMyMmao, u 5,4% 3a KOHTPOHHUTE JICKYBaHU MAI[UEHTH.

Haii-yecTo cho011aBaHUTE HEXENAaHU PEeaKuK ca HHPEKIH (KaTo Ha30(apuHTUT, HHOEKIUS Ha
TOPHUTE JMXATETHU ITHINA U CHHY3HT), PeaklMi Ha MACTOTO Ha WH)KEKTUpaHe (epuTeMa, Chbpoex,
KPBBOU3IINB, 00JIKA WM OAYBaHe), I1aBo0OJIE U MYCKYJIHO-CKeJIeTHa 0oJIKa.

CepHo3HM HEXENaHU PeaKIinu ca JOKIaBanu 3a afanumymad. TNF-aHTaroHucTH, kato aganumymao,
BJIMSAT BbPXY MMYHHATa CHCTEMa U TAXHATa ynoTpeda MOXKe /1a TOBJIKsE BbPXY 3allluTaTa Ha
opranusma cpeuty uHpeKIus 1 pak. PaTaaHu U )KUBOTO3aCTpalIaBalid MHOEKINH (BKIIOUUTETHO
cerncuc, onoptioHncTHYHN nHPekun u Th), peaktuBupane Ha HBV u paznuyanu 3mokadecTBeHN
3a00JiaBaHus (BKIFOUATETHO JieBkeMus, tuMpom 1 HSTCL) cbiiio ca qokiaaBaHu Py U3M0JI3BAHETO
Ha ajanumymao.

JloxmagBaHu ca ¥ CeprO3HN XEMAaTOJIOTUIHH, HEBPOJIOTUYHU M aBTOMMYHHH peakiuu. Te BKIroIBaT
pEeNKH CHOOIICHUS 32 IAHIIUTOTICHNYS, aITACTHYHA aHEMUS, [ICHTPAITHYU | TiepudepHu
JIEMUCIIMHU3NPAIIN CHOUTHS U ChOOIIEHMS 32 JYITyC, CBhP3aHHU C JIYIYC ChbCTOSIHHS U CHHIIPOM Ha
CruBbHC-/[’KOHCHH.

HCI{I/I&TDI/I‘-IH& nonyJjaamnuvsa
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Karo IAJ10, HCXKCIaHUTC CHOUTHUS IIpu NNEJUATPUIHHU MAITUEHTH Ca CXOJHHU 110 4Y€CTOTa U BUJ C TC3H,
H8.6J'IIOILaBaHI/I IIpY BB3pPAaCTHU MAIIUCHTH.

TabauyeH CIHUCHK HA HEXKEITAHUTE PCAKIINN

[IpencraBeHUAT CIMCHK HA HEXXETAHUTE peakiyy € 0a3upaH Ha ONKTA OT KIIMHUYHH MTPOYYBAHUS H
MOCTMAapKETHHTOB OIUT U € MPEACTaBEeH M0 CHCTEMO-OpPTaHHU KJIacoBE U YecToTa B Tabiuua 4 mo-
noiy: MHOTO yectu (> 1/10); wectu (> 1/100 mo < 1/10); wewectn (> 1/1 000 mo < 1/100): penxu

(> 1/10 000 mo < 1/1 000); u ¢ Heu3BeCTHA YeCcTOTa (OT HATMYHUTE JAHHU HE MOXKE 1a OblIe
HanpaBeHa OlLleHKa). B pamkuTe Ha BCSAKO rpylMuUpaHe MO YeCTOTa HEeXKEJTaHUTE PeakLnuy ca
NpeACTaBEHH B HU3XOIAII pel M0 OTHOLICHHE HA CEPHO3HOCTTa. BrimtoueHa e Hali-BUCOKAaTa 4ecToTa,
HaOIrogaBaHa IpH pas3IudIHATE TTokazanws. B komonata SOC ce mosBsBa 3Be3nuuka (*), ako nma
JOIBIIHUTENHA HH(OpMAaNKs Ha APYTo MscTo B ToUkH 4.3, 4.4 n 4.8.

Tadoauna 4: HesketaHu JieKapCTBEHH PeaKIIuu

CucremMo-OpranHu YecToTa Hexenana peakuust

KJIacoBe

Nudexnum u MHoro yectn | MHeKInY Ha TUXATETHUTE MHTHINA (BKIFOYUTESITHO
uHpecTaryu™ MH(pEKIMS Ha TOJIHUTE M TOPHUTE TUXATCIHU ITHTHILA,

ITHEBMOHMSI, CUHY3UT, (PapUHTUT, Ha30(DaAPUHTUT U XepIeC
BHpYCHA ITHCBMOHHS )

Yectu CucteMHH HHOEKINH (BKIIOYUTEIHO CETICHUC, KAHUI032
¥ Ipu),

WuaTectTrnHamHM nHGEKINN (BKIIOYUTEIHO BUPYCEH
racTPOEHTEPHUT),

WNudexnun Ha KokaTa U MEKUTE ThKaHH (BKJIIOUYUTEITHO
MApOHUXHS, IEITYJIUT, UMIIETHT0, HEKPOTH3HUPAaLl (hacHT
U XepIiec 30CTep),

WNudexnun Ha yxoTo,

Wudexym Ha ycTHaTa KyXnHa (BKIIIOYUTEITHO XepIIeC
CUMILIEKC, OpaJIeH Xeprec U MHPEKIUN Ha 30HTe),
WNudexnyn Ha BH3NPOU3BOANTEHATA CHCTEMA
(BKJTIOUMTEITHO BYJIBOBarMHAIHA MUKOTHYHA HH(EKIHUS),
Wudexnyn Ha TMKOYHHUTE MBTUIIA (BKIIOYUTEITHO
MUeNoHePUT),

I'vOnunm nHdpeknny,

CraBHU MHEKITUN

Heuectn Herponornunu nHpekn (BKIIOYUTEITHO BUPYCEH
MCHHHTHT),

OmnopTroHUCTHYHH MH(DEKIMU U TYOepKy103a
(BKJIFOUMTEITHO KOKITUIMOUIOMHUKO3a, XUCTOILIA3MO032 1
WH}EKIMs TpUYrHEHa 0T mycobacterium avium
complex),

bakxrepnanau uHdpexum,

OuHu HHpEKIUH,

Jluepruxyaut)
Heomnnazmu — Yectn Pak Ha ko’kaTa, ¢ U3KIIFOYECHHUE Ha MEJIaHOM
JTO0OpPOKaYEeCTBEHH, (BKITIOUHTETHO 0a3aTHOKIIETHUEH KapIIUHOM U
3JI0KQ4E€CTBEHU H IUIOCKOKJIETHYCH KapPIIUHOM ),
HeompenencHu (BKII. JloOpokadecTBEHH HEOITIA3MHU
%
Kuctn n monumm) Heuectu Jlumpom**,

ConuHY TyMOPH Ha BHTPEIIHUTE OPTaHU (BKIIFOUUTEITHO
pak Ha rbpJiaTa, HEOIIa3MUHA OeuTe APOOOBE U
IIUTOBUIHATA JKJIE3a),

Menanom**
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CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

Hexenana peaKkuus

Penxu

JleBkemus?

C HeusBecTHA
yecToTa

XemarocmieHalleH T-KiIeThueH nHMCbOMl),
Mepken-KIeThYeH KapIMHOM (HEBPOCHIOKPUHCH
KapiuHOM Ha koxaTa)?, Capkom Ha Kanomm

Hapymenns Ha

Mmuoro uectu

JIeBKoneHus (BKJ'IIO‘H/ITGJ'IHO HCYTpPOIICHUA U

KpbBTa 1 iuMpHaTa arpaHyJoLuTO3a),
cucrema* Anemus
Yectu JIeBKo1IMTO3A,
TpoMOomuTOTIEHNS
Heuectn Nnunonatuyna TpoMOOIMTONICHUYHA ITypITypa
Penku ITanmuronenus
Hapymenns Ha Yectu CBpBX4YyBCTBUTEIHOCT,
MMyHHaTa cucreMa™® Anepruu (BKIIOYUTEIHO CE30HHU aJISPTUH)
Heuectu Capxougosa?,
BaCKYJIUT
Penxn Anadpunakcus?

Hapymenns Ha
MeTaboIn3Ma U
XpaHEHETO

MHoro yectu

IToBumenu nunuIu

Yectu

Xunokanuemus,

IloBuIlleHA MUKOYHA KMCEIIMHA,
OTKIJIOHEHUS HA HATpUS B KPBBTA,
XumnoxkanueMus,
Xunepriimkemus,
Xunogocharemus,
Hexunpartanus

Ilcuxyuynu
HapylLIeHUs

Yectn

[IpoMeHu B HACTPOEHHUETO (BKIIIOUUTENTHO JETIPECHS]),
TpeBoKHOCT,
bescrHue

Hapymenns Ha

MHoro yectu

I'nmaBoboine

HCpBHATA CHCTCMA Yectu [Mapecre3nn (BKIIOYUTEHO XUIIOECTE3NUS),
Murpena,
Kommpecuns Ha kopeHa Ha HepBa
Heuectu MoO3bYHO-CHIOBU HHIMAEHTHY,
Tpemop,
HEBPOIIATHUS
Penxu MHoecTBEHa CKIIepo3a,
JeMuenuHu3Mpay HapyleHus (HEBPUT Ha OYHUS HEPB,
cunapom Ha Guillain-Barré)Y
Hapymenus na UYectu Hapymenue Ha 3peHuero,
OUunTE KonroHkTHBHT,
bnedapur,
ITonyBane Ha ouure
Heuectn Hurmonus
Hapymenus na UYectu Bepturo
YXOTO ¥ TAOUPHMHTA | HeuecTn Tyxora,
Tunutyc
Copreuynn Yectn Taxukapaug
*
HapyIneHus Heuectn Muokapzen undapkr?,

Aputmus,
3acToliHa chp/IeYHa HEAOCTATHYHOCT
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CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

Hexenana peaKkuus

Penxu

CopaedeH apecT

Cp10BH HapyIICHUS

Yectu

XunepToHus,
3auepBsiBaHe,
XematoM

Heuectn

AHeBpH3Ma Ha aopTarTa,
Oxy3ust Ha apTepUaIHUTE ChJIOBE,
TpomOodreduT

PecniparopHu,
IPBIHYA U
MeANACTUHAIHI
HapyuieHus ™

Yectn

ActMma,
JucmoHes,
Kannmna

Heuectn

Benoapoben embonuzbsmY,

WuTepcrunmanza 6erxoapodHa 6omecr,
XpoHnyHa 00CTpyKTHBHA Oe10podHa OoecT,
ITneBMOHUT,

IIneBpanen uznus?

Penxu

Benoapo6ua pubposza?

CroManHo-4peBHU
HapyLIeHNs

MpHoro uectu

Kopewmna 6omka
Tl'anene u nmoBpbIaHe

Yectu

KbpBeHe OT CTOMAIITHO-YPEBHHUS TPAKT,
Jucnencus,

Xactpoesodareanna pedaykcHa 6osecrt,
Sicca cuHapoM (CyxoTa B ycraTa)

Heuectn

[Tankpearur,
Hucdarus,
OTOK Ha JIUIETO

Penxu

Ypesna neppopanust)

XemnaToOmmapau
HapyureHus ™

MpHoro uectu

IloBumenue Ha I'IfprO)_'lpO6HI/IT€5 CH3UMH

Heuectu

XOJCUHUCTUT U XOJICTUTHA3A,
UepHoapoOHa creaTo3a,
[loBumen 6unpyouH

Penxu

Xemnarwur,
PeaxtuBanus Ha xernatut BY,
ABTOUMYHEH xernatut?

C HensBecTHA
4ecToTa

YepHoapobHa Hel0cTaThuHOCTY

Hapymienns Ha
KOXKaTa u
MOAKOKHATA ThKaH

Muoro uectu

OO0puB (BKIFOUNTETHO eKcomaTHBEeH OOpHB)

Yectu

Bromasane win oTkitouBaHe Ha nicopuasuc (Bki. Ilammo-
IJIaHTapeH MycTyJI03eH Tcopuasuc)y,

Yprukapus,

[losiBa Ha cMHMHY (BKIIOYHUTENTHO MypIlypa),

JepMaTuT (BKIIOYUTETHO €K3eMa),

OHuxoKJ1a3a,

Xunepxuaposa,

Anonerus?,

IIpypuryc

Heuectn

Homno u3notsaBane,
ITosiBa Ha Oene3n
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CI/lCTeMO-OpFaHHl/I
KJIacoB¢

YecToTa

Hexenana peaKkuus

Penxu

Epurema myntudopme?,
Cunzapowm Ha Stevens-Johnson 2,
Anrunoenem”,
Kosxen Backyaut?,

JIuxeHOM/HA KOKHA peaKiysiy)

C HeusBecTHA
yecToTa

BromaBane Ha CUMOTOMHUTE Ha HCpMaTOMI/IO?;I/ITl)

Hapymenns Ha

Mmuoro uectu

MyckynHo-ckeneTHa 60ka

MYCKYyJTHO= Yectn MycKyJIHH cria3Mu (BKJIFOYHTETHO TIOBUIIICHA
CKCIICTHATA CHCTCMA kpeaTuH(ocPOKMHA3a B KPHBTA)
U CheIMHUTEIIHATA
THKAH Heuectn Pa6nomuomnusa,
CHCTEMEH IyIlyC epUTEMATOo/IeC

Penku Jlynyc-nogo6en cunapom”)
Hapymenns na Yectn YBpexaane Ha Op0penuTe,
OBOpenuTe 1 Xemarypust
IIMKOYHUTE II'bTHUIIA Heuectu HOKTypI/IH
Hapymenns Ha Heuectn Epexrunna qucdynkums
BB3MPOU3BOUTEITHA
Ta CHCTEMA U
repaaTa

OO0y HapymIeHUs 1
e(eKTH Ha MACTOTO
Ha MPHUJIOKEeHNE™®

MpHoro uectu

Peakiust Ha MCTOTO Ha HHXKEKTUPAHE (BKIIOUUTEIHO
epuTeMa Ha MSICTOTO Ha MHXKEKTHPAHE)

UecTtun Boxka B o0nacTTa Ha TpBIHUS KO,
OroK,
IMupexcus?
Heuectu Bo3nanenue
Uzcnensanus™ Yectu Hapymenus Ha koarynanusata U KbpBEHETO
(BKITIOUHTENHO YIbIDKaBaHe HA AaKTUBHPAHOTO MAPIHAITHO
TPOMOOITIJIACTUHOBO BpPEMe),
[Tonoxxurenex Tect 3a aBTOAaHTUTENA (BKIIOUYHUTEIHO
nBoitHo-BeprkHE JIHK antnTena),
[ToBuiieHNE HA TAKTAT JEXUIPOTE€HA3aTa B KPbBTA
C nemsBectHa | IloBumieHo Termno?
YEeCTOTa
HapansiBanusi, Yectu HapyieHo 3a3npaBsiBane Ha paHu
OTpaBSIHUS U
YCIIOKHEHMUS,

BBb3HHUKHAJIU B
pe3ynTaT Ha
WHTEPBEHITUU

JIONBJIHUTETIHA HH(pOPpMAIlsI MOXKe Ja Oblie HamepeHa B Touku 4.3, 4.4 u 4.8

*%
1
2)

BKJIFOUXUTEIIHO OTBOPCHUTE NPOABIDKCHUA HAa IIPOYYBAHUATA

BKITFOUUTEITHO JJAHHH OT CIIOHTaHHU ChOOIICHHS
MIPOMSIHATA B TETJIOTO CIIPSIMO M3XOIHOTO HMBO 3a aganuMymad Bapupa cpearo ot 0,3 mo 1,0 kg
IIpH [TOKa3aHuATa 3a Bb3PACTHH B cpaBHEeHUE ¢ (MuHyc) -0,4 1o 0,4 kg 3a mrane6o 3a nepuos Ha
nedeHue ot 4-6 Mecera. YBelnnueHne Ha TerioTo oT 5-6 kg e HaOnrogaBaHo U MPH IBITOCPOYHH
pa3UIMpeHU MPOYYBAHUS ChC CPEIHA SKCIIO3UIIHUS OT OKOJIO 1-2 ronuHu 6e3 KOHTPOJIHA TPYIIa,
0CO0CHO MpH manueHTH ¢ 6oect Ha Crohn u yiiepo3eH KoJIUT. MeXaHu3MbT 3ai TO3U €PEeKT He €
SICEH, HO MOXE J1a € CBBP3aH C MPOTUBOBB3NAIUTEIHUS €PEKT Ha aTaTUMyMa0.
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I'HOoEH XUapageHUT

IMpoduabT Ha 6€30MaCHOCT 3a MalMeHTH rHoeH xuapagaeHuT (I'X), NekyBaHu ¢ agaTuMymad
€XKECEeIMUYHO, ChOTBETCTBA HAa U3BECTHUS MPOQIIT Ha OE30MaCHOCT Ha afanuMymao.

YBent

IIpodupT Ha 6€30MAaCHOCT MPH MALMEHTH C YBEWT, JIEKYBaHH C aIalTuMyMal Mpe3 CeIMUIIa, € B
CHOTBETCTBHE C TIO3HATHSA PO T HAa O€30IaCHOCT Ha aIaTuMyMad.

Onucanue Ha I/I36DaHI/I HCXKCIaHU pCaKInn

Peaxyuu na mscmomo ma unsicexmupane

B ocHOBHHTE KOHTpOJMpPaHU U3NUTBAHKS MTPY BB3PACTHU U Aena 12,9% oT mauueHTuTe, JeKyBaHH C
aganmuMyMa0, ca pa3BIIIM peakliy Ha MACTOTO Ha WHXKEKTHpaHe (€puTeM H/HiTH ChpOeX, KPHBOU3IIUB,
0oka WM NoAyBaHe) B cpaBHEHHE CbC 7,2% OT MALMEHTUTE, IOIy4YaBally Ianedo Wil akTHBHA
KOHTpoOJa. Peakunure Ha MACTOTO Ha MHXKEKTHpaHe OOMKHOBEHO HE HajlaraT MpeKpaTsBaHe Ha
JICKapCTBEHUS MPOYKT.

Hngpexyuu

B ocHOBHHTE KOHTPOJIMPAHU M3MUTBAHKS NIPU BB3PACTHH M JI€1la uecToTata Ha nHdekuusaTa ¢ 1,51 Ha
NAaMCHTOrOIMHA TIPH MAIMEHTHTE, JIEKYBaHH C afganumMyma0, u 1,46 Ha marMeHToroiuHa mpu
MaIMeHTHTE, JEKYBaHHM C Manebo u ¢ akThBHA KOHTpoJa. MHeKIuuTe ce ChCTOAT IPEAUMHO OT
Ha30(apuHTUT, HHGEKIHS Ha TOPHUTE TUXATETHH BTHUINA U CHHY3HUT. [[0BeUeTO ManneHTH
IPOIBJDKABAT C aJaMyMa0 Clie] OTIIyMsIBaHEe Ha HH(EKIHTA.

Yecrorara Ha cepuo3nute nHPeknuu e 0,04 Ha manueHTorouHa Npy MalueHTH, JIEKYBaHH C
aganmumyma6 u 0,03 Ha malMeHTOroIMHA MPH MAlMEHTH, JICKYBaHH C IU1ae0o0 U ¢ akTUBHA KOHTPOJIA.

[Tpu KOHTpOJIMpPaHK MPOYYBAHUS 32 BB3PACTHHU M MEAMATPUYHH MALMEHTH C aJaTMMyMal ¢ OTBOPEH
eTHKET He ca JIOKIIaIBaH! CEPUO3HU MH(EKINH (BKIIOUNTEITHO QaTaiHu HHOEKINH, KOUTO ca ce
TIOSIBUJTH PSJIKO), KOUTO BKJIIOYBAT CHOOIICHHUS 3a TyOepKyio3a (BKIFOUUTEITHO MUJTHAPHU
M3BBHOEIIOIPOOHN MECTOTIOIOKEHHS) M MHBA3UBHHU OTIOPTIOHUCTUYHU MHQEKIUH (Hatp.
JIMCEMUHHUPaHa WM U3BBbHOCIIONPOOHA XUCTOILIa3MO032a, OJJACTOMUKO03a, KOKIMIUOUIOMUKO3a,
MTHEBMOIIMCTH103a, KaH/IN03a, aCMIepruiio3a u JIucTeprosa). [loBedyero oT ciiyyante Ha TyOepKyI03a
BBH3HHUKBAT MPE3 MBPBUTE OCEM MeCella CIie] 3all0YBaHE Ha TepanusaTa U MOXKE Jia OTPa3sBaT PEIU/IUB
Ha JIATEHTHOTO 3a00JIsBaHeE.

3noxauecmeenu 3a060a56anus U AUMPONPoOIUDEPAMUSHU HAPYUIEHUS

He ca naGmojaBanu 310kauecTBeH 3a00MsiBaHus TIpH 249 neAnaTpUvHU MaUeHTH ¢ eKCTIO3UTIHS
655,6 MaMEHTOrOIMHHM 10 BPEME Ha U3MUTBAHUS C aAaIMMyMal MPH MalUeHTH C IOBEHUJICH
UAMONIATHYEH apTPHUT (TIOJIMAPTUKYIIAPEH FOBSHIIICH HIUOMIATUYCH apTPUT U apTPUT, CBBP3aH C
enTe3uT). OCBEH TOBa HE ca HAOJFOIaBaHU 3J10KaYECTBEHU 3a00JsiBaHus pu 192 nenuaTpudHu
MAICHTH C €KCIO3UIUA OT 498,1 marueHToroInHN 10 BpeMe Ha U3MUTBAHIS C alaTuMyMad TIpu
MeAMATPUYHY ManueHTH ¢ 6onectra Ha Crohn. He ca HabmojaBaHy 3110Kka4eCTBEHU 3a00ISIBAHUS TTPH
77 nenquaTpUYHU NAUUEHTH ¢ ekcno3uuus ot 80,0 manueHToroIMHY Mo BpeME Ha U3IUTBAHE C
ajauMyMa0 Mpu NeIuaTpUYHU HAllMeHTH ¢ XpOHUYEH IUIakaTeH rncopuasuc. He ca HaOro1aBanu
3JI0KAYE€CTBEHHU 3a00IsIBaHUS ITPH 93 NeIMaTPUYHH MAIUEHTH C €KCIO3MIINS OT 65,3 MarMeHTOroAUHN
0 BpeMe Ha KIIMHUYHO M3MUTBAHE C aJaliMyMal TPy MeIUaTPUIHH MAIUSHTH C YIIIEPO3CH KOJIHT.
He ca nabmronaBanu 31okadecTBeH 3a00sBaHus py 60 neMaTpUYHU MAIMEHTH C €KCIIO3UIIUS OT
58,4 ManMeHTOroJMHYU TI0 BpeMe Ha MU3MKUTBAaHE ¢ afaTuMyMal Mpu NeANATPUIHY IMAIIMCHTH C YBEUT.

[lo BpeMe Ha KOHTPOJIMPAHUTE YaCTH OT OCHOBHUTE U3MUTBAHUS HA alalMMyMal NpY Bb3PACTHU C
MPOJBIDKUTEIHOCT Hali-MaKo 12 ceJIMUIH MTPH NAIMEHTH C YMEPEH JI0 TeKbK aKTHBEH PEBMATOHJICH
aptput, AC, akCHaJIeH CIIOHJUII0aPTPHUT O0e3 peHTreHorpadcku 1anuu 3a AC, copuaTuieH apTpurT;
ncopuasuc, ['X, 6onect Ha Crohn, ynepo3eH KOJIUT U YBEUT, 31T0KAUECTBEHU 3a00IIIBaHUS, Pa3IHIHH
oT TUM(OM U HEMETAaHOMEH KOXEH pak, ca HabmogaBanu ¢ yectorta (95% moBepuTenieH HHTEPBAII) OT
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6,8 (4,4, 10,5) va 1 000 manueHTOTOAMHY M3MEX Ty 5 291 marnueHTH, IeKyBaH! ¢ afalAMyMal CIIpsSMO
mporieHT ot 6,3 (3,4, 11,8) 3a 1 000 marmenToroanan u3mMexy 3 444 KOHTPOITHU MMATUEHTH
(cpenHaTa MpOABIKUTEIIHOCT Ha JieueHueTo e 4,0 Mecena 3a aganumymat u 3,8 Mecelia 3a mallMeHTH B
KoHTpoyiHUTE rpynH). YectoTtara (95% NoBepUTENCH UHTEPBAT) HA HEMEITAHOMHHS PaK Ha KoXarta ¢
8,8 (6,0, 13,0) na 1 000 nanmeHTOrOIMHM Cpe/l MAIIMEHTHTE, JICKYBaHH ¢ ananmumymao, u 3,2 (1,3, 7,6)
Ha 1 000 manueHTOTOANHY cpel KOHTPOIHATE TartieHTH. OT T3 KOKHH KapIIHHOMH,
TUIOCKOKJICTHYHU KapIIMHOMHU ce TosBsiBat ¢ yectora (95% noeeputenen unrepsain) 2,7 (1,4, 5,4) Ha

1 000 manueHTOroJMHM Cpex JIeKyBaHuTe ¢ anannmymad namuenta u 0,6 (0,1, 4,5) va 1 000
MAIMEHTOTOIMHU CpeJl KOHTPOHUTE manueHTH. YectoraTa (95% noBeputeneH HHTEpBal) Ha
mumpomure ¢ 0,7 (0,2, 2,7) Ha 1 000 mareHTOrouHu cCpejl NAIUEHTHTE, JICKYBaHU C aIaTuMyMal, u
0,6 (0,1, 4,5) na 1 000 MaNKMEHTOTOIUHH CPEA KOHTPOIHUTE MAIIMCHTH.

[Tpu xoMOMHMpaHe Ha KOHTPOJIUPAHUTE YACTH OT T€3H NPOYUBAHUsI C IPOIBIDKABAIINTE U 3aBBPILICHH
OTBOPEHH PA3IIUPEHHsI HA MPOYUBAHUATA C MEJHAHHA MPOABIKUTEIHOCT NPUOIM3UTENHO 3,3 TOAMHH,
obxBamanty 6 427 marueHT 1 moBede oT 26 439 manueHTOroIuHN Tepalns, Ha0Jro1aBaHaTa 9ecToTa
Ha 3JI0Ka4eCTBEHUTE 3a00IIBaHUSA, PA3INYHA OT TUM(POM M HEMEITaHOMHH (DOpPMH Ha KOXKEH pak, €
npubmm3utenHo 8,5 va 1 000 manuenToroauuu. Habnrogapanara yectora Ha HEMEJIAaHOMHH (DOpMH Ha
KOXEH pak e npuonusurtensno 9,6 Ha 1 000 marmerToronnHyM, a HabIOJaBaHATA YeCTOTa Ha
mumdomure e mpudausutenHo 1,3 Ha 1 000 mamueHTOroIuHM.

B nepuosna Ha moctMapkeTuHTroBus onut oT stHyapu 2003 1. 1o nekemspu 2010 r., mpeIuMHO MpH
NAalMEHTH C PEBMATOUIEH apTPUT, YECTOTATa HA CIIOHTAHHO CHOOIEHNUTE 3/I0KaYECTBEHH
3a0ossaBanus ¢ npuoau3uTenHo 2,7 Ha 1 000 nanmueHToroquHu Tepanus. YecToTUTe Ha CIIOHTAHHO
CHOOIICHNTE HEMETTAHOMHHU (POPMH Ha KOJKEH pak v TuM(POMHU ca CbOTBeTHO Npubmm3utenHo 0,2 u 0,3
Ha 1 000 marmeHTOTOAMHY Tepanus (BXK. Touka 4.4).

Nma choOmieHus 3a peiky MOCTMAPKETHHIOBY CIy4aH Ha XenaToueHaIeH T-KieThueH JuM(OoM pu
MAIUCHTH, JIKYBaHU ¢ afatuMyMal (BxK. Touka 4.4).

Aemoanmumena

[TarmenTuTe ca UManu cepyMHH IIPOOH, TECTBAHU 32 aBTOAHTUTENIA B MHOXKECTBO BPEMEBU TOUYKH B
MIPOYy4YBaHUs 3a peBMaToneH apTpuT I — V. B Te3u usnursanns 11,9% ot nmanuenTure, 1eKyBaHu ¢
aganumymab u 8,1% ot JleKyBaHNTE MALMEHTH B IJ1ae00 U B aKTUBHATA KOHTPOJIA, KOUTO Ca UMaJH
OTpHIIAaTEIHU 0a30BM aHTUHYKJICAPHU aHTHTEa, ChOOIIABAT 3a MOJIOKUTETHH TUTpU B Ceamuiia 24,
JIBama manmenTH oT 3 441 nanueHTy, ISKyBaH! ¢ aIaiMyMad BB BCHUKH IMPOYYBAHUS Ha
PEBMATOUICH apTPUT U IICOPUATHYEH apTPUT, ca Pa3BIIN KIMHUYHY NPU3HALM, TIPeaoIaramu
HOBOIIOSIBIJI C€ JTyTyc-11o00eH cuuapoM. IlarnuentuTe ca ce mogoOpuiu cie npeKkparsBaHe Ha
TepanusTa. HiMa manuenTy, pa3Buiiy JynyceH HEQPUT WM CUMIITOMH Ha IICHTpaHaTa HEPBHA
cucrema.

Xenamobunuapuu cvboumust

B xoHTpOnupanu u3nutBaHus ot ¢asa 3 Ha ajanuMymad Ipy NAIMEeHTH C PEBMATOUICH apTPUT U
MICOPUATUYECH APTPUT C KOHTPOJIHA MPOIBKUTEIHOCT B Anana3zoHa ot 4 1o 104 ceamMuiy, noBUILIEHU
nuBa Ha ALT > 3 X ULN ca HabnronaBanu 1npu 3,7% OT NalMEHTHTE, JIEKYBaHH C aaiuMyMal, U 1Ipu
1,6% OT KOHTPOIHUTE MALMEHTH.

B konTponmpanu m3nurBanus ¢aza 3 Ha aanuMyMad Ipy MaIUEeHTH ¢ IOJIHAPTUKYIapeH FOBEeHWICH
WIMOTIATHYEH apTPUT, KOUTO ca OMJIIM Ha Bh3pacT OT 4 110 17 rouHH U CBBP3aH C EHTE3UT apTpHT,
KOMTO ca Omiy Ha Bb3pacT oT 6 10 17 rogunu, nosuiienu HuBa Ha ALT > 3 X ULN ca HacThnuiu npu
6,1% OT manueHTuTe, JeKyBaHu ¢ aganuMymao, u ipu 1,3% ot koHTposHUTE narmenTty. [loBeyetro
nosumeHus Ha ALT ca HacThIMIM Tipy €THOBPEMEHHOTO M3MIOJI3BaHE Ha MeToTpekcar. Hsama
noBumienus Ha ALT nuBata > 3 X ULNB B u3nurBanero ¢asa 3 Ha agaauMymad py HalUEeHTH C
NOJIMAPTHKYJIAPEH IOBEHWICH HIUONATHYECH apTPUT, KOUTO ca OMJIM Ha BB3PACT OT 2 A0 < 4 TOJIUHH.

B konTponupanu nznursanus ¢aza 3 Ha aanuMymad npu nanueHTu ¢ 6onect Ha Crohn u ynmeposeH
KOJIUT ¢ KOHTPOJIEH nepuo, Bapupai oT 4 1o 52 ceamunu. [loBumenue na ALT > 3 X ULN ce
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Habmonasa nipu 0,9% oT manmeHTuTe, JeKyBaHu ¢ amatumymad, u 0,9% ot manueHTuTe ¢
KOHTPOJINPAHO JICYCHHUE.

B uznutBaneto ¢asa 3 Ha aganumymad npu manuenty ¢ 6osect Ha Crohn B nmenuarpusra, KOUTO ca
oLeHIIHN e(hrkacHOCTTa 1 OE30IIaCHOCTTA Ha JIBE CXEMHU Ha MOJABPKAIIO0 AO3UPaHE, KOPUTUPAHO
CIPSIMO TEJIECHOTO TEIJIO CIe/ BbBEXKAAIla, KOPUTUpaHa CIPsIMO TeJleCHaTa Maca, Tepamnus, 10 52
cenMuny jedenue, nopumenue Ha ALT > 3 X ULN e nactenmio npu 2,6% (5/192) ot nauueHTure, ot
KOMTO 4 ca IMoJIy4yaBaJld ChIIbTCTBALIM HUMYHOCYIIPECOPH HA U3XOIHO HUBO.

B xoHTpOnupanu u3nuTBaHus ot ¢asa 3 Ha ananuMymal U MAIUSHTH C IUIAKATeH [ICOPUA3HUC C
KOHTPOJTHA TPOIBIIKUTEIHOCT B AMana3zona ot 12 1o 24 ceamuiiy, nosuiieHu ausa Ha ALT

> 3 X ULN ca HabmronaBanu nipu 1,8% oT manueHTuTe, JIeKyBaHu ¢ agaauMmymao, u npu 1,8% ot
MAalMEeHTUTE, JIKYBaHH C KOHTPOJIA.

B m3nutBaneTo (asa 3 Ha Ha aganuMymal Mpu MeAUATPHYHHU MAIMEHTH C TUIAKaTeH MCOPUA3HC HE ca
HacThIM nosuiesy Husa Ha ALT >3 X ULN.

B xoHTpOnmpann u3nuTBaHUS Ha aganuMymad (repBoHavamHu o3 oT 160 mg B Cenmuria O u 80 mg
B Ceqmuria 2, mocneaBanu ot 40 mg Bcsika ceaMuIa, 3anouBaiiku ot Ceamuna 4), mpu manueHT ¢ ['X
C TIPOJBIDKUTEIIHOCT Ha KOHTPOJIHUS Tiepuoa oT 12 1o 16 ceaqmuny, nopumenue Ha ALT >3 X ULN e
HacTeimiIo 1pH 0,3% OT ManueHTuTe, JeKyBaHu ¢ ananumyMao, u mpu 0,6% OT KOHTPOJIHUTE
TAIACHTH.

B xoHTpONMpaHn W3NUTBaHUS HA afaduMymad (repBoHadanuau 1031 ot 80 mg B Cenmuna 0,
nocneaBann ot 40 mg npe3 ceaMuIa, 3anouBaiiku ot Ceamuna 1) Ipu Bp3pacTHU MAMEHTH C YBEHT
1o 80 cenMHuLIM ChC CpeliHa excno3uuus oT 166,5 nau u 105,0 1HU CHOTBETHO NpU NALUEHTH,
JICKYBaHHM C aJlaliMyMal U IIpu KOHTpoJuTe, ¢ uMaio nopumeHue Ha ALT > 3 X ULN npu 2,4% ot
MAIMEeHTHTE, JIEKYBaHHU ¢ afanumymad u 2,4% OT maluueHTUTe B KOHTPOJIUTE.

B konTposnupanoTo (aza 3 u3NuUTBaHE HA aJATMMyMa0 MPH MANKUEHTH ¢ TISAUATPUUCH YIILEPO3CH
kosut (N = 93), onensBaiio ehukacHOCTTa 1 0€30MaCHOCTTa Ha moyIbpxaiia no3a 0,6 mg/kg
(makcumanHo 40 mg) npes cenmuiia (N = 31) u momaspxaiia go3a 0,6 mg/kg (Makcumanao 40 mg)
Besika cenmuiia (N = 32) ciier Kopurupana Cropesl TeJIeCHOTO TErJIo HHAYKIIMOHHa j103a 2,4 mg/kg
(maxcumaiao 160 mg) Ha Ceamuria 0 u Ceamuna 1, u 1,2 mg/kg (makcumanao 80 mg) na Cemqmuna 2
(N = 63), wau uaayKIMOHHA f03a 2,4 mg/kg (MakcumanHo 160 mg) va Cenmura 0, miamnebo Ha
Cenmuna 1 u 1,2 mg/kg (Makcumanao 80 mg) Ha Cenmunia 2 (N = 30), moBumrenust Ha ALT

>3 X ULN ce na6mogasar mpu 1,1% (1/93) ot nanueHTure.

3a BCUUKM NOKA3aHUsl B KIMHUYHUTE U3NUTBaHUs nanuenTure ¢ nosuuienn ALT ca Ounn
ACHMIITOMaTHYHH U B ITOBEYETO CITyYad HAOII0AaBaHOTO TIOBUIIIEHHE € OWIIO MTPEXOIHO U € OTHIYMSIIO
NIPY TIPOIBIDKUTEINTHO JieueHne. Mima o0aue u MOCTMAapKETHHTOBY ChOOIIEHHS 32 YepHOIpOoOHa
HEIOCTAThYHOCT, KaKTO M 32 II0-MAaJIKO TEKKU YEPHOIPOOHN HApYIIEHHsI, KOUTO MOXeE Ja MPEAXO0KAAT
YepHOAPOOHa HEOCTATHYHOCT, KATO XEMAaTUT, BKIIOUYUTEITHO aBTOMMYHEH XETaTUT P! MMallUeHTH,
MOJTy4JaBaIly afainMyma.

E,I[HOBDCMCHHO JICYCHHUEC C a3aTI/IOHDI/IH/ 6-M€DKaHTOHVDI/IH

IIpu npoyuBanus Ha OosiectTa Ha Crohn cpej Bb3pacTHH ca HaOJIr0AaBaHU [I0-BUCOKHU YECTOTH Ha
3JI0KAYE€CTBEHU M CEPHO3HU HEXKETaHU ChOUTHS, CBhP3aHu ¢ MHPEKIUH, TPY KOMOHHAIIUATA OT
ajaiuMyMal ¥ a3aTHONPHUH/6-MEPKANTOMYPHUH B CPaBHEHUE ChC CAMOCTOSTEIIHO MPHJIaraH
aganuMymao.

C'BO6I]_IaBaHG Ha 10J03MpPaHu HEXCJIaHU PCAKIINH

Cp0oO011aBaHeTO Ha MOI03UPAHU HEXKEIIAHU PEaKIIUHU ClIe pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa M03BOJIsABA Ja PO IBIKH HAOIIOICHIETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIMAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
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ImoJ03MpaHa HEXKEIaHa peaKud 4Ype3 HallUOHAJIHA CUCTEMA 3a cxo6maBaHe, IIoco4YcHa B HQI/IJIO)KGHI/IC
V.

4.9 Ilpeno3upane
He e naGirogaBana 1030 IMMHATHpAIIA TOKCHYHOCT 110 BpeMe Ha KIIMHWYHA W3NHTBaHws. Haii-

BHCOKOTO OIEHCHO JI030BO HUBO € MHOTOKPAaTHU MHTPaBeHO3HU 103U oT 10 mg/kg, koeTo e
MPUOIN3UTEITHO 15 ThTH MpenophUNTETHATA 1034,

5.  ®APMAKOJOIMYHU CBOMCTBA
51 d@apmakoaMHAMHMYHHU CBOCTBA

®apmakoTepaneBTHYHA Tpymna: MyHOCynpecopy, HHXHOUTOPH Ha TYMOPEH HEKPOTH3UpaI] (GakTop
anda (TNF-a), ATC kox: L0O4AB04

Hukyndra e 6uonornuno nogo6eH nexkapcTBeH npoaykt. [logpoOHa mHpOpManus e mpegocTaBeHa Ha
yebOcaiita Ha EBporneiickara areHmus mo jiekapcrsara http://www.ema.europa.eu.

MexaHu3bsM Ha JEUCTBUE

Anamumymab ce cebp3Ba crienuduuao ¢ TNF u neyrpanusupa ononornunata ¢pynkuus Ha TNF upe3
OJoKMpaHe Ha B3aUMOJIeHCTBIETO My ¢ perientopute Ha TNF Ha kieTp4HaTa MOBBLPXHOCT Ha PS5 1
p75.

Ananumymal MOAYIUpa ChIIO OMOJOTUYHUTE OTTOBOPH, KOMTO Ca HHAYIHPAHH WIIN PETYITUPAHH OT
TNF, BKJIFOUMTETHO POMEHUTE B HUBATA HA aIXC3UOHHHUTE MOJIEKYJIM, OTTOBOPHU 32 JIEBKOLIUTHATA

murpamus (ELAM-1, VCAM-1 u ICAM-1 ¢ ICsp ot 0,1-0,2 nM).

dapmakoguHAMUYHHU e(DEKTU

Cren euenue ¢ aganumyma0 ce HaOIr0aBa ObP30 HaMaJsIBAaHE HA HUBAaTa HA MapKEpPUTE HA OCTpaTa
¢aza Ha Bp3manenuero (C-peaktuser nporerd (CRP) u ckopocT Ha yTasiBaHe Ha €PUTPOLIUTHTE
(CYE)) u na cepymante riutokuau (IL-6), B cpaBHEHHE C U3XOIHUTE HUBA MIPH MAIIHEHTH C
peBmatoneH aptput. CepyMHUTE HUBA HAa MaTpu4HHUTE MeTtajonporentasu (MMP-1 u MMP-3),
KOUTO IIPOU3BEXIAT PEMOJIEINPAHE Ha ThKaHUTE, OTTOBAPSIIO 3a pa3pylIaBaHeTo Ha XPYIIsIa, ChIIO0
ca HaMaJICHH CJIe/I ITpuilarane Ha aganuMyma0. [lanueHTure, tekyBaHu ¢ aganumMymad, OONKHOBEHO
uMat NoA00peHHE B XEMaTOJOTMYHHUTE PU3HALN Ha XPOHUYHOTO Bb3MaJICHHE.

bwp30 HamansBane Ha HuBata Ha CRP cien eyenue ¢ aganuMymad e HaOJIk01aBaHO ChINO TaKa MPU
MAIUEeHTH C TTOJIMAPTHKYJIapeH IOBEHWICH UINOIaTUYEH apTpuT, Oosiectra Ha Crohn, yneposeH
kot u ['X. Ilpu manmenTn ¢ 6onecrra Ha Crohn ce Ha0r01aBa HaMalIsIBaHE Ha Opost Ha KIIETKUTE,
eKCIIPecHpallly Bh3MAIUTEIHA MapKepH B 1e0€I0TO YePBO, BKIOYUTEIHO 3HAYUTEIIHO HaMaJIsIBaHE Ha
ekcripecusra Ha TNFo. EHgockoncku npoy4yBanus BEpXy YpeBHATA JIMTABUIIA TTOKA3BaT
JTIOKA3aTeJICTBA 32 3a3/[paBsBaHe Ha JIMTABHIIATA TIPY MAIUEHTH, JIEKYBaHU C afaiuMymao.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Peemamouoen apmpum

Anmamumymab e ornierer npu Haja 3 000 manueHTn BB BCHUKY KIMHWUYHY U3IUTBAHIS 32 PEBMATOUICH
aptput. EdukacHocTTa 1 6€30macHOCTTa Ha a1aTuMyMal ca OIIEHEHU B IET PaHIOMU3HUPaHH,
JIBOMHOCIETIN U T00Ope KOHTPOJIMPaHH MPpOoy4YBaHus. Hakon nmaruieHTy ca JeKyBaHU C
npoabspkuTeaHocT 10 120 mecena. bonkara Ha MACTOTO Ha WHXKEKTHPaHE HA aTaTuMyMad

40 mg/0,4 ml e oneHenHa B 1Be paHAOMHM3HMPAHHN, aKTHBHY KOHTPOJIHHU, €AWHUIHO-CIIETH IPOYYBAHHS,
¢ JIBa Iepuoja Ha KPbCTOCAHO MPOYUBaHE.
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IIpoyusane I Ha peBMatouaaus aptput (PA) e onersBano 271 mamueHTH ¢ yMEPEHO A0 TEKKO
W3pa3CH aKTUBEH PEBMATOHJICH aPTPHT, KOUTO ca OWIIM Ha Bh3pacT > 18 romuHu, mpoBein ca
HEYCIELIHO JIeYeHHE C MOHEe eAWH MOoauHUIHpal 3200 IBAHETO aHTUPEBMATHYCH JIEKaPCTBEH
NPOAYKT U Ca UMaJI HEAOCTAaTh4eH eEeKT OT MPUIIaraHeTo Ha METOTpeKcaT B 103U oT 12,5 no 25 mg
(10 mg npu HETOHOCUMOCT KbM METOTPEKCAT) CEAMUYHO, M YHSITO 1032 METOTPEKCAT € OCTaHasa
noctostHHO Ha 10 10 25 mg ceqmuano. Ho3u ot 20, 40 unmu 80 mg aganumymad win miarebo ca
JaBaHU Tpe3 CeMHILA B MPOABIDKCHHUE HA 24 CeAMUIIN.

IIpoyusane Il Ha PA e onensBano 544 manueHTH ¢ yMEPEHO 10 TEXKKO N3Pa3eH aKTHBEH PEBMATOUICH
apTPUT, KOUTO ca OWJIM Ha BB3pacT > 18 TOAMHM U ca TPOBEIH HEYCIICITHO JICYCHUE C IIOHE STUH
MoauduIupaI 3a00JIIBaHETO aHTUPEBMAaTHYCH NpoayKT. [Ipunaranu ca no3u ot 20 unu 40 mg
amanuMymat upe3 MOJKOXKHO HHKEKTHPaHe Mpe3 CeAMUIIA ¢ TIAe00 B alTepPHATUBHHUTE CEIMHUITA
WM BCSIKA CEJMMUIIA, B TIPOIBIDKEHUE HA 26 CeIMUIIY; I1ae0o0 € mpujlaraHo BCSKa CEAMMIIA 33 ChIUS
nepuoa. He ca pazpenienu apyru Moguduippaiiy 3a00a1BaHETO aHTUPEBMATHYHY JICKAPCTBA.

IIpoyusane III Ha PA e ouensiBano 619 nmauueHTH ¢ yMEpEHO 10 TEKKO U3PA3EH aKTUBEH
PEBMATOUICH apTPHUT, KOUTO ca OWJIM Ha BB3PACT > 18 TOJMHM U KOUTO Ca UMaJIA HeC(PEKTUBCH
OTTOBOP KbM METOTpPEKCAT B 1034 OT 12,5 10 25 mg unu ca umManu HenmoHocumocT keM 10 mg
METOTpEKcat, Ipularal Beska ceMuna. B ToBa mpoyusane uMa Tpu rpynu. [IspBaTa nomyvasa
WHXKEKITUH I11a1e00 BCsKa CeAMMIIA B IPOABIDKEHUE Ha 52 cenmuii. Bropara nmony4dasa 20 mg
amanuMymal BcsKa ceIMUIIa B MPOJbIbKeHHe Ha 52 ceamuin. Tperara rpyna moinyuasa 40 mg
aganuMymab mpes ceAMHUIAa ¢ MHXEKINU C I1ane0o B anTepHaTuBHYU ceaMuiy. Cie MpUKI0YBaHEe Ha
mBpBUTE 52 ceAMHUIH, 457 MallMeHTH ca BKIFOUYEHH BB (pa3aTa Ha OTKPUTO MPOABIDKCHHUE, TTPU KOATO
40 mg ananumymad/MTX ce npuinara npes ceamuia 10 10 ronuHu.

[IpoyuBane IV Ha PA e omeHsBano rmaBHO Oe30macHOCTTa TpH 636 MAIEHTH C YMEPEHO JI0 TEXKO
W3pa3eH aKTUBCH PEBMATOUJICH apTPUT, KOUTO ca OMIIM Ha Bb3pacT > 18 rogunu. Ha manuenture e
OmII0 paspelieHo Aa ObIaT HeJCKyBaHH ¢ MOTU(UIMpAIIX 00JIeCTTa aHTUPEBMATUYHH JICKAPCTBA WU
Jla OCTaHAT Ha CBOSITA MPEIBAPUTEITHO CHIECTBYBAIIA PEBMATONIOTMYHA TePAIHs, TPU YCIOBUE Ye
Tepanusara ¢ Ouna ctabuiiHa 3a Haii-mMajko 28 qHu. Te3u Tepanuu BKIOYBAT METOTPEKCAT,
nie(ITyHOMU]I, XUIPOKCUXJIOPOKHUH, cyiacana3sun u/uim 3aTHu coyin. [lanuenTure ca
pangoMusupanu Ha 40 mg aganumymalb Wit rianeo mpe3 ceIMUIlA B POIBIDKEHIE Ha 24 CEIMUIIH.

[IpoyuBane V Ha PA omnensiBa 799 HenekyBaHU ¢ METOTPEKCAT B3PACTHU MAIUECHTH C YMEPEH 110
TEXbK aKTHBEH PaHEH PEBMAaTOHIEH apTPUT (CpellHa MPOIBIDKUTEITHOCT Ha 3a00JIIBaHETO TTO-MAJIKO
ot 9 mecena). ToBa mpoyuBaHe oreHsBa erkacHocTTa Ha 40 mg aganumymad mpes
ceIMHIIa/KOMOMHHUpPaHA Teparus ¢ MeToTpekcat, 40 mg aganumymad mpe3 ceaMuila MOHOTEpaIus U
MOHOTEpAIUs C METOTPEKCAT 32 HaMaJISIBaHE Ha MIPU3HAIIUTE M CHMIITOMUTE U CTETICHTA Ha MIPOTPECHs
Ha CTaBHO YBpEXJaHe IPH PEBMATOUICH apTPUT B Ipoabnkenne Ha 104 ceqmunm. Cien
MpUKIIOUBaHe Ha mbpButTe 104 cenmuiin, 497 nalMeHTH ca BKIOYCHH BB (ha3ata Ha MPOIAb/DKEHUE C
OTKPHUT eTHKeT, Ipu KosTo 40 mg ananumymad/MTX ce npunara npe3 cenmuiia 10 10 roguHy.

Besiko ot npoyuBanusta Ha PA VI u VII onensisa 60 manueHTH ¢ yMepeH J10 TEXXbK aKTHUBEH
pEeBMATOUICH apTPUT, KOUTO ca Ha Bh3pacT > 18 ronnnu. BriroyeHnTe manyueHTH Wik KbM MOMEHTA
usnon3sart aganumymad 40 mg/0,8 ml u ca oleHUIM CpeHUS pa3Mep Ha MACTOTO HA WHIKEKTHPAHE C
0omnka xato Haii-manko 3 cm (1o VAS ot 0 1o 10 cm) wim ca y4acTHUIM, HEIEKYBaHU TPEIX TOBA C
OMOJIOTHYHH CPEACTBA, KOUTO ca 3armouHanu agamumymad 40 mg/0,8 ml. ITarmenture ca
PaHIOMHU3UPAHH Ja MMoydaBar equanyHa 103a 40 mg/0,8 ml agamumymad wam 40 mg/0,4 ml
aganmuMyma0, TOCIIEBAHO OT €IHOKPATHA HMHXKEKIIUS OT POTHBOIIOJIOKHOTO JICYCHHUE TIPU
cie/BaIiaTa uM J103a.

IIspBuunHa kpaitHa Touka B npoyusanus I, I u III ma PA u BTOpHruHa kpaiina Touka B npoy4dsane [V
Ha PA e Ouiia ycTaHOBSIBAHETO Ha TIPOIICHTA OT MAIMEHTH, KOUTO ca jgocTurHaim otroBop 20 mo ACR
B Cenmuna 24 wmu 26. [TspBryHaTa KpaitHa Touka B ipoyuBaHe V Ha PA e Ouia yctaHOBsiBaHE Ha
MPOIICHTA OT MAMEeHTH, KOuTO ca gocturHany otroBop 50 mo ACR B Cenmuria 52. IlpoyuBanmsita 111
u V Ha PA ca uManu JOITBIHUTEIIHA TBPBUYHA KpaifHa Touka B 52-Te CeIMHUIIM Ha 3a0aBsHE Ha
IporpecusiTa Ha 3a00/1sIBaHETO (KAKTO € YCTAHOBEHO UPE3 PE3YNITATH OT PEHTICHOBO M3CIICABAHE).
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IIpoyuBane IIl Ha PA cbIi1o € umMano OCHOBHA KpaliHa TOYKa 3a IPOMEHHU B KAU€CTBOTO HA JKUBOT.
OcHoBHara Kpaitaa Touka B mpoyuBanusg VI u VII Ha PA e 6onka Ha MACTOTO Ha WH)KEKTHPaHE
BeJlHAra clie]] HHKekTupane, uamepena upe3 VAS ot 0 1o 10 cm.

ACR omeogop
IIponieHTHT Ha MAIMEHTHTE, JIEKyBaHU ¢ aganumyma0, mocturHani ACR 20, 50 u 70 otroBopwu, e

nocnenoBatenex B npoyuBanusta [, I u Il na PA. Pesynratute 3a no3zara ot 40 mg npe3 ceaqMuria ca
00006menn B Tabmura 5.

Tadanna 5: ACR oTrosopu B 1j1a1e060-KOHTPOJHPAHA H3NUTBAHMS (MPOLEHT HA MANMEHTHTE)

OTtrosop [poyuBane I na PA*** | [IpoyuBane Il na PA*** | [IpoyuBane III na PA®**
[Inane6o/ Anmanumyma6 | [lmame6  Amamumyma6® | Ilmame6o/  Apamumyma6®/
MTX® o/MTX® 0 n=113 MTX® MTX*®
n=:60 n==63 n=110 n =200 n =207
ACR 20
6 mecena 13,3% 65,1% 19,1% 46,0% 29,5% 63,3%
12 mecena Henpwi.  Hempm. Henpun. Hemnpui. 24,0% 58,9%
ACR 50
6 mecena 6,7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 mecena Henpwi.  Hempu. Henpun. Henpu. 9,5% 41,5%
ACR 70
6 mecena 3,3% 23,8% 1,8% 12,4% 2,5% 20,8%
12 mecena Henpwi.  Hempui. Henpun.  Henpui. 4.5% 23,2%

Ipoyusane | na PA B 24 cenqmuna, npoyuBane Il na PA B 26 ceqmuna u npoyusane 1l Ha PA B 24 u
52 cenmuu

® 40 mg amanuMyma0, IIpUIara” mpe3 ceIMuIa

® MTX = meroTpekcar

“p < 0,01, amanumymab cnpsamo miane6o

B npoyuBanus [-1V Ha PA, Bcuuku oTAeTHE KOMIIOHEHTH Ha KpuTepunte 3a 0TroBop mo ACR (6poit
0oJIe3HEHN U TTOAYTHU CTaBH, OLICHKA Ha JIEKaps U MaIlieHTa 3a aKTUBHOCTTA U OOJIKaTa Mpu
3abonsBaneTo, nHAekc 3a nHBaMaHOCT (HAQ) u Ha CRP (mg/dl) croitHocTn) ca ce mogo0pwiu ciex
24 wnn 26 cenmuiy B cpaBHeHue ¢ mane6o. B mpoyusane 111 na PA Te3u mogoOpenus ca

MO THPKAHU MIPE3 BCUYKH 52 CEIMUIIH.

B otBOpeHOTO Npoabmkenne Ha npoyusase III npu PA, nmoseuero manuenty, kouto ca umanu ACR
OTTOBOD, Ca MOJIBPIKAIN OTTOBOpa MpH IpociensBane 3a nepuo 10 10 roguau. Ot 207 narueHTH,
paHgOoMuU3UpaHu Ha aganumymad 40 mg npe3 ceamuia, 114 nanueHTH ca NpOoIBIKHIM ¢ alaiuMyMad
40 mg mpe3 ceamunia B IpoabkeHue Ha S roguan. Cpen Tsax 86 manuentH (75,4%) umar 20
otroopu o ACR; 72 nmauuentu (63,2%) umar 50 otroBopa no ACR; u 41 narmentu (36%) umar 70
orroopu 1o ACR. Ot 207 naiuenTn, 81 namueHTH ca NpoAbDKUIN ¢ agaaumymad 40 mg npes
ceaMula B npoabiokeHue Ha 10 ronuan. Cpen sx 64 nanuents (79,0%) umar 20 orroBopu o ACR;
56 narmentu (69,1%) umat 50 otroBopu mo ACR; u 43 naruentu (53,1%) umar 70 oTroBopu 1o
ACR.

B mpoyusane IV na PA, ACR 20 oTroBopbT Ha MaLUEHTHUTE, JIEKYBaHHU C aIaTUMyMad IUII0C
CTaHJApTHO JIEYEHNE, € CTATUCTUYECKH 3HAYUMO MO-A00Bp OT MAIMEHTHUTE, JIEKYBaHH C rarne0o
mroc cranaaptro jeuenwne (p < 0,001).

B mpoyusanus [-IV Ha PA, nexyBanuTe ¢ aganuMymad MaiueHTH IOCTUTaT CTATUCTHYECKH 3HAYUMHU
otroBopu o ACR 20 u 50 B cpaBHeHUe ¢ 1manebo olie e1Ha JI0 ABE CEIMUIIH CIIeI 3all0YBaHe Ha
JICYEHUETO.

B npoyuBane V na PA npu nanuenTy ¢ paHeH peBMaTOUICH apTPHUT, KOUTO HE Ca IMOTy4aBaii

METOTpeKcaT, KOMOWHUpaHaTa Tepamus ¢ afaruMyMad 1 METOTpeKcaT € JoBelia 10 Mo-0bp3u U
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3HAYUTEIHO MO-ToJIeMu OTroBOpH 10 ACR, OTKOITKOTO MOHOTEpAIHUs C METOTPEKCAT M MOHOTEPAIIHUS C
aganumymab B Cenmuria 52, a orroBopure ca nmonabp:kand B Ceamuma 104 (Bx. Tabmuma 6).

Tadanna 6: ACR orrosopu B npoyusane V Ha PA (mpoueHT manueHTH)

Orrosop MTX Anamumymad | Axgaaumymad/MTX | p-croii | p-cToii | p-cToii
n=257 |n=274 n =268 HocT? Hoct® HOCT"®

ACR 20

Cenmuria 52 62,6% 54,4% 72,8% 0,013 <0,001 | 0,043

Cenmuna 104 | 56,0% 49,3% 69,4% 0,002 <0,001 | 0,140

ACR 50

Cenmuna 52 45,9% 41,2% 61,6% <0,001 |<0,001 |0,317

Cenmumna 104 | 42,8% 36,9% 59,0% <0,001 |<0,001 |0,162

ACR 70

Cenmuna 52 27,2% 25,9% 45,5% <0,001 |<0,001 |0,656

Cenmuna 104 | 28,4% 28,1% 46,6% <0,001 |<0,001 |0,864

% P-CTOWHOCTTA € OT YU(PTHOTO CPABHEHHUE HA METOTPEKCAT KaTO MOHOTEpAIHUS U KOMOWHHpaHa
Tepanus agaaumymab/MeToTpekcar, nznonspaiiku U Tecta Ha Mann-Whitney.

® p-CTOMHOCTTA € OT YM(THOTO CPABHEHHE HA aJATUMyMab KaTO MOHOTEPANMS U KOMOUHHpPaHa
Tepanus agaTumymab/MeToTpekcar, nznonssaiiku U Tecta Ha Mann-Whitney

® P-CTOMHOCTTA € OT YM()THOTO CPaBHEHHE HA aATMMyMad KaTo MOHOTEpAIusi © METOTPEKCAT KaTo
MOHOTepanusi, u3noa3Baiiku U Tecta Ha Mann-Whitney

B oTkputoTo npoabimkeHne Ha npoyuBaHe V Ha PA, npu npocnesiBaHe Ha NAllEeHTUTE, CTETIIEHTa Ha
otroBop 1o ACR ce e 3anbppikana B mpoabipkeHue Ha 10 10 roguan. Ot 542 narueHTy,
panmoMu3upaHu Ha aganumyMad 40 mg npes ceamuia, 170 manueHTn ca MpoIbIDKIIHN C aJaluMyMad
40 mg npe3 cenmuiia B npoabibkenue Ha 10 ronuan. Cpen six 154 nanuentu (90,6%) umat 20
otroBopu o ACR; 127 nanuentu (74,7%) umat 50 orroBopa nmo ACR; u 102 nanuenTu (60,0%)
umat 70 orrosopu no ACR.

B Cenmuna 52, 42,9% ot nanueHTUTe, KOUTO Ca TOJTy4YaBajii KOMOMHUpPaHA Teparus
ajanuMyMad/MeToTpeKcart, ca nocTurianym kmHnaHa pemucust (DAS28 (CRP) < 2,6) B cpaBHeHue ¢
20,6% OT mauKueHTUuTe, NOMyYaBalld MOHOTEpaNus ¢ MeToTpekcaT U 23,4% OT malueHTure,
MoJTy4yaBalii MOHOTepanus ¢ anainmyMmad. KomOuHupaHaTa Tepamnus ¢ agaimMmymad/MEeTOTpeKcar e
KJIMHUYHO U CTATHCTUYECKH 0-700pa oT Ta3u Ha Metorpekcat (p < 0,001) u MmoHOTEpanus ¢
aganmumymab (p < 0,001) 3a mocTuraHe Ha HUICKO ChCTOSTHUE Ha 3a00JISIBAHETO MPH MAIUEHTH C
HACKOPO JIMarHOCTHUILIMPAH YMEPEH JI0 TeXBK peBMATOUACH apTpuT. OTrOBOPHT 32 JABETE IPYIH Ha
MoHoTeparus € nogooeH (p = 0,447). Ot 342 y4acTHHIM, TBPBOHAYATIHO PAHIOMU3UPaHH Ha
MOHOTEpAIHs C aJaIuMyMal WM KOMOMHUpaHa Tepanus ¢ a1adTuMyMad/MEeTOTpEKCcaT, KOUTO ca ce
BKITFOUWJIA B OTBOPEHOTO TPOIBIDKEHNE Ha TIPOy4YBaHeTo, 171 ydacTHUIM ca 3apbpurwim 10-roaunrHo
nedenue ¢ agamumyMad. Cpen Tsx 109 yaactaumm (63,7%) ca qokimanBanu, 9e ca B pemucus cien 10
TOJINHHU.

Penmeenocpagcxu omeosop

B npoyusane 11l Ha PA, npu koeTo JieKkyBaHUTE C afaniMyma0 MalueHTH ca UMali CpeHa
NPOABIDKUTEIHOCT Ha PEBMATOUIEH apTPUT NPUOIM3UTENHO 11 ToIuHM, CTPYKTYPHOTO YBpEXKAaHe Ha
CTaBHTE € OLIEHEHO PEHTIeHOrpad)CKO U M3pa3eHo KaTo npomsiHa B Moauduiupanus OO pe3ynraT mno
Sharp (TSS) u HEroBUTE KOMIIOHEHTH, pE3yJITaTa 3a EPO3HsI M PE3YJITaTa 32 CTECHSIBAaHE HA CTABHO
npoctpancTBo. [lanmenTuTe Ha aganuMymMa0/MeTOTpeKcaT ca MoKa3aad 3HAYUTEeTHO T0-MajKa
peHTrenorpag)cka mporpecus ot MaueHTUTe, OoTyJaBalld caMo MeToTpeKcar ciiex 6 u 12 mecena
(Bx. Tabmmma 7).

B otBOpeHOTO Npoabmkenne Ha npoyusane III npu PA, HamandBaneTo Ha CKOpOCTTa Ha MIPOrpecHst
Ha CTPYKTYPHOTO yBpEXJIaHe ce MOAIbpKa B MpoAbbkeHre Ha 8§ u 10 roanHu npy moarpymna ot
nanenty. Cien 8 rogunay, 81 ot 207 manueHTH, TbPBOHAYATHO JIeKyBaHH ¢ 40 mg amanmumymad mpes
ceaMulla, ca olieHeH! peHTreHorpadceko. Cpen Tsax 48 mauueHTH He ca MoKa3aly Mporpecus Ha
CTPYKTYpHOTO yBpeXJaHe, [eUHUpaHa KaTo MpoMsiHa OT u3XoaHoTo HIUBO B mTSS ot 0,5 unu no-

126




Mainko. Cien 10 romuau, 79 ot 207 marueHTH, IspBOHAYATHO JeKyBaHu ¢ 40 mg agamnMymad mpes
CeIMHUIIa, ca olleHeHu peHTreHorpadckn. Cpen Tiax 40 manyueHTy He ca MOKa3aIy MPorpecus Ha
CTPYKTYPHOTO YBpEkKJIaHe, JepUHUpaHa KaTo MPOMsiHA OT U3X0AHOoTo HUBO B MTSS ot 0,5 nnu mo-

MaJIKO.

Ta6auna 7: Cpeagnu peHTreHOJOTHYHN MpoMeHH cjiea 12 mecena B mpoyuBase III na PA

IMraue6o/ Ananumymad/MTX Mnaned6o/MTX- p-
MTX? 40 mg npe3 Anammmymao/MTX (95"? CTONHOCT
ceIMHUIIA JloBepuTeieH HHTEPBAI®)

OO61 pesyarar mo | 2,7 0,1 2,6 (1,4,3,8) < 0,001
Sharp
Pesyurar 3a 1,6 0,0 1,6 (0,9,2,2) < 0,001
epOo3HHUTe
Pesynrar 3a JSN* 1,0 0,1 0,9(0,3,1,4) 0,002

# METOTpEKCaT
6

aganmuMymMat

* Bb3 ocHOBa Ha paHK-aHaJIU3a
" CrecHsIBaHE Ha CTAaBHOTO MTPOCTPAHCTBO

95% noBEpPUTENHN UHTEPBAJIU 32 PA3IUKUTE B IPOMEHUTE B PE3yATaTUTE MEXIY METOTPEKCAT U

B npoyuBane V Ha PA, cTpyKTYpHOTO CTaBHO YBpeXAaHe € OO OIEHSIBaHO PEHTTEHOJIOTUYHO U
M3pa3eHo KaTo MPOMsHA B MOIUUIIMpaHus 001 pe3ynrtar o Sharp (Bx. Tabmuna 8).

Ta6auna 8: Cpexnu pentrenonornynu npomenu B Cenmuna 52 B npoyuBane V Ha PA

MTX Agaaumymad n Axaaumymad/MT
n = 257 =274 X p- p-
(95% (95% n = 268 P~ leroiimocr lcroiinoct
moBepuTeJieH [1oBepuTesieH  (95% noBepureseH (CTOMHOCT 6 ®
HMHTEPBAJI MHTEPBAJ HHTEPBAJ
OO pesyarar
1o Sharp 57(4,2-73) 130(1,7-43)  [1,3(0,5-2,1) <0,001 [0,0020 |<0,001
SSEZEEE B B7027-47 [1,7(1,0-24) [0,8(0,4-12) <0,001  [0,0082 < 0,001
fseily““ o b0(1,22,8 [1,3(05-21)  [05(0-1,0) <0,001 [0,0037 0,151

& p-cToitHOCTTa € OT YN(THOTO CPAaBHEHUE HA METOTPEKCAT KATO MOHOTEpAITUs U KOMOMHUPAHA Tepartus
amanuMymab/Merotpekcat, nznonssaiiku U tecta Ha Mann-Whitney.

® p-cTOHHOCTTA € OT YM()THOTO CPABHEHHE HA aqaTMMyMab KaTo MOHOTEPAIHUs M KOMOMHMPAHa TEPaIust
amanuMymab/MeroTpekcart, usnonssaiiku U Tecta Ha Mann-Whitney

" P-CTOHHOCTTA € OT YHU()THOTO CpaBHEHHE Ha aalMMyMad KaTo MOHOTEPAIHsI U METOTPEKCaT KaTo
MoHOTepamnusi, u3non3aiiku U Tecta Ha Mann-Whitney

Crnen 52 cenmury u 104 ceamuiy JiedeHne, MPOICHTHT Ha HMAITUeHTH 0e3 mporpecus (MpoMsHa OT
M3XO0AHO HUBO B Moauduumpanus 00w pesynrat no Sharp < 0,5) e 3HAUUTETHO TTO-BUCOK MPH
KOMOMHHMpaHa Tepamnus ¢ agaiuMyMmad/MeToTpekcat (CboTBeTHO 63,8% 1 61,2%) B cpaBHEeHue ¢
MOHOTepanus ¢ MeTorpekcar (cporBeTHO 37,4% 1 33,5%, p < 0,001) u MoHOTEpamnus ¢ axamuMymad
(50,7%, p < 0,002 u 44,5%, p < 0,001).

B oTkpuToTO ipoabrKeHue Ha poyuBaHe V Ha PA cpepHara mpoMsiHa CIIpSIMO M3XO/AHATa CTOHHOCT
B Moubuitupanus oo pe3yarar no Sharp B ronuna 10 e 6una 10,8, 9,2 u 3,9 ¢cboTBETHO IpU
MAUEeHTH, TbPBOHAYAIHO PaHIOMU3UPaHU HA MOHOTEpPAIIUS C METOTPEKCAT, MOHOTEpAIHs C
ajanuMymad U KOMOMHHUpaHa Teparus ¢ afanuMymad/MetorpekcaT. ChOTBETHUTE MPOTOPIIMH HA
nanueHTuTe 0e3 peHTreHorpadcka nporpecus ca cbotBeTHO 31,3%, 23,7% u 36,7%.
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Kauecmso na srcueom u gpuzuuecka gynxyus

CBBP3aHOTO CHC 37PaBETO KAYECTBO HA JKUBOT U u3ndecKa (pyHKIHS ca OIEHEHH! C IIOMOIITa Ha
MHJIEKC 3a MHBAIMAHOCT Ha BhipocHuka 3a orenka Ha 3apaseto (Health Assessment Questionnaire,
HAQ) B ueTHpuTe OpUrHHAIHYU aJICKBaTHU U T0OpPEe KOHTPOJIIMPAHH U3IUTBAHUS, KOETO €
MIpeIBapUTEITHO OIpeieieHa MbpBUYHA KpaitHa Touka B Ceqmura 52 B mpoyuBane Il va PA. Benukn
JIO3UPOBKH/CXEMH Ha TIPUJIaTaHe Ha aflamuMyMal B YeTHPHUTE MPOYUBAHHS Ca TTOKA3AIH
CTaTHCTUYECKH 3HAYMMO TO-TOJISIMO TIOJJOOPEHUE B MHJIEKCA Ha nHBanuau3anus ot HAQ mpu
CpaBHSBAaHE HA CTOMHOCTUTE OT M3XOIHOTO HHUBO JIO TOCTUTHATHTE B Mecel 6 ciipsMo iarebo, a B
npoyuBane Il Ha PA, cpmoTo e HabmromaBano B Cenmuria 52. Pesynratute ot KpaTkus BpIpocHHK 32
3npaseto (Short Form Health Survey, SF 36) 3a Bcuuku no3u/rpaduku Ha ananuMymad BbB BCHUKHTE
YETUPH NMPOYUBAHUS TOJKPEIAT T€3U HAXOJKH, ChC CTATUCTUYCCKH 3HAUMMUTE PE3yJITaTh 32
¢usngeckust komrmoHeHT (PCS), KakTo ¥ cTaTUCTHYECKH 3HAUNMUTE PE3YNTATH 32 O0JKa M JKU3HEHOCT
3a mo3ata ot 40 mg npe3 ceamua. CTaTUCTUUECKH 3HAYMMO HaMaJleHHE Ha yMopara, H3MEPEHO upe3
(yHKIIMOHAJIHA OIICHKA Ha PE3yJITATUTE OT JICUEHUETO Ha XpoHuyHO 3a0omnsBane (FACIT) e
HaO0II0JaBaHO BHB BCHUKH TPH MPOYIBaHUS, B KOUTO € O6mito orieHeHo (RA mpoyusanus I, 111, V).

B npoyusane Il Ha PA, moBeueTo manueHTH, Mpy KOUTO € MMOCTUTHATO MOA00pEeHHE BbB (pU3NUECcKaTa
(GYHKIHS ¥ ca MPOIBIDKIIIN JISISHHETO, TToI00peHneTo ce e 3axbpxkano 1o Cenmura 520 (120
Mecela) Ha OTKpUTOTO JeueHue. [loqobpsBaHeTo Ha Ka4ecTBOTO HA JKUBOT € n3MepBaHo A0 Cenmuna
156 (36 Mecena) u pe3 ToOBa BpeMe MOJJO0PSHUETO CE MO IbpIKa.

B npoyuBane V Ha PA momoOpennero B nHAekca 3a nHBaHIHOCT HAQ 1 hn3nyeckuss KOMIIOHEHT Ha
SF 36 nokasBar no-ronsimo nmogodpenue (p < 0,001) npu koMOMHMpaHaTa Tepanus ¢
ajlanuMymMab/MeToTpeKcaT B CpaBHEHHE ¢ MOHOTEPAIHs C METOTPEKCaT U MOHOTEpanus ¢ agaauMyMad
B Cenmuua 52, koero ce noaabpxka 10 Ceamuna 104. Cpen 250-Te yyaCTHUIM, KOUTO Ca 3aBbPILIHIN
NPOABIDKEHUETO Ha IIPOYYBAHETO C OTBOPEH ETHKET, MO00pEeHusITa BbB (prusndeckara GpyHKIMA ce
nobpkat npe3 10-Te roquHY JedeHue.

Bonka na mscmomo na unsicexmupane

3a coopuuTe KpbcTocanu npoyuBanus VI u VII Ha PA cratuctudecku 3HauMMa pas3iuka 3a 00Jka Ha

MSICTOTO Ha MH)KEKTHpaHE HEITOCPEJICTBEHO CIIe] TpHilaraHe Ha Jjo3aTta € Ha0moaBana mexay 40 mg
/0,8 ml amamumyma6 u 40 mg /0,4 ml aganumymab (cpeiHa CTOMHOCT 1Mo BusyaliHo-aHaIoroBa ckaia

ot 3,7 cm cupsmo 1,2 cm, ckana ot 0-10 cm, P < 0,001). ToBa npencrasnsBa 84% cpeaHo HamaleHUE
Ha 0OoJIKaTa Ha MSICTOTO Ha MHXKEKTHPaHE.

Icopua3zuc

be3omnacHocTTa M e)UKacHOCTTa HA aaIMMyMad ca NPOYYCHH ITPH Bh3PACTHU MAIIMCHTH C XPOHUYCH
makareH ncopuasuc (> 10% 3acsrane Ha BSA u mHIEKC 3a TUTONT M TEXECT HA IICOpHa3uca

(PASI)> 12 wim > 10), KouTO ca OMIIM TOIXOAAIIH 32 CUCTEMHA Teparnus Wwin (oToTepanus B
paHIOMU3UPAHH, TBOMHOCIEIN TIpoyuBanus. 73% OT MarMeHTUTe, BKIIOYEHU B ipoyuBanus [ u Il Ha
TICOPHA3HC, ca MOJTyYaBalli IPEIX0/IHA CUCTEMHA Tepanus win GoTorepanus. bezomnacHocTTa 1
e(hMKacHOCTTa Ha afaluMyMal ca MPOyYeHH U MPHU Bh3PACTHU MAIIMEHTH C YMEPEH JI0 TEKBK
XPOHHUYEH TIAKaTeH IICOPUAZKC ChC CHITHTCTRAII ICOPHA3UC HA PHLETE H/UIN KpaKaTa, KOUTO ca
KaHIUJATH 32 CHCTEMHA Tepanus B paHIOMHU3UpaHo ABorHocsAno npoyuBane (IIpoyusane 111 Ha
TICOpPHA3HNC).

B npoyusane | na nicopuaszuc (REVEAL) ca onienenn 1 212 manmeHTH B paMKUTE Ha TPH IEPHOIA HA
nedenue. B mepuos A, manmeHTuTe ca moidy4yaBaiy uianebo wim aganumymad B HawaimHa 1o3a 80 mg,
nocneaBana ot 40 mg npe3 cenMuIa, eHa CeMUIA Clle] HadanHarta no3a. Cinen 16 ceqmuny Ha
JIieYeHHE MAMEeHTHTEe, KOUTO ca mocTurHaiu otroBop 75 mo PASI (omenka Ha PASI ¢ mogo6penue ot
Hai-MaiKo 75% crpsiMo U3XOJHOTO HUBO), Ca Ce BKIIFOYMIIN B epro b u ca moiywaBanu mo3a mo
oTBOpeH eTukeT oT 40 mg ananumymab npes cenmuna. [lanmenTure, KOUTO ca MOJIBPKAIU OTTOBOP
> 75 no PASI B Ceamunia 33 u mbpBOHAaYaTHO ca OMIIM paHAOMU3UPAHH HA aKTUBHA Tepalus B
nepuoa A, ca OWJIM IOBTOPHO paHIOMHU3UpaHu B iepuoj B na monyuasat 40 mg aganumymat mnpes
CceaMuIla Wi miarne6o 3a qombaHuTeH 19 ceqmuru. Cpel BCHUKH TePAeBTUIHH TPYITHA CPEITHUST
pesynrar o PASI na uzxonno HuBo e 6uin 18,9, a pesynratsT ot ['mobanHaTa oneHKa Ha JIeKapst
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(PGA) Ha U3X0IHO HHUBO € Bapupal OT ,,yMepeHu" (53% OT BKIIIOUEHUTE YIaCTHHIIN) /IO ,, TEKKHU
(41%) o ,,MHOTO TEXKHU* (6%).

[Tpoyusane Il Ha ncopuazuc (CHAMPION) cpaBnsBa edrkacHOCTTa U 0€30MacHOCTTa Ha
aganmumymab cnpsavo metotpekcat (MTX) n mmane6o nipu 271 namuentn. [lannenture ca
noTydaBai rane6o, Hadanaa go3a MTX 7,5 mg, a ciien ToBa mo3ata ce ysenuuana g0 Cenmura 12,
¢ MakcuMallHa J1o3a 25 mg win HadyaiHa j1o3a 80 mg aganumyma0, mocieaBana ot 40 mg npes
ceaMuIia (KaTo ce 3armovHe eIHa CeAMHUIIa CIie]] HadaaHaTa 103a) B IPOIbIDKEHNE Ha 16 cenMuIIn.
Hsama nannaan nanam, cpaBHsaBamm agamnMymad 1 MTX cnex 16 cenmuuna tepamnus. [lanuenT,
nosyuyaBarm MTX, kouto ca mocturHaim otroBop > 50 mo PASI B Cenmuna 8 u/unu 12, He ca
MIOJTYYWJIH JOIBJIHATEITHY YBEIHMUEHUS Ha no3ata. Cpell BCUYKY TEPAIeBTUYHH TPYIU CPETHUSIT
pesyntat o PASI Ha m3xomno HEBO € Omi 19,7, a pesyntarsT ot [ moOanHaTa olieHKa Ha JeKaps
(PGA) Ha U3X0HO HHUBO € Bapupai oT ,Jieku™ (< 1%) na ,,ymepenu (48%) no ,,rexku’ (46%) 10
,»MHOTO TE&XKHU" (6%).

[larmenture, yaactBamm BB Bcnuku Daza 2 u daza 3 mpoydyBaHus Ha TICOPHA3HC, ca OWIIH OIICHEHU
KaToO MOAXO0AIN 3a BKIIFOYBAHE B OTKPUTOTO IMPOABJDKEHUC HA IIPOYYBAHETO, ITPU KOCTO Ca

MOJTy4JaBaIH afaruMyMal Hali-Manko 108 JOITbIHUTENHN CeIMUITH.

B npoyusanus [ u Il Ha ncopuaszuc ocHOBHaTa KpaiHa TOYKa € JeIbT Ha ITALUEHTUTE, KOUTO Ca
MOCTUTHAIIU OTroBOp 75 mo PASI cnpsimo u3xoanoTo HUBO B Cenmuria 16 (k. Tabmumm 9 u 10).

Tabauua 9: Ps npoyuBane I (REVEAL) — pe3yarartu 3a epukacHoct Ha 16-aTta ceamuua

Inauedo Ananmumymat 40 mg npe3
N =398 ceaMuIa
n (%) N =814
n (%)
> PASI 752 26 (6,5) 578 (70,9)°
PASI 100 3(0,8) 163 (20,0)°
PGA: YncTo/MHHMMAJHO 17 (4,3) 506 (62,2)°
 IIpoueHThT nanyenTy, focturaanu PASI 75 otroBop, ca H34MCIIEHN KaTO KOPUTHPaHa 110
LIEHThpa YeCcToTa
®p <0,001, aganumymab cpsamo miane6o

Tadauua 10: Ps npoyuBane I (CHAMPION) — pe3yaTaTtu 3a epukacHoct Ha 16-aTa cenmuna

Ilnauedo MTX Ananumymab
N =53 N =110 40 mg npe3
n (%) n (%) ceaMMIA
N =108
n (%)
>PASI 75 10 (18,9) 39 (35,5) 86 (79,6) ~°
PASI 100 1(1,9 8 (7,3) 18 (16,7) >
PGA: 6 (11,3%) 33 (30,0) 79 (73.1) &°
YucTo/MUHUMAJTIHO

8p < 0,001 apanumymad cpsiMo 1ianeco

®p < 0,001 ananumMymab cpssMo METOTpEKCAT
*p < 0,01 aganumymad crpsamo rianedo

"p < 0,05 aganuMymad cpsMo METOTpEKcar

B npoyuane I Ha nicopuasuc, 28% oT nmanueHTuTe, KOUTo ca ouiu ¢ otroBop 75 mo PASI u ca 6unun
MOBTOPHO paHpoMu3upany Ha marebo B Cenmuna 33, B cpaBHeHHe ¢ 5% npoasmkiay Ha Hukyndra,
p < 0,001, ca nokazanu “3ary6a Ha 3agoBoiutesieH oTroBop” (PASI pesynrat cinen Cenmuna 33 u
caen toBa wiu npeau Ceamuna 52, nocturdanu 10 < PASI 50 oTroBop, ChbOTHECEH KbM U3XOAHOTO
HUBO, C MUHUMYM 6-ToukH yBenmdeHue Ha PASI pesynrara, chotHecer kbM Cenmuma 33). Ot
NAallMEHTUTE, KOUTO ca 3aryOmIn aJleKBaTeH OTIOBOP CJIe]] IOBTOPHA paHIOMHU3aIMsl KbM I1Ianebo,
KOUTO CJIC]] TOBA Ca C€ BKIFOYHIIN B MPOIBIHKCHUETO HA U3IMUTBAHETO C OTBOPCH-ETHKET, 38% (25/66)

129



u 55% (36/66) ca noyunim oTHOBO 0TroBOp 75 1o PASI chotBeTHO ciienn 12 u 24 ceamuiy Ha
MOBTOPHO JICUCHUE.

O6mo 233 nanuentu ¢ otroBop no PASI 75 B Cenmuua 16 u Cenmuna 33 ca nomyuwin
MPOABIDKUTEIHO JISYeHNE ¢ aganuMymad 3a 52 ceqMuIm B mpoydBaHe | Ha mcopuasmc, u ca
MPOABIDKHITN aJaTMMyMal B OTKPUTOTO MPObIDKeHne Ha mpoyuBaneTo. PASI 75 nu PGA 3a
OTYETIINBY WJIM MUHUMAJTHH MTPOIEHTH Ha OTIOBOP MPU TE3H MAIUEHTH ca OWIU ChOTBETHO 74,7% U
59,0% cnen omme 108 cemmum Ha Tepanus ¢ OTBOpeH eTukeT (00110 160 ceamumn). B ananms, mpu
KOHTO BCHYKH MAlMEHTH, KOUTO Ca OTIaTHAIIN OT MPOYYBAHETO 32 HEKENAHN CHOMTHS WIIH JIUIICA Ha
e(UKacCHOCT, W KOUTO Ca C HapacTBalla 1032, ca OWiIK NpereHeHn KaTo HeoTroBopuid, kato PASI
75 u PGA ¢ 0TYETIMBY WM MUHUMATHH MTPOICHTH HA OTIOBOP MIPU TE3U MAIMESHTH ca OWITH
chOTBETHO 69,6% 1 55,7% cnen nompaauTenHa 108-ceamuana Tepanwst ¢ 0TBOpeH eTukeT (000 160
CEIMUIIN).

00610 347 manueHTH ChC CTa0MIIEH OTTOBOP Ca YYacTBAJIH B OIICHKA Ha OTTETJISTHE W TIOBTOPHO
JIeYeHUe B €THO OTKPUTO MPOIBIDKEHNE Ha poy4uBaHeTo. [lo Bpeme Ha mepro/ia Ha OTTETIISHE,
CHUMIITOMHUTE Ha MICOPUA3KC CE BPBIIAT C TeUEHHE Ha BPEMETO ChC CPEIHO BPEMe JI0 PELUANB
(otkmonenue kpM PGA ,,ymMepeHn** niu mo-aommm) npudimmsutenHo 5 Mecena. Hukoit ot te3n
MAalMEHTH He € MMall Bh3BPBIIAaHe Ha pe3yaTara 10 BpeMe Ha repruoja Ha oTreryisine. O6mo 76,5%
(218/285) ot manueHTHTE, KOWTO Ca BIIC3JIM B IIEPHO/IA HA TIOBTOPHO JICUECHHE, Ca UMAJIH ,,0TUETIINB
WiIn ,,MUHUMaNIeH* 0TToBOp Ha PGA cnesn 16 cemMuiiu Ha TOBTOPHO JICUCHHUE, HE3aBUCUMO JIaJTH ca
peIuInBrpaly 0 BpeMe Ha oTTersistHeTo (69,1%[123/178] u 88,8% [95/107] chOTBETHO 32 MAIHEHTH,
KOHTO ca pelUIUBHPAIIA U KOUTO HE ca PEIUIUBHPAIU 10 BpeMe Ha Mepuoja Ha oTTerisHe). [lomoben
npo¢hri1 Ha 0€30MAaCHOCT € Ha0JII0IaBaH 110 BPpeMe Ha MOBTOPHOTO JICUCHUE, KAKTO TIPEIH
OTTETIISTHETO.

3naunrtennu nonoodpenus B Ceamuna 16 ot M3X0THOTO HUBO B cpaBHeHHe ¢ manedo ([Ipoyusanus |
u II) u MTX (Ilpoyusane II) ca nemoncrpupanu B DLQI ([depmaTonoruden nHAEKC 3a Ka4ecTBO Ha
*UBOT). B poyuBane | monoOpenusita B 060011eHNTE pe3ynTaTy 3a GU3NUECKU U TICUXUYECKH
KoMIoHeHTH Ha SF-36 ¢hI10 ca Ouiy 3HAYUTETHHU B CPaBHEHHUE C mu1ane0o.

B eqHO mpogbmkeHrE HA MMPOYYBAHETO C OTBOPEH €THUKET 3a MAIMEeHTH, IIPU KOUTO J103aTa €
nosuuieHa ot 40 mg npe3 ceamuia 1o 40 mg cenmuyuHo nopaau otrosop no PASI nox 50%, 26,4%
(92/349) u 37,8% (132/349) ot nauuentute ca nocturdanu orrosop PASI 75 crorBetHo B Cenmuiia
12 u 24.

[Mpoyusane 11l Ha ncopuazuc (REACH) cpaBHsiBa edpukacHOCTTa 1 Ge30MAaCHOCTTA Ha ajaTuMymMad
cnpsimo Tane6o npyu 72 MalueHTy ¢ YMEPEeH 0 TeKbK XPOHUUEH IICOPHA3HC C IIAKH B KOMOMHAIHS
C TMCOpHUA3KC HAa PBIETE W/WIH cThlanara. [larueHTHTe ca moydaBaid HadaimHa jgo3a 80 mg
aganuMyMa0, mocaeaBana oT 40 mg mpe3 ceamuIla (KaTo ce 3armovBa eIHa CeMUIIa clie]] HadajHaTa
Jo3a) i 1iare6o 3a nmepuos ot 16 ceqmuru. B Cenqmuria 16 cTaTUCTHYECKH 3HAYUMO TTO-TOJISIM IS
OT MAaIUEHTHUTE, KOUTO Ca TOJTyJYaBalid aadTuMymMa0, ca mocturHany PGA ,,0T4eTuB® Wi ,,[I04TH
OTYETJIMB" 32 pBIIETE W/WIIM CThIIaJIaTa B CPABHEHHUE C MALUEHTUTE, KOUTO Ca MOy4aBain mianedo
(cvotBeTHO 30,6% crpsimo 4,3% [p = 0,014]).

[Ipoyusane IV Ha ncopuasuc cpaBHsABa epUKacHOCTTa U 0€30MaCHOCTTA HA alaNuMyMad cnpsamo
utane6o mpu 217 Bb3pacTHU MAIMEHTH C YMEPEH JI0 TEKBK ICopHa3rc Ha HOKTuTe. [lanmeHTuTe ca
MTOJTYYHUTA HadastHa 103a oT 80 mg aganmmymad, mocieaBana ot 40 mg mpe3 ceamuIia (¢ Hagaio eaHa
ceIMUIIa CJIel] HadalHaTa 7103a) WK Iuane0o B IpOIbIDKEHUE Ha 26 CEIMUIIH, TTOCIEeIBAHO OT
OTKpHTa Tepamnus ¢ axanruMymad 3a omie 26 cenmunu. OIEHKUTE Ha ICOPUA3UC HA HOKTUTE BKIFOYBAT
Monudunmpanns HHAEKC 3a TeXeCT Ha rncopuasnca Ha HokTute (MNAPSI), ObmaTa ornenka Ha
nekaps 3a ricopuasuc no Hoktute (PGA-F) u nnaekca 3a Texect Ha rnicopuasuca Ha Hoktute (NAPSI)
(Bx. Tabnuua 11). Ananumymal 1eMOHCTpUpA 1032 OT JIYEHUETO MPH MAlKUEHTH C ICOPHA3HC Ha
HOKTHTE C pa3iIMdHa CTeTeH Ha KOoxKHO 3acsirane (BSA > 10% (60% ot mammentute) 1 BSA < 10% u
> 5% (40% ot mareHTuTe)).
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Tadoauua 11: Ps npoyuBane IV — — pe3yarartu 3a epuxacHoct Ha 16-aTa, 26-ata u 52-para

ceIMHULIA
Kpaiina Touka Cenmuna 16 Cenmuna 26 Cenmuna 52
Inanedo-koutTpoaupano | Ilimane0o-KOHTPOJMPAHO OTtkpuro
Ananumymad Ananumymadé | Agaaumymad
Inane6o | 40 mg mpe3 IMnanedo 40 mg npe3 40 mg npe3
N =108 | ceamuua N =108 ceaMuIA ceaMuIA
N =109 N =109 N =280
> 75 mNAPSI (%) 2,9 26,0% 3,4 46,6 65,0
PGA-F 2,9 29, 7% 6,9 48,9 61,3
YHUCTO/MUHUMAITHO
> 2-CTereH Ha
nonobpenue (%)
OO0m1a npoMsiHa B -7,8 -44.,2°2 -11,5 -56,22 -72,2
MPOLICHTH Ha
TICOpUa3HC Ha
HOKTHUTE Ha PBLETE,
NAPSI (%)
8 p <0,001, amanumymad cnpsimo mianedo

[ManuenTHTe, JIEKyBaHH C agaTuMyMa0, MOKa3BaT CTATHCTHYSCKU 3HAYUMHE o00peHus B Ceqmuiia
26 B cpaBHeHue ¢ ianebo B DLQIL

THoen xuopadenum

bezonacHocTTa M eMKacHOCTTA HA aAaIMMyMal ca OIICHEHU B paHJIOMU3UPAHHU, JIBOHHOCIICIIH,
1a1e00-KOHTPOJUPAHU IPOYUBAHMS U €IHO YABHKCHO OTBOPEHO MPOYYBAHE MPH Bb3PACTHU
MAIMEHTH C YMEPEH JI0 TeXbK [ X, KOUTO ca UMaJi HEOHOCUMOCT, TIPOTHBOIIOKA3aHUE HITH
HEJIOCTATHYCH OTIOBOP Ha Hal-MaJKO 3-Mece4eH MPoOCeH Mepro/] Ha CHCTEMHA TePAITUs C
antuOunoruny. [Tanmenture B I'X-1 u I'X-I1 ca umanu 3adonssane cranuii 11 uinu 111 mo Hurley ¢ Haii-
MaJIKo 3 abcleca WK Bb3IaIUTEIHN Bh3IIH.

IIpoyuBane I'X-1 (PIONEER I) ouensisa 307 manmeHT ¢ 2 nepruona Ha jedenue. B mepuon A
MAIMEHTUTE TOJIy4aBarT Ianedo win agaauMymad rnpu HadaiHa jno3a 160 mg B Cenmuna 0, 80 mg B
Cenmua 2 n 40 mg Bcska cenMuiia, 3anouBaiiku ot Cenmunia 4 o Ceamuma 11. Ynorpebara Ha
CBHITBTCTBAIIH AaHTHOMOTHUIIM HE € OWiia paspelieHa 1o BpeMe Ha rnpoyuBaneto. Cnen 12 cenmuiu
JIeYeHUe MAllMeHTUTEe, KOUTO ca MOJyYyaBajly afalnMyMal B mepuoa A, ca Oy MoBTOPHO
pannomusupanu B nepuon b B 1 10 3 rpynu Ha nedyenne (amamumymad 40 mg Besika ceqMuIia,
aganmumymab 40 mg nipe3 ceamuna win mianebo ot Ceaqmuna 12 o Ceamumna 35). [lanuenture, KOUTo
ca OuIM paHIOMH3UpaHu Ha iane6o B [lepuoa A, ca Ouitu pasnpenesieHH Aa rmojyyaBaT ajaiuMymad
40 mg Bcsika cenmuiia B [lepuoy b.

IIpoyuBane I'X-II (PIONEER II) oniensiBa 326 manuenTH ¢ 2 neproja Ha jedenne. B mepuon A
MaIMEeHTUTE TIOTyJaBar Iare6o wim aganmumMymad mpu Hadanaa 1o3a 160 mg B Ceqmura 0, 80 mg B
Cenmuna 2 u 40 mg Bcsika cenqmuua, 3anousaiiku ot Ceamuna 4 go Cenmuna 11. 19,3% ot
MAIUEHTUTE ca MPOABIDKHUIIN U3X0IHATA MepopallHa AHTUOMOTHUYHA TepaIus 10 BpeMe Ha
npoyuBaHeTo. Cren 12 ceqMuIm JeUeHNE MAIMEHTUTE, KOUTO ca MOJIyIaBaIHA aJaIMMyMad B TIEPHOJT
A, ca OniM OBTOPHO paHIoMu3upanu B iepuoa b B 1 1o 3 rpynu Ha neuenue (ananumymad 40 mg
BCsKa ceaMuIia, ananumymat 40 mg npes ceamuna wim 1wiane6o ot Ceamuna 12 go Ceamua 35).
[TanueHTHTE, KOMTO ca OMJIM paHJIOMU3MPaHU Ha 1iane6o B [leproa A, ca OuiIn pasnpeneacHu 1a
nosrydaBat mane6o B [lepuon b.

ITammmentute, yuactBanty B ipoyuBanms [ X-1 u I'X-1I, ca 6uim moaxomsmy 3a ygacTie B OTKPUTO
MPOJB/DKEHUE Ha MPOYYBaHETO, B KoeTo amanuMymad 40 mg ce e npuiaran Beska ceamuia. CpenHarta
€KCIO3MLMS BB BCHUKH MOMYJIALNH ¢ aganumyma0 e ouna 762 quu. Ilo Bpeme Ha Bcuukure 3
MIPOYYBAHUS MALMEHTUTE Ca U3IMOI3BAIH €XEAHEBHO JIOKAJIHA AaHTHCENTUYHA IPOMUBKA.
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Knunuuen omeosop

HamansBaneTo Ha BB3MAIMTEIHUTE JIS3HH M IPEBEHIMATA Ha BIIOIIABaHe Ha aOCIECUTE U
JpeHupamuTe GUCTYIU € OLIEHEHO ¢ TIOMOLITa Ha KJIMHUYEH OTTOBOP 32 THOCH XUAPaJECHHUT
(Hidradenitis Suppurativa Clinical Response, HiSCR; Haii-manko 50% HamaneHnue Ha oOuust abcuec u
Opos Ha BR3MAIUTEIHUTE B3I 0€3 yBeTHUeHne Ha Oposi Ha abcuiecuTe u Oe3 yBelInmueHne Ha Opost Ha
JpeHupaImuTe GUCTYIN CIPsSMO H3XOAHOTO HUBO). HamansBanero Ha cBpp3aHara ¢ I'X koxxHa Ooika
e oreHeHo ¢ nomolura Ha [{udposa ckana 3a oleHKa MpH NaMEHTH, KOUTO Ca BJIE3H B IPOYYBAHETO
C HayYaJIeH pe3yiTar oT 3 Win MmoBede TOUKH 1o 11-ToukoBa ckaia.

3HAYUTEITHO MO-TOJISM MPOIICHT OT MAIIMSHTHUTE, JICKYBaHU C aJaIuMyMal, 6 cpasHeHue C Te3H Ha
miane6o, ca mocrurHasnu HiSCR B ceamuiia 12. 3Ha4UTEITHO MO-TOJISIM TPOIICHT OT HAIIMSHTUTE B
npoyuBaHeTo [ X-II mmMaT KIMHUYHO 3HAYNMO HaMaJleHHe Ha CBhp3aHara ¢ [ X koxkHa Oonka B
ceamuna 12 (Bx. Tabnuna 12). [NaruentuTe, 1eKyBaHU ¢ afamuMymad, ca UMad 3HAYUTEITHO
HaMaJICH PUCK OT 000CTpsIHE HA 3a00JIIBaHETO MO BPEME Ha IbPBUTE 12 CEAMMIIU OT JICUCHUETO.

Ta6auna 12: Pesynrtaru 3a epukacHoct Ha 12-aTa cegmuna, npoyuBanus I'X T u Il
IIpoyuBane I'X 1 IIpoyusane I'X 11
Ilnanedo Apanumymad Inanedo Ananumymad
40 mg 40 mg
ceIMHYHO ceIMMYHO
Knuanden orroBop npu N =154 N =153 N =163 N =163
THOCH XMIPAACHUT 40 (26,0%) | 64 (41,8%)" 45 (27,6%) 96 (58.9%)™"
(HISCR)*
> 30% HamansBaHe Ha N =109 N =122 N =111 N =105
KOKHaTa 6onka’ 27 (24,8%) | 34 (27,9%) 23 (20,7%) 48 (45,7%)™
“p < 0,05, "p < 0,001, ananumymab cnpsmo miane6o
& Cpen BCUYKH paHIOMHU3UPAHH MAlEHTH.
® Cpen manmeHTH ¢ M3X0JIHA OIIEHKA Ha CBbp3aHata ¢ I' X koxHa 6oska > 3, Ha Gasara Ha Uuciosa
ornenruna ckama 0 — 10; 0 = 6e3 xokHa 60aka, 10 = BE3MOKHO Ha-ToIIaTa KO)KHA OOJIKA.

Jleuenneto ¢ aganumymad 40 mg Bcska ceIMUIIA 3HAUNTEITHO HAMANISIBa PUCKa OT BJIOIIABaHE HA
abcliecuTe 1 ApeHUpane Ha puctynure. [IpruOnu3nTeTHO Ba BT MOBEYE € JACTbT Ha MAllUeHTUTE B
miare6o rpynara npe3 mspBuTe 12 cenmunm Ha poyusanusaTa ' X-1 u ['X-11 6 cpasnenue ¢ Te3u B
rpymnara Ha aganuMyma0, KOUTO ca MMalli BiolraBaHe Ha abcuecute (crorBeTHO 23,0% cpemty 11,4%)
u nperupane Ha ¢pucrynute (cbotBetHO 30,0 % cnpsamo 13,9%).

B Cenmuna 12 e Omito JeMOHCTpHUPAHO MO-TOJIIMO TOJOOpEHHE OT U3XOIHOTO HUBO B CPaBHEHHE C
w1ane0o B cneun(puIHOTO 32 KOKaTa, CBBP3aHO ChC 3/[PaBETO KAUECTBO Ha KHMBOT, U3MEPEHO Upe3
Jepmaronoruunust HHAEKC Ha kKadecTBO Ha xuBOT (Dermatology Life Quality Index, DLQI;
npoyuBanus ['X-1 u I'X-1I), B o0miara y1oBIeTBOPEHOCT Ha MaIMEHTa OT JICUEHUETO C JICKAPCTBEHUS
NPOIYKT, U3MepeHa upe3 BrrpocHuKa 3a yZ0BIETBOPEHHE OT JICYEHHETO — JIEKapCTBEHH MPOAYKTH
(Treatment Satisfaction Questionnaire — medication, TSQM; npoyuBanus I'X-I u I'’X-1I), u BbB
¢dusnyecko 3apase, M3MEpEHO Upe3 00o0IIeHaTa oleHKa 1o (pu3nveckaTa KomrnoHenta Ha SF-36
(mpoyuBane ['X-1).

IIpu marueHTH C MOHE YacTH4YeH OTroBop Ha amamumymad 40 mg cemmuano B Ceamuiia 12, gectorara
Ha HiSCR B Cenmuna 36 e mo-BUCOKa MPH MAIUEHTH, KOUTO Ca MPOIBIDKUIN CEIMUYHO ITPHEMaH
aganmuMymMal, OTKOJIKOTO NPY MAIMEeHTH, PU KOUTO YeCTOTaTa Ha JIO3UpaHe € Ouiia HaMalieHa TIpe3
CEMMIIA, UK TIPH KOMTO JICUSHUETO € Onito orrerieHo (Bx. Tabnuma 13).

Tadauna 13: Jsan na nanuenture®, nocrurunann HiSCR® B cexmunu 24 u 36 caen
NnpeHa3HaYaBaHe HA TePanusTa HA €IMH BT ceAMUYHO agaanmymadé B Ceqmuna 12
IL1auneoo Ananumyma6 40 mg Ananumyma6 40 mg
(oTTeryusine oT npe3 ceaAMMIA ceIMMYHO
JIe4eHHM ETO) N=70 N =70
N =73
Cenmmua 24 24 (32,9%) 36 (51,4%) 40 (57,1%)
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Cenvuua 36 | 22 (30,1) | 28 (40,0%) | 39 (55,7%)

2 [lanMeHTH C TOHE YaCTHYCH OTrOBOp Ha anannmMymad 40 mg ceqMuuHO cien 12 ceaqMuim
JIeYCeHHE.

[MatmeHTHTE, OTTOBAPALIN HA KPUTEPUHTE, TOCOUYCHH B MPOTOKOJIA, 3a 3ary0a Ha OTTOBOP WIIU JIUIICA
Ha ogo0peHue, € TPsOBaJIo 1a MPEKPATAT yIaCTHETO CH B IPOYYBAHUATA M Ca OTYETCHHU KAaTO
HEOTTOBOPHIIH.

Cpen manueHTuTe, KOUTO Ca UMaJi MIOHE YaCTHYHO noBiusBaHe B Ceamuna 12 u KOUTO ca
MOJTyJaBaJIM HEMPEeKbCHATA CEAMIYHA Tepanws ¢ agannmymab, nporeHTsT Ha HiSCR na Cenmuna 48
e 68,3%, a B Cenmuria 96 — 65,1%. Ilo-mearocpouHo nedenne ¢ ananumymad 40 mg ceqMudaHo 3a 96
CEJIMMIIA HE YCTAHOBU HOBH JIaHHU 32 0€3011aCHOCTTA.

Cpen manueHTnTe, 9MeTo JIedeHne ¢ anannMymad e Omno npekpareno B Cenvuna 12 Ha
npoyuBanusTa ['X-1 u ['’X-1II, npouentst Ha HiSCR 12 ceqmunu ciex HOBTOPHO 3all0uBaHe Ha
neuyeHue ¢ aganumymad 40 mg BeIHBXK CEAMUYHO Ce€ BPbBILA O HUBA, CXOJHH C HAOIIOAaBaHUTE
npeay npekparsBaHeTo My (56,0%).

Bonecm na Crohn

besomacHocTTa M edukacHOCTTa Ha aganuMyMad ca oueHeHH rpH Hay 1 500 mamuenTy ¢ ymepeHa 1o
TeXKa akTuBHA 00j1ecT Ha Crohn (MHIEKC Ha akTUBHOCTTA Ha Oojyectta Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450) B paHIOMH3HPaHH, TBOWHOCIEIIH, IUTale00-KOHTPOINPAHU
Impoy4BaHu. Pa3pCIHCHI/I Ca ChIIbTCTBAIIIU CTa6I/IHHI/I 031 aMUHOCAIIMIIIaTH, KOPTUKOCTECPOUIN
W/WIIM UIMyHOMOAYIupaiiy cpeactsa u 80% OT nanyeHTUTe ca IpoIb/DKIIN 12 TIOIy4YaBaT [IOHE eIUH
OT TE3H JIEKAPCTBEHH MPOAYKTH.

Breexxnanero Ha knmuHnYHA pemucus (nedurnpana kato CDAI < 150) e oneHeHO B iBe TpOyYBaHUS,
npoyuBase [ Ha CD (CLASSIC I) u npoyuBane II ra CD (GAIN). B npoyusane [ mHa CD 299
HenekyBanuTe ¢ TNF-aHTaroHUCTH MalMeHTy ca OWIM PaHJOMHU3UPAHH B €JHA OT YSTHPUTE TPYIIH 3a
nedenue; manedo B Cenmuru 0 u 2, 160 mg aganmumymad B Ceqmura 0 u 80 mg B Cenmumnia 2, 80 mg
B Cenmuna 0 u 40 mg B Cenmuua 2 u 40 mg B Ceamuna 0 u 20 mg B Cenmuua 2. B npoyusane Il Ha
CD 325 manuenTty, KOUTO ca IMald 3aryda Ha OTTOBOP WJIM UMAT HEMIOHOCHMOCT KbM WHQIIUKCHUMAO0,
ca paHJ0MU3MpaHH Ja noyydasaT win 160 mg ananumymad B Ceqmuiia 0 u 80 mg B Ceamuna 2 uinu
rtane6o B Ceqmunu 0 u 2. [IppBHYHUTE HEOTTOBOPHIIM Ca U3KITIOYSHH OT MTPOYYBAHUATA U 3aTOBA
TE3H MAIMCHTH HE Ca OIICHSIBAHU JIOIIBJIHUTEITHO.

[MogawspxaHeTo Ha KIMHAYHA peMucus e oneHeHo B npoyusane III na CD (CHARM). B npoyuBane
[II a CD, 854 nanuenTu ca nony4yaBaiu orBopeHo 80 mg B Cenmuua 0 u 40 mg B Cenmuua 2. B
Cenmuira 4 marueHTUTe ca pagaoMusupany Ha 40 mg npe3 ceamura, 40 mg Besika ceMuIia wid
tane6o ¢ 00Ia MPOABIKUTEIIHOCT HA TIPOYYBAHETO 56 ceamunu. [lanmeHTuTe B KITMHIUYEH OTTOBOP
(normxenne Ha CDAI > 70) B Cenmuna 4 ca ctpatuUIIMpaHy U aHATH3UPAHU OTAEITHO OT TE3H,
KOWTO HE ca B KiimHN4YeH oTroBop B Cenmuria 4. KopTUKOCTEpOUIHOTO HAMANISIBAaHE HA J103aTa €
paspemieno ciex Ceamura 8.

B Tabxuua 14 ca npeacraBeHr HHAYKIHUATA HA PEMUCHS M YECTOTUTE Ha OTTOBOpa B IpoyyBaHe I Ha
CD u npoyusase Il na CD.

Tabanna 14: Uaayknms Ha KIMHUYHA PEMUCHSI H OTTOBOP (ITPOLEHT MANMEHTH)

IIpoyuBane I Ha CD: nanuenTn, Mpoyusane Il na CD:
NaluueHTH, NPeAX0IHO
HenpueMaau HHPpIMKCUMa0
npHeMaTu HHPpJIMKCHMad
Apaimmymad | Ananumymad Ananumymad
g{a;‘jﬁ" 80/40 mg 160/80 mg Il\}fal‘g;ﬁ" 160/80 mg
B N=75 N =76 B N = 159
Cenmuna 4
Knuanuna 12% 24% 36%" 7% 21%"
pemMucust
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Knunnuen
otroBop (CR-
100)

24%

37%

49%" 25%

38%™

Benuku p-cToiHOCTH ca YM(THU cpaBHEHUS HA POMOPLUUTE 32 aanuMyMad cpsMo mane0o

*p<0,001
“p<0,01

[NomoOHM yecToTH Ha peMHCHS ca HaOIr01aBaHy Npy BhBexkaammute pesxumu 160/80 mg u 80/40 mg
kbM Cenmuia 8, a HeXKeTaHuTe ChOUTHS ca HaOIIo1aBaHu M0-4ecTo B rpymnara Ha 160/80 mg.

B mpoyusane 11l Ha CD, B Cenmuua 4, 58% (499/854) ot nauueHTute ca OMny B KIMHAYEH OTTOBOP H
ca OlleHEeHH B MbpBHYHUS aHan3. OT Te3u ¢ KIuHUIeH oTroBop B Cenmuma 4, 48% mpenu ToBa ca
o m3noxenn Ha apyru TNF-anraronnctu. [logappixkaneTo Ha peMHUCHSITa U YECTOTHTE Ha
0TroBopa ca npenctaBeHu B Tabnuna 15. PesynraTute oT KIIMHUYHATA PEMHICHS OCTaBaT OTHOCUTEIHO
MOCTOSTHHM, HE3aBUCUMO OT IpejiecTBamiara ekcno3uuusa Ha TNF-anTaronucr.

XocnuTranu3aluuTe U ONEePaLUKUTE, CBEP3aHU ChC 3a00JISIBaHETO, Ca CTATUCTUYCCKH 3HAYUMO
HaMaJIeHU C afaauMymal B cpaBHeHHE ¢ mianedo B Ceamuna 56.

Ta6auna 15: logabp:kaHe HA KIMHUYHA PEMHCHUS ¥ OTTOBOP (MPOLEHT NAIMEHTH)

Maaneso 40 mg aganumymad | 40 mg axaaumymao
npe3s ceMUIA BCSIKA CEIMUIIA

Ceamuna 26 N =170 N=172 N =157
KiMHW4HA peMucus 17% 40%" 47%"
Kiuaunuen orrosop (CR-100) 27% 52%" 52%"
[MauuenTu B cBOOOIHA OT 3% (2/66) 19% (11/58)™ 15% (11/74)™
cTepouy peMucus 3a > 90 gan®
Ceamuna 56 N =170 N=172 N =157
Knvauuna pemMucus 12% 36%" 41%"
Kiuanuen orrosop (CR-100) 17% 41%" 48%"
[MaumenTn B cBOGOJHA OT 5% (3/66) 29% (17/58)" 20% (15/74)™
cTepouii peMucus 3a > 90 qan®

“p <0,001 3a unTHUTE CpaBHEHHS HA CHOTHOIIEHUSATA AMATMMyMab CIIPAMO TUIAe6o
" p < 0.02 32 yndTHUTE CPaBHEHHUS HA CHOTHOLIEHUATA AATMMyMab CIIpsAMO MIanedo
% OT NALMEHTHTE, TIOJTYYaBAIM KOPTUKOCTEPOUIN HA U3XOIHOTO HUBO

Cpen manueHTuTe, KOUTO He ca uManu otroBop B Cenmuria 4, 43% OT marueHTUTe Ha MO TbPIKAIILl
aganuMyMmao, ca umanu otroBop A0 Cenmuiia 12 B cpaBuenue ¢ 30% OT mManueHTruTe Ha MO IBPIKAII0
rtane6o. Te3u pe3ynraTu Mpearoarar, 4e HIKO! MallueHTH, KOUTO He ca IMaJli OTTOBOP JI0
Cenmuira 4, mMart 1mos3a oT MPOoIkDKaBaHe Ha MoaabpKkamaTa tepanus 10 Cenvuna 12. Tepanwusita,
MPOIBIDKUIIA TIOBEeUEe OT 12 ceaMuIin, He TOBEXAa IO 3HAUUTEITHO ITOBEYE OTTOBOPH (BK. TOUKA 4.2).

117 ot 276 naunentu ot npoyusase | Ha CD u 272 ot 777 nauuentn ot npoyusanus Il u Il na CD ca
MIPOCIIEZICHH B TIPOABIDKEHIE Hall-MaIKo Ha 3-TOIUITHA OTKpUTA Tepanus ¢ agammMmyMad. 88 u 189
NalUeHTH, ChOTBETHO, Ca MPOABDKMIN J1a OBbIAT B ChCTOSHUE HA KIMHUYHA pemucust. KimnauueH
otroBop (CR-100) e momabpkan choTBeTHO Tipr 102 1 233 narnueHTy.

Kauecmeo na oicusom

B npoyusane I u npoyusasne Il na CD, craTucTiuecky 3Ha4MMO NOJ0OpEeHHE B OOLIMSI PE3yTaT 1o
crier(pUIHUs 3a 00JIECTTa BLIIPOCHHUK 33 Bh3MAIUTEIHNTE 3a00ssiBanus Ha yepBata (IBDQ) e
nocturiaro B Cenmuiia 4 npy HalMeHTH, paHIOMHU3UpaHu Ha aganumymad 80/40 mg u agaaumymad
160/80 mg B cpaBHEeHue ¢ mianedo, u To ¢ HadaroxaBano B Ceqmurm 26 u 56 B npoyusasne 111 Ha CD,
KaKTO U Cpell TPYIHTE 3a JIeueHHe C afaauMyMal B CpaBHEHHE C rpyraTa Ha mianedo.
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Yayeposen xonum

be3onacHocTTa M e(hUKAaCHOCTTAa HA MHOTOKPAaTHH 03U aJaiuMyMal ca OLIEHECHH IIPU Bb3PacTHU
MAaIMEHTH C YMEPEH JI0 TeXbK aKTUBEH YJIIEPO3eH KOJHT (olieHKa 1o Mayo ot 6 o 12 ¢ eHmockoncka
MOJOLEHKA OT 2 70 3 ) B paHAOMH3HPaHH, IBOHHOCIIEIH, I1ale00-KOHTPOIUPAHU IPOYUBAHHSL.

B npoyuBanero UC-I 390 HenexyBanu ¢ TNF-aHTaroHuCTH ManieHTy ca paHIOMI3UPaHH /1a
nonyuasaTt miane6o B Cenmunu 0 u 2, 160 mg aganumymab B Cenmuna 0, mocieasano ot 80 mg B
Cenmua 2, umn 80 mg ananumymad B Cenmuna 0, mocneasado ot 40 mg B Cenmuna 2. Cren
Cenmuria 2 maneHTUTE U B IBETE TePaNeBTHYHU IPYITH Ha aganuMyMab morydasat 40 mg mpe3
ceamuia. KnuanyHata pemucus (IeduHIpaHa KaTo oneHka mo Maiio < 2 6e3 mozorieHka > 1) e
oneneHa B Ceamuna 8.

B mpoyusane UC-II 248 naunentu ca nomyvasanu 160 mg aganumymad B Cenmuna 0, 80 mg B
Cenmuria 2 u Bocneactere 40 mg npe3 cenMuiia, a 246 naueHTH ca MoTy4aBaliy miarneoo.
KnnanyauTe pesyiTaTy ca OLeHEeHH 3a MHAYKIMA Ha peMucust B Ceamuna § 1 3a OAIbP)KaHE Ha
pemucus B Cenmuna 52.

[Nammenture, nEAYIMpanu cbe 160/80 mg aganumymal, MOCTHTAT KIIMHUYHA PEMHUCHS CIIPSIMO
wrane6o B Ceqmuiia 8§ mpu CTATUCTHYECKU 3HAYUTEITHO MTO-TOJIEMH MPOIIEHTH B mpoyuBaneTo UC-I
(18% cupsimo chotBeTHO 9%, p=0,031) 1 npoyuBanero UC-II (17% cnpsimo 9% crotBeTHO, p=0,019).
B npoyusanero UC-II, cpen nekyBanute ¢ ananumymad, kouto ca ounu B pemucus B Cenmuna 8§,
21/41 (51%) ca 6unm B pemucus B Ceqmura 52.

PesynTarute ot obmata nomymnanus mo npoyuBanero UC-II ca nokazanu B Tabauma 16.

Ta6auna 16: OtroBop, pemucus u 3a3paBsiBane Ha Jurasunarta B npoyuane UC-II (mpouent
ManyueHTH)

Inanedo Ananumymaé 40 mg
npe3 ceIMUIA

Ceamuna 52 N = 246 N = 248
Knuanden orrosop 18% 30%*
Knvanuna pemucus 9% 17%"
3a3apaBsiBaHE Ha JUTAaBUIIATA 15% 25%"
Pemucus 6e3 creporau 3a > 90 quud 6% 13%"

(N =140) (N =150)
Ceavunu 8 u 52
Veroituus 0TroBop 12% 24%"
VcroitunBa pemMucus 4% 8%"
YcrolunBo 3a3npaBsiBaHe Ha jmrasuimre  11% 19%"

KimananaTa pemucust € pe3ynrart 1o ckaiara Ha Maiio < 2 6e3 mojonenka > 1;

KIuHUYHUAT OTrOBOp € HaMajeHHe CIpsSMO M3XOJIHOTO HUBO Ha pe3yinTaTa 1o Maiio > 3 Touku u
> 30% rurroc HaMaleHne Ha MOIOIeHKaTa 3a peKTaaHo KbpBeHe [RBS] > 1 unmm abcomorna RBS 0
W 1;

“p < 0,05 3a unTHATE CPaBHEHHS HA CHOTHOLIEHHUATA aNATUMyMal cnpsamo miane6o

“p < 0,001 3a undTHUTE CpaBHEHHUS HAa CHOTHOLIEHUATA aJATUMyMal cnpsamo 1Ianebo

* OT MAIMEeHTHUTE, MTOTyYaBaIll KOPTUKOCTEPOHUIN Ha U3XOTHOTO HUBO

OT Te3u manueHTH, KOuTo ca umanu otroBop B Ceamuna 8, 47% ca 6mmm B otroBop, 29% ca Ouinm B
pemucus, 41% ca nmanu 3a3npaBsiBane Ha JuraBunata u 20% ca Ounm B peMucus 0e3 cTepouaun 3a
> 90 guu B Cemmumna 52.

IIpubnuzurtenno 40% ot naruenture B npoyuBaneto UC-II ca nmanu Heycnex mpu MpeauIIHo aHTH-
TNF neuenne ¢ undnukcumad. EpukacHocTTa Ha aganuMymad npH TE3U MAUEHTH € HaMaleHa B
CpaBHEHHME C Ta3u NpH HesleKyBaHu ¢ aHTH-TNF nanuentu. Cpex naiueHTHTe, KOUTO Ca UMK
HeycIex ¢ npeamecTsaiio jedenue ¢ antu-TNF, pemucus B Cenmuna 52 e nocturaara ot 3% Ha
wrane6o u 10% Ha aganumymad.
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ITammmentute ot mpoyuBanusara UC-I u UC-II ca nuManu BB3MOKHOCT Ja IPOABIDKAT B OTBOPEHO,
IBJITOCPOYHO TpoabnkeHue Ha npoyuBaneto (UC III). Crnexn 3 ronuau Tepanus ¢ aganumymad 75%
(301/402) mpoawmkaBat Aa ObAAT B KIMHUYHA PEMUCHS IO YacTHYHA OlieHKa 1o Maifo.

Yecmoma Ha Xxocnumanuzayust

ITo Bpeme Ha 52-cenmuunante npoyuBanust UC-1 u UC-II ca HabmrogaBanu 1mo-HUCKW 9€CTOTH Ha
XOCIIUTAIA3AIMS 0€3 3HAUCHUE OT MPUYHMHATA, KAKTO U XocnuTanu3amnuu, cBbp3anu ¢ UC 3a paMoTo
Ha ananuMymal B CpaBHEHHE ¢ paMoOTO Ha marebo. bpost Ha xocnuranu3anyu 6e3 3HaYeHUE OT
MpUYUHATA B TpyIaTa, mpuemaiia aganmumymao, e 0,18 Ha manuentoronuHa 6 cpagrerue ¢ 0,26 Ha
MAIMeHTOTOIMHA TIPY TpyIiaTa, mpueMaina miaredo, a Opost xocnuranusanuu, cebp3anu ¢ UC, e
croTBeTHO 0,12 Ha manuentoroauna cnpsmo 0,22 Ha NAIMEHTOrO/IMHA.

Kauecmeo na orcugom
B mpoyusane UC-II neyenneto ¢ aganumymad e J0Belo 10 MOA0OPEHHUS B CKOPa 10 BBIIPOCHUKA 32
BB3ManuTenHa 6onect Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ).

Yeeum

beszomacHocTTa M emkacHOCTTa Ha aIaTUMyMal ca OIlEHEHH NP Bb3PACTHH MAIUEHTH C
HEeUH(EKITNO3eH MEXKINHEH, 33]IeH U MMaHyBEHT, C N3KIIOUEHUE Ha TIAIIMEHTH C U30JIMPaH MpeicH
YBEHT, B JIBE paHJIOMHU3UPAHH, IBOHHO MacKUpaHH, mare0o-konTponupanu npoyusanus (UV 1 u II).
[NaruenTrTe ca MmosyyaBay Iianedo win aaaauMyMad ¢ HauyaiaHa qo3a 80 mg axaaumymao,
nocnensana oT 40 mg npe3 ceIMuLa KaTo Ce 3all04Ba €Ha CEAMMUIIA CIIe]] HadyaaHaTa J103a.
Pasperiienu ca chIIbTCTBAIIM CTAOUIHH JIO3H C €IMH HEOMOJIOTHYCH UMYHOCYIIPECOP.

B npoyuBanero UV I ca onieHenu 217 mauyeHTH C aKTUBEH YBEUT, BBIIPEKH JICUCHUETO C
KOPTHUKOCTEPOU I (TIPEIHNU30H mepopaitHo B 1o3a oT 10 1o 60 mg/nen). Bcuuku marentu ca
MOJYYMJIH 2-CeIMUYHA CTaHJapTU3UpaHa 103a NpenaHu3oH 60 mg/aeH npu BKIIOYBAHE B
IPOYYBAHETO, OCJIE/IBaHA OT 33abDKUTENICH I'pauK 3a NOCTENEHHO HaMaJIsIBaHE Ha 7103aTa, C ITbJIHO
npeKparsBaHe Ha MpreMa Ha KopTukocTepouan a0 Ceamuna 15.

IIpoyuBane UV II onensia 226 manneHTH ¢ HEAKTUBEH YBEUT, N3MCKBAILIM XPOHUYIHO
KOPTHUKOCTEPOUHO JieueHHe (mepopaieH npennu3od 10 1o 35 mg/nen) Ha M3X0IHO HUBO 32 KOHTPOI
Ha TAXHOTO 3a0omsBane. [lanmenTuTe BIocienCcTBYE ca IPEMUHANN NPe3 3aAbJDKUTENEH rpaduk 3a
MOCTENIEHHO HaMaJlsiBaHe Ha 7103aTa, C IIBJIHO MPEKpaTaBaHe Ha MpHUeMa Ha KOPTUKOCTEPOUIH JI0
Cenmuna 19.

[TepBUYHaTa KpaiiHa TOYKA Ha €UKACHOCT MPH JBETE MPOYUYBAHHUS € ,,BPEMETO J0 HeycIieX Ha
neueHneTo . HeycnexbT OT JIGYEHUETO ce OIpeessi KaTo MHOTOKOMIIOHEHTEH pe3ylTar, 0a3upaH Ha
BB3NATUTEIHA XOPUOPETUHAIHY W/WIIM BB3MAINUTEIHN PETUHAIIHY CHJIOBH JIE31H, CTETICH Ha
BB3MajJeHNe B peaHara ouHa kamepa (AC), cTerneH Ha BIOIIEHA MPO3PAYHOCT HAa CTHKIOBUAHOTO
15110 (VH) 1 Haii-no0pe xopurupanara 3puteiina octpora (BCVA).

[TanmenTure, npukmtounan ydactueto cu B npoyusanus UV 1 u UV II, otroBapsT Ha ycinoBusATa 3a
BKJIFOYBAaHE B HEKOHTPOJIMPAHO ABITOCPOYHO MPOABIDKEHNE Ha MTPOYYBAHETO C ITHPBOHAYAIHO
TUTaHUpaHa MPOIBILKUTENHOCT 78 cenmunu. Ha manmenTuTe € OMio mo3BoJeHo aa MpoabKatT
npreMa Ha JIEKapCTBOTO 10 npoyuyBaHeTo cieq Ceamuna 78, J0KaTO UMAT JOCTHII 10 agaauMyma.

Knunuyen omeosop

Pesynrarute oT ABeTE MPOYUBAaHMS MTOKA3BAT CTATUCTUYECKU 3HAUUMO HaMaJIIBaHE HA PUCKaA OT
HEYCIIeX Ha JICYEHUETO MIPH MalMeHTH, JIEKYBaHH € alAIiMyMa0, CIIPsIMO TaIlUeHTH, TOTyYaBalin
tane6o (k. Tabmuia 17). Y neete npoy4dBaHus MOKa3BaT paHeH U TPacH eeKT Ha ajauMymad
BBPXY CTEIEHTa Ha HEyCIleX Ha JIeUeHHETo cpsaMo manedo (Bx. @urypa 1).

Ta6auna 17: Bpeme 10 Heycnex Ha Jedenuero npu npoyysanusi UVIu UV II

AHanu3 N Heycnex | Cpeano Bpeme KP? | U1 95% p-
Jleuenue N (%) 10 Heycrex 3a KP? croiHoct®
(Mecenu)
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Bpeme 10 Heycniex Ha JieueHneTo B miH cien Cenvuna 6 B npoyusane UV 1

[IepBuden anamms (ITT)

Ilrane6o 107 84 (78,5 |30 - - -
Ananumymab 110 60 (54,5) |56 0,50 ]0,36,0,70 |<0,001
Bpeme 10 Heycnex ot JieyeHneTo B miH ciael Cenmuna 2 B npoyusane UV 11

[IppBuuen ananus (ITT)

Ilrane6o 111 61 (55,0) |8,3 - - -
Ananumymab 115 45(39,1) | NE® 0.57 10,39,0,84 |0,004

3abenexka: Heycrex Ha neuenuero B miu cien Cenmuna 6 (mpoyusane UV 1) nnu B unm cief
Cenmuria 2 (nmpoyuBane UV II) ce Opou kato chOutue. OTnagHAIUTe IOPAJAN IPUYHHH, PA3IMIHHA OT

HCYCIIEX Ha JICYCHUETO, Ca OTCABAHU B MOMEHTA Ha OTIIadaHEC.

(koeduIMEeHT Ha pUCKa) 3a aIaTUMyMal cnpsamo aredo OT MPOIOPIMOHATHUTE PETPECUOHHU

o
; ‘0BE C OTYMTAHE Ha JICYCHUETO KaTo (haKTop.
E 'crparHa P-croitHocT ot log-rank Tecr.
B = He MOXe J1a ce onpezaenu. [[o-Manko OT moioBHHATA OT PUCKOBHUTE YYACTHHLIN Ca HMaJH
E [THE.
=
= .
© ypal: Kpusu na Kaplan-Meier, 0600611aBaiu BpeMeTo 10 Heyclex HA JJe4eHUeTO B HJIH
E . Cenmuua 6 (mpoyuBane UV I) unu Ceamuua 2 (mpoyusane UV II)
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B npoyuBanero UV I ca HabOar0qaBaHy CTAaTHCTUYECKH 3HAYUMHE PA3JIMKH B 110132 HA a1aTiMyMab
crpsiMo Tuiane0o 3a BCEeKH KOMIIOHEHT Ha Heycliexa Ha jedenrneTo. B mpoyusane UV 11
CTaTUCTUYECKH 3HAUNMHU Pa3JIUKU ca HAOII0JaBaH! caMo 3a 3pHUTENIHA OCTPOTA, HO APYTHTE
KOMIIOHEHTH ca OMJIM YMCIICHO B I10J13a Ha aJanuMyMad.

Ot 424-Te yyaCTHUIH, BKIIOUYEHH B HEKOHTPOJIUPAHOTO IBJITOCPOYHO NPOIBIDKEHHE Ha MPOYUBAHUS
UV Iu UV I, 60 ygacTHUIH ca CYNTAHU 32 HEMPUTOTHH (HATIP. IOPaIX OTKIOHEHUS WK TIOpaan
YCIIO)KHEHUS, IBIDKAIIY Ce Ha Ina0eTHa PEeTUHOMATHS, IIOPaIy Ollepalys Ha KaTapaKTaTa WiH
BUTPEKTOMMUSI) U ca U3KIIOUEHHU OT OCHOBHUS aHau3 Ha epukacHoctra. OT 364-Te ocTaHan
nanueHTH 269 oueHnMu nanuenTty (74%) nocturar 78 ceAMUIM JEUEHHE C aIaTuMyMad MOOTBOPEH-
eTukeT. Bp3 ocHOBa Ha moaxo/1a Ha HabmogaBanuTe ganau 216 (80,3%) ca 6mm B kuHecueHnus (0e3
aKkTUBHU Bh3nanutennu jiesun, AC kinerpuna crener < 0,5+, VH crenen < 0,5+) ¢bc chrbTCTBaIA
cTepouiHa j1o3a < 7,5 mg Ha neH u 178 (66,2%) ca Ounu B kunecneHms 6e3 crepounu. BCVA unu ce
nmotoOpsiBa WK ce MmoaAabpika (Biomasane ¢ < 5 6ykeu) npu 88,6% ot ounte Ha cenmuria 78.
Hannaute cien Cenmuiia 78 0OMKHOBEHO CHOTBETCTBAT HA TE3W PE3YNTATH, HO OpPOSAT Ha BKIIFOUECHUTE
YUaCTHUIIM C€ OTKa3BaT ciiefl ToBa BpeMe. Kato 1110, cpeji malueHTHTe, KOUTO €a MPEKPaTHIIH
Y4acTHETO CH B MPOy4YBaHeTo, 18% ca MpeKkpaTwiii y4acTHeTO CH TIopaan Hexkelanu croutus u 8%
MOpaJy HEAOCTATHYCH OTTOBOP HA JICYSHHETO C aIaTuMyMad.

Kauecmeo na orcugom

Cpo01eHnTe OT MAUEHTUTE PE3yATaTi OTHOCHO (PYHKIMHUTE, CBBP3aHHU ChC 3PEHUETO, Ca U3MEPEHHU U
B JIBETE KIIMHUYHU Npoy4BaHus ¢ momoinra Ha NIE VFQ-25. Ananumyma0 e 4nciieHo MpeAnoYnTal
3a TI0-TOJISIMATa YacT OT MOAOICHKHUTE ChC CTATUCTHYCCKH 3HAUMMHK CPEHH PA3IHKH 32 00IIOTO
3peHue, ouHaTa 00IKa, OIM3KOTO 3peHHEe, ICUXUIHOTO 37JpaBe U OOIIOTO OIICHSBaHE B IPOYYBAHETO
UV [, kakTo 1 32 00110TO 3peHKE U ICUXIUIHOTO 3/1paBe B npoyuBanero UV Il. Edexrure, cBbp3ann
ChC 3PEHHUETO, HE Ca YMCIICHO B IM0JI3a Ha ajanuMyMad 3a I[BETHO 3peHue B mpoyuBaHeTo UVI u 3a
[BETHO 3peHHe, nepudepHo 3peHne 1 0JIn3Ko 3peHue B npoyuBanero UV II.

UmMyHOreHHoCT

AHTH-aianuMyMal aHTHUTENIa MOTaT JIa CE Pa3BUSAT 110 BpeMe Ha JICUYSHHETO C aAaIuMyMal.
OO0pa3yBaHeTO Ha aHTU-aAATMMYMa0 aHTHUTENA Ce CBbP3Ba C IMOBHUIICHUS KIMPBHC U HAMaJleHaTa
epuKacHOCT Ha aganuMymad. Hsama BuarMa Kopenanuyst Mex 1y HATHIHeTo Ha aHTH-aJaTuMyMal
AQHTHTEJIA U NI0SIBaTa HA HEXXEJTaH!U CHOUTHSL.

IlegpnaTpryHa monyJamust

THoen xuopadenum npu onowiu

Hsma knmuanyHN M3nuTBaHus ¢ ajanumymad npu roromu ¢ ['X. EdukacHoctta Ha ananumymad 3a
nedeHne Ha roHomM ¢ ['X ce mpennonara B3 OCHOBa Ha Jj0Ka3aHaTa eUKACHOCT U BPBh3KaTa
€KCIO3ULHUA-0TIOBOP MPH BB3pacTHH NanueHTH ¢ ['X 1 Ha BEpOsATHOCTTa XOABT Ha 3a00JIIBaHETO,
naTo(U3NOIOTUATA U €(PEeKTUTE Ha aKTUBHOTO BEILIECTBO /1A Ca M0 CHIIECTBO NOAOOHU HA TE3H MPH
BB3PACTHH, IIPU CHITUTE HUBA Ha eKcro3uIus. be3omacHocTTa Ha IpenoppYNTENHATA 1032
aganuMyMal B momyJanusaTa Ha roHomuTe ¢ I'X ce ocHoBaBa Ha npoduia Ha Ge30macHOCT IpU
JpyTUTE NOKa3aHus Ha aaiuMyMal KakTo MpU Bb3PACTHU, TaKa U NPH MEAUATPUIHHU TaLUECHTH,
KOHUTO Ca Ha JICUCHHE C TIOJ00HH MM [T0-YECTO MpUIaraHu 103M (BXkK. Touka 5.2).

bonecm na Crohn npu neouampuunu nayuenmu

Ananumymal e OlleHeH B MHOTOIICHTPOBO, PAHJOMU3UPAHO, IBOMHOCIISIO KIMHIYHO M3IUTBAHE,
NpeIHa3Ha4YeHO 32 OlleHKa Ha e(UKacHOCTTa M Oe30MacHOCTTa Ha BhBEXK/IAINO U TTOIBPIKAIIIO
JIeYeHHE C JJO3M, KOUTO 3aBUCAT OT TeaecHoTo Tero (< 40 kg wnu > 40 kg) npu 192 neanatpuunn
YUYaCTHUIM Ha Bb3pacT Mexay 6 u 17 roquan (BKIIIOYUTEIIHO) C yMEpEeHa 110 Texkka oonect Ha Crohn
(CD), nedunupana xato pe3yirar 1o MHaekca 3a akTHBHOCT Ha TiequarpuyHa 6osect Ha Crohn
(PCDAI) > 30. YuacTHHIUTE € TPIOBAIIO a KMAT HEYCIIENTHAa KOHBEHIIMOHAIHA TePAITHs
(BKJIIOUUTEIHO KOPTUKOCTEPOH I H/UiH uMyHOMoay aatop) 3a CD. [lanuenTure Moxe aa ca UMaiu u
3ary0a Ha OTTOBOP HJTH HEOHOCUMOCT KbM HH(IMKCHUMA0.

138



Bcewnuky nmanpeHTH moiy4aBaTr OTBOPEHO HHAYKIIMOHHO JICYCHHE B 71033, Bb3 OCHOBA HA H3XOIHOTO CH
tenecHo Terno: 160 mg B Cenmuua 0 u 80 mg B Cenmuna 2 3a nanuentn > 40 kg u 80 mg u 40 mg
CbOTBETHO 3a Te3u < 40 Kg.

B Cenmuria 4 ygacTHALIMTE ca paHIOMH3HPAHH B ChOTHOIIEHHE 1:1 Bb3 OCHOBA HA TEIECHOTO MM
TErJIO KbM PEKUMUTE C HUCKA WITU CTaHAapTHA MO IbpKAIlA 1033, KaKTOo € oka3aHo B Tabnuma 18.

Ta6auna 18: IHogabp:xama cxema

Terito na Hucka 103a CrangapTHa 103a

NAIHEeHTA

<40 kg 10 mg npe3 20 mg mpe3
ceMHIIA ceMHIIa

> 40 kg 20 mg mpe3 40 mg mpe3
CeJIMHIIA CeJIMHIIA

Pesynmamu 3a egpuxacnocm
[IppBHYHaTa KpaiiHa TOUKa Ha MPOYYBAHETO € KIMHINYHA peMucHs B CenMuria 26, onpezeneHa KaTo
PCDAI ckop < 10.

CTONHOCTUTE Ha MPOIICHTUTE Ha KJIMHUYHA PEMHUCHS U KJIMHUYEH OTTOBOP (OIpEC/ICHU KaTo
namayienue B PCDAI ckopa ¢ Haii-Manko 15 TOYKH OT U3XO0AHO HHUBO) ca npeacTaBenu B Tabmuia 19.
ITporeHTHTE HA TIAIIMEHTHUTE, TPEKPATHUIIA KOPTHKOCTEPOUIUTE WITM UIMYHOMOJIYJIATOPHUTE Ca
npencraBeHu B Tabmuma 20.

Ta6auna 19: lleguaTpuuno npoyusade Ha CD, PCDAI kinHu4YHA peMUCHSI H OTTOBO

CranpaptHa n03a Hucka go3a
40/20 mg npe3 20/10 mg npe3 p
ceaMHUIA ceaMuuAa croiinocT”
N =93 N =95

Ceamuua 26

Kinnuana pemucust 38,7% 28,4% 0,075

KiunudeH otroBop 59,1% 48,4% 0,073

Ceamuna 52

Kimanana pemucus 33,3% 23,2% 0,100

KnmandeH otroBop 41,9% 28,4% 0,038

“ p croiinoct 3a CrangapTHara no3a cnpsamvo HuckaTa no3a

Tabanna 20: IeqnaTpnuno npoyusane Ha CD — npekpaTsiBaHe Ha KOPTHKOCTEPOUIH HJIN
HMYHOMOAYJIATOPM M peMucHs Ha ducTyIaTa

Crannaptha no3a | Hucka noza D
40/20 mg npe3 20/10 mg npe3 .
cenMnuag b cenMnuag b croiitoct!
IIpekpaTHIn KOPTHKOCTEPOUIUTE N =33 N =38
Cenmuna 26 84,8% 65,8% 0,066
Cenmuna 52 69,7% 60,5% 0,420
TpeKkpaTHIM MMYHOMOIYJIATOPHTE? N =60 N =57
Cenmmurna 52 30,0% 29,8% 0,983
ducTyJIHA peMUCHS® N=15 N=21
Cenmuna 26 46,7% 38,1% 0,608
Cenmura 52 40,0% 23,8% 0,303

! p croitrocT 3a Cranmapthata no3a cnpsamo Huckara nosa

2 iMyHOCyTpecupaniara Teparnusi Moxe Jia ObJie mpeycranoseHa camo B Cemuiia 26 Wi ciej Hest
IO MIPEIeHKa Ha U3CJIEe0BATEN, aKO MAIMEHTHT U3ITBIIHABA KPUTEPHS 3a KIIMHUYEH OTTOBOP

% onpeernieHa KaTo 3aTBapsAHE HA BCMYKM IPEHUpAIy (QUCTYJIM Ha H3XOIHO HUBO 32 MOHE 2
MIOCJICIOBATEIHY BUZUTH CJIE/ U3XOJIHO HUBO
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CrartucTHyecKkn 3Ha9UMO TIOBHIIIaBaHe (ITOI00peHne) oT n3XoaHo HUBO g0 Cemmuria 26 u 52 e
Ha0JIr01aBaHO B MHAEKCA Ha TeJIeCHATa Maca U CKOPOCTTa Ha PacTeX U 3a JIBETE TeParleBTUYHHU IPYIIH.

CTaTuCTHYECKH U KIIMHAYHO 3HAYMMO TI0T00peHre OT N3XOAHOTO HUBO € OMIIO CHIO HAOJI0IaBaHO U

B IB€TE TE€PAIIEBTUYHU I'PYIIH OTHOCHO [IapaMETPHUTE 3a KaU€CTBOTO HA JKUBOT (BKJIFOUUTEIIHO
IMPACT I11).

Cro manmenTn (n=100) ot meguaTpuarOoTO TpoyuBaHe Ha CD ca mpoabInKUIN B IBITOCPOYHO,
OTBOPEHO MPOBIDKEHUE Ha MpoyuBaneTo. Crex S-roauiina Tepanus ¢ agaaumymad 74,0% (37/50) ot
ocTaHanuTe B poyyBaHeTo 50 MalueHTy ca NPOIbDKIIN 1a OBbAAT B ChCTOSIHUE HA KIIMHUYHA
pemucus, a 92,0% (46/50) ot manmeHTHTE — C KIMHUYEH oTroBop cropex PCDAL

Yayeposen konum npu neouampuunu nayuenmu

be3zonacHocTTa M e(hUKacHOCTTA HA afanuMyMad € OLleHEeHa B MHOTOLICHTPOBO, PaHIOMU3UPAHO,
JIBOMHOCIIAINO U3NATBAHE NPHU 93 neANaTpuyHY MALMEHTU Ha BB3PACT OT 5 10 17 roAuHU ¢ yMEPEH 10
TEXBK YIIEPO3eH KOIUT (CKop o Mayo ot 6 110 12 ¢ eHI0CKOIICKH CYOCKOp OT 2 /10 3 TOUKH,
NOTBBPACH Ype3 LIEHTPAIHO Pa3yeTeHa EHAOCKOIIUS) C HeaIeKBaTeH OTIOBOP MIIM HEMIOHOCUMOCT KbM
cranfaptHata Tepanus. [lpubnusurenno 16% or manueHTUTE B IPOYYBAHETO €A C HEYCIELIHO
npeaxonHo aHTu-TNF sedenue. [Ipu nanueHTUTE, KOUTO NOJIYy4YaBaT KOPTUKOCTEPOUAU IIPU
BKJIFOUBAHETO, € pa3pelieHo OCTENeHHO HaMaJIsiBaHe Ha JICYEHUETO ¢ KOPTUKOCTEPOUIU CIIe]
Cenmuua 4.

IIpe3 uHAYKIIMOHHUS EPHO/] Ha TPOYUYBAHETO, 77 MallMEeHTH ca paHAOMU3HpaHH 3:2 1a MojyyaBaT
JIBOMHO-CIISITIO JICUYEHHE C aIalTuMyMal Mpu HHAYKIHOHHA 103a 2,4 mg/kg (Makcumanao 160 mg) Ha
Cenmuna 0 u Cenmuna 1, u 1,2 mg/kg (Mmakcumanao 80 mg) va Cenmuna 2; WM HHIYKIIMOHHA /1032
2,4 mg/kg (makcumanno 160 mg) na Cenqmuna 0, mnane6o va Ceamuna 1, u 1,2 mg/kg (MakcumanHo
80 mg) na Cenmuna 2. U neete nHAyKIMOHHU rpynu noiyuasat 0,6 mg/kg (Makcumanuo 40 mg) Ha
Cenmuna 4 u Ceagmuna 6. Cnen npomsiHa Ha 1d3aiiHa Ha IPOYYBAHETO OCTaBaluTe 16 nanueHTu,
BKIIIOYEHU B WHAYKIIMOHHS TIEPHOJ, TIOIy4aBaT OTKPUTO JIeYeHHUE ¢ afanuMyMad Tpu HHAYKIIHOHHATA
no3a 2,4 mg/kg (makcumanno 160 mg) na Cenmuna 0 u Cenqmuna 1, u 1,2 mg/kg (MakcuManHo

80 mg) Ha Ceagmua 2.

Ha Cenmuna 8, 62 manmenTa, Ipu KOUTO € HaOII0jaBaH KIIMHUYEH OTIOBOP ChITAaCHO YacTH4YeH CKOp
no Mayo (Partial Mayo Score, PMS); nedunupan karo nonmwkenue Ha PMS > 2 touku u > 30% ot
W3XOJTHOTO HHBO), Ca PaHJIOMHU3UPAHU PAaBHO J1a TIOIyYaBaT JBOWHO-CIIATO TOIBPIKAIIO JICUSHHE C
afganumymao mpu jo3a 0,6 mg/kg (makcumanuo 40 mg) BCsika CeMuIla, WK MO IbPIKalla 103a

0,6 mg/kg (Mmakcumanuo 40 mg) npe3 ceamuna. [Ipeau mpoMsiHaTa Ha Au3aiiHa Ha MPOy4BaHeTO 12
JIOITBTHUTEITHH TIAIIUSHTH, IPU KOUTO € HaOIoJaBaH KIIMHUYEH OTroBop criopen PMS, ca
PaHIOMU3UPAHH Ja MOJyYaBar 1miane0o, Ho He ca BKIIFOUEHH B TIOTBBPAUTEIHIS aHATTN3 Ha
e(uKacHOCTTA.

OboctpsiHeTo Ha 3a00JsIBaHETO € JeUHUpPaHo KaTo noBuineHne Ha PMS ot none 3 Toukw (3a
nanuenTy ¢ PMS ot 0 1o 2 mipe3 ceamuna &), more 2 Touku (3a narueraTa ¢ PMS ot 3 10 4 Ha
Cenmuria 8), wim nione 1 Touka (3a manueHT ¢ PMS ot 5 1o 6 Ha Cenmuna 8).

[TannenTture, KOUTO OTrOBAPAT HA KPUTEPUUTE 32 00OCTpsiHE Ha 3a00aBaHeTo Ha WM cienx Ceamuia
12, ca paHIOMU3HMpPAHH Jia TIOJTy4YaT MOBTOPHA MHAYKIMOHHA 7032 2,4 mg/kg (MakcumanHo 160 mg)
i no3a 0,6 mg/kg (Makcumanno 40 mg) U NpoabIDKABAT Ja MoJyv4aBaT ChOTBETHATA CU
HOJUIbpKAILA JI030Ba CXeMa clie]] TOBa.

PC3VJ'IT.':1TI/I 3a ed)I/IKaCHOCT

CpBMECTHUTE TBPBUYHH KPaliHU TOYKM HA IPOYYBAHETO ca KJIMHUYHA peMucus criopen PMS
(nedunupana xato PMS < 2 u 6e3 otnenen cydckop > 1) Ha Ceqmuna 8 M KITMHUYHA PEMHUCHS CIIOPE]T
FMS (IIpnen ckop o Mayo (Full Mayo Score) (nedunupana karo ckop no Mayo < 2 u 6e3
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WHIUBHIyalieH cyockop > 1) Ha Ceamuria 52 TpH MaMEHTUTE ¢ KIIMHUYECH OTToBOp criopex PMS Ha
Cenmura 8.

YecroTute Ha KIMHWYHA pemucus ciopea PMS na Cenmuna 8 3a mauueHTUTe BHB
BCsIKa TBOMHOCITATIA MHIYKIIMOHHA TPyTIa ¢ afaruMyMal ca mpenctaBern B Tabmuma 21.

Ta6auna 21: Knuauuna pemucusi cnopen PMS na 8-mara ceamuna

AaaamMymac? Anaaamymas®
Makcumasano 160 mg Ha Makcumasano 160 mg Ha
Ceamuua 0 / niane6o B Cenmumna 0 u Ceqmumna 1
Ceamuua 1 N =47
N =30

Knunnana pemucus  (13/30 (43,3%) 28/47 (59,6%)

& Ananumyma6 2,4 mg/kg (makcumanno 160 mg) na Ceamuna 0, miane6o va Cenmuna 1, u 1,2 mg/kg
(makcumaino 80 mg) Ha Ceamuna 2

® Ananumyma6 2,4 mg/kg (Makcumanuo 160 mg) na Ceamuna 0 u Cenmuna 1, u 1,2 mg/kg
(maxcumanao 80 mg) Ha Ceamua 2

* He BKJIIOYBA OTKpHUTA MHAYKIIMOHHA J103a anaiumymad 2,4 mg/kg (Makcumanno 160 mg) Ha
Cemmura 0 u Cenmuna 1, u 1,2 mg/kg (Mmakcumanao 80 mg) va Cenmuna 2

3abenexka 1: U aBete naaykimonau rpynu noiaydasat 0,6 mg/kg (makcumanHo 40 mg) Ha

Cenmuna 4 u Ceamuna 6

3abenexka 2: [Ipu manueHTHTE C JIUIICBAINU CTORHOCTH Ha Cenmulia 8 ce cumra, ue He ca
yIOBJIETBOPWIIN KpaifHaTa TOUKa

Ha Cenmuna 52 knuanyna pemucus ciopen FMS npu naruenture ¢ orroBop Ha Cenmuna 8,
KIIMHIYEH 0TroBop cropen FMS (nedwHupan kaTo moHmKeHne Ha ckop 1mo Mayo > 3 touku u > 30%
OT M3XOJTHOTO HHBO) MPH MaIlUeHTHTE C OTroBop Ha Cemmuria 8, 3a37paBsBaHe Ha JTUTaBUIATA
(neduHMpaHO KaTO €HIOCKOIICKH CyOcKop mo Mayo < 1) npu manuenTute ¢ otroop Ha Cenmuna 8,
KIIMHUYHA peMucus crioper FMS mipu nanuenTure ¢ pemucus Ha Ceamuna 8 U IeTbT HA YIaCTHUITUTE
¢ pemucus 6e3 koptukocteponnu cropen FMS npu manmenTute ¢ otroBop Ha Cenmuria 8 ca orleHeHH
NPY TALMEHTUTE, KOUTO TIOTydaBaT afauMyMad B TBOWHOCIIANO MakcuManHo 40 Mg mpe3 ceaMuia
(0,6 mg/kg) n makcumanuo 40 mg Besika cenmuna (0,6 mg/kg) nogapprkantu 103u (Tadmuma 22).
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Tabauna 22: Pe3yaraTu 3a epuKacHOCTTa Ha S52-paTa ceMHIIU

Ananumymat?® Ananumymao®
Maxcumanno 40 mg npe3 Maxkcumanno 40 mg Besika
ceqMMIa ceqMMIIA
N=31 N=31

[NanmenTH ¢ KMUHUYHA 9/31 (29,0%) 14/31 (45,2%)

pemucus Ha CenMuria 8 criopen

PMS

[MaumenTy ¢ kuaKnYeH otroBop | 19/31 (61,3%) 21/31 (67,7%)

Ha Cenmuma 8 ciopen PMS

3a3npaBsiBaHe Ha JIMTaBUIATA 12/31 (38,7%) 16/31 (51,6%)

Ha Cenmuiia 8 ¢ OTTOBOP

criopenr PMS

[MTanmeHTH ¢ KIMHUYHA 9/21 (42,9%) 10/22 (45,5%)

pemucus Ha Cenmuua 8 cnopen

PMS

[Taniuentu ¢ pemucus 6e3

koptukoctepouan Ha Cenqmura | 4/13 (30,8%) 5/16 (31,3%)

8

cropen PMS®

& Agamumymab 0,6 mg/kg (makcumanao 40 mg) npe3 cenMuria

® Ananumymab 0,6 mg/kg (Makcumanno 40 mg) Besika ceMuLa

® [Ipu mauueHTy, moayvYaBally ChITbTCTBAIIN KOPTHKOCTEPOUIN HA N3XOIHOTO HUBO

3abenexka: [larmenTrre, KOUTO ca C TUICBAIIX CTOMHOCTH Ha Ceqmuiia 52 wir ca paHAOMHU3UPAHA

11a TIOJTy4JaBat

MOBTOPHO MHAYKIIMOHHO WM MOAIBPIKAIIO JICUeHHE, Ce CUUTAT 3a TaKuBa 0€3 OTrOBOP 3a KpalHUTE

Touku Ha Ceamurna 52

JIOIbITHUTETHUTE U3CIE0BATEIICKH KPaifHN TOYKH 32 e(pUKacCHOCT BKITIOYBAT KIIMHUYEH OTTOBOD
chriaacHo MHekca 3a akTHBHOCT Ha neauarpuueH yieposeH konut (Paediatric Ulcerative Colitis
Activity Index, PUCAI) (nedunnpano karo Hamanenue Ha PUCAI > 20 TOUYKH OT U3XOHOTO HUBO) U
kiuHrYHA peMucus cbrilacHo PUCAI (nedunupano karo PUCAI < 10) va Cenmuria 8 u Cenmuna 52
(Tabmuma 23).

Tabanna 23: PesyaraTtu 3a nzcjaegoBarejcku Kpaiinu Touku cnopen PUCAI

Cenmuna 8
Ananumymad? Anaaumymao®®
Maxcumanno 160 mg na Maxcumanno 160 mg na
Cenmuna 0 / niiane6o Ha Ceamuna 0 u Cenmuna 1
Ceamuua 1 N = 47
N =30

[Manuenty ¢ kmuanuHa pemucus | 10/30 (33,3%) 22/47 (46,8%)

cnopen PUCALI

IMarveHTH ¢ KIMHAYEH OTTOBOP 15/30 (50,0%) 32/47 (68,1%)

criopenr PUCAI
Cenmuna 52
Apanumymad" Ananmumymad”
Maxkcumanno 40 mg npes Maxcumanno 40 mg
ceqMHIA BCSIKa ceIMHUIIA
N=31 N=31

IMaruenTu ¢ knuauyHa pemucust | 14/31 (45,2%) 18/31 (58,1%)

criopen PUCALI

Ha Cenmuna § cnopea PMS
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IMarMenTH ¢ KIMHAYEH OTTOBOP 18/31 (58,1%) 16/31 (51,6%)
criopern PUCAI
Ha Cenmuna 8 cnopea PMS

& Ananumymab 2,4 mg/kg (makcumanno 160 mg) va Cenmuria 0, mane6o Ha Ceqmuna 1, n
1,2 mg/kg (makcumanno 80 mg) na Cenmuna 2

® Ananumymab 2,4 mg/kg (Maxcumanuo 160 mg) na Cexmuna 0 u Ceamuna 1, u 1,2 mg/kg
(makcumaiHo 80 mg) Ha Cenmuria 2

* He BKITIOYBa OTKpHUTa MHAYKIIMOHHA /1032 afgannmymab 2,4 mg/kg (makcumanao 160 mg) Ha
Cenmura 0 u Cenmuna 1 u 1,2 mg/kg (Makcumanno 80 mg) Ha Cenmuna 2

" Amammmyma6 0,6 mg/kg (makcumanno 40 mg) npe3 cenmuia

" Amammmyma6 0,6 mg/kg (Makcumanao 40 mg) Besika ceaMuIa

3abenexka 1: U nBere nuaykunonnu rpynu noiy4dasat 0,6 mg/kg (makcumanno 40 mg) Ha
Cenmuna 4 u Cenmuna 6

3abenexka 2: [lpu manueHTHTE C JIMTICBAIIH CTOMHOCTH TIpe3 CeaMuria 8 ce cuuTa, 4e He ca
YAOBJIETBOPHIN KPAHUTE TOYKU

3abenexka 3: IlamuenTuTe, KOUTO ca ¢ TUICBaIK croiHocTr Ha CeaMuia 52 umm ca
PaHIOMU3HPAHU Ja MOTydaBaT MOBTOPHO WHAYKIIMOHHO, WJIH ITOIBPIKAIIO JIEYEHUE Ce CUUTAT 32
TakuBa 0e3 OTrOBOp 3a KpaitHuTe Toukn Ha CenMuma 52

Ot nanueHTHTe, JIEKyBaH! C a1aluMyMa0, KOUTO TTOJy4aBaT HOBTOPHO HHAYKIIMOHHO JICYCHHE TIPEe3
nogabspxauys nepuot, 2/6 (33%) nmocrurat kauHUYeH oTroBop cropen FMS Ha Ceqmuna 52.

Kauecmeo na srcusom

KimmanaHo 3HaYuME Mo100peHus OT H3XOAHOTO HUBO ca HabmronaBann B IMPACT III u B ckopoBeTe
Ha MOJIaralloTo rprku Juie 3a Hapymenne Ha paboTHaTa MPOU3BOIUTETHOCT U akTUBHOCT (Work
Productivity and Activity Impairment, WPAI) 3a rpynure, JiekyBaHH ¢ aIaauMyMa0.

KivHUYHO 3HAYMMU MOBHIICHHS (TTOJ00PEHHUS) OT U3XOIHOTO HUBO HAa CKOPOCT HA pacTexa Ha
BHCOYMHA Ca HAOJI0JaBaHU 33 IPYIHTE, JICKYBAHU C aaIAMyMal, U KIMHUYHO 3HAYMMHM [TOBHUILICHUS
(om00peHus) OT M3XOHOTO HUBO B MHJICKCA HA TEJIECHA Maca ca HaOJII0IaBaHH 32 YYACTHHUIIUTE HA
BHCOKa MoJyrbprkania g03a Makcumanto 40 mg (0,6 mg/kg) Besika ceamuria.

Yeeum npu neduampuynu nayuenmu

beszomacHocTTa M emKkacHOCTTa HA aIaTUMyMad ca OIIEHEHHU B PaHJIOMHU3UPAHO, IBOWHO3aMaCKHUPaHO,
KOHTPOJIMPAHO Mpoy4Bane mpu 90 neanaTpuyHu MaMeHTH Ha Bh3pacT oT 2 10 < 18 roauHu ¢
aKTHBEH HeMH(EKIMO3eH NpeJIeH yBeUT, CBbp3an ¢ FOUA, kouTo ca OMIM HEMOAATIIMBY Ha JICYCHHUE C
MeToTpekcar Hai-manko 12 cegmunu. [lanmenTuTe ca noxydyasanu miarne6o wim 20 mg aganumymad
(axo < 30 kg) unmm 40 mg aganumymab (ako > 30 kg) npe3 cenMuiia B KoMOWHAIHA ¢ TsIXHATa 0a30Ba
Jl03a METOTpEKcar.

[TppBUUHaTa KpaliHa TOUYKA € ,,BPEMETO JI0 HEYCIeX Ha JieueHneTo . Kpurepuure, onpeaemsim
HEycIlexa OT JICUCHHUETO, Ca BJIOLIABAHE WU IIPOABIDKUTEIHO HEIIOBIMABAHE HA OYHOTO Bh3IAJIEHHE,
YaCTUYHO MOJJOOpEHNE C pa3BUTHE HA JIPYTH NPOIBIDKUTEIHU CHITHTCTBAIIM 3a00ISIBaHUS HA OYHTE
WIY BJIOILIABaHE Ha CHITBTCTBAILUTE OUHH 3200 IsIBaHNUS, HEpa3pelleHa ynorpeda Ha ChIIbTCTBALIH
JIEKapCTBEHU MPOAYKTH U IIPEYCTAHOBSABAaHE HA JICYEHUETO 32 MPOABIDKUTENIEH IIEPUO]] OT BPEME.

Knunuuen omeosop

AnanuMyma0 3HaUMTETHO 3a0aBs BpEMETO JI0 HEYCIeX Ha JISYEHHUETO B CpaBHEHUE ¢ Tu1anebo (BK.
®durypa 2, P <0,0001 ot log rank Tect). Meauanara Ha BpeMETO JI0 HEYCIIEX Ha JieueHueTo ¢ 24,1
CEeIMUIIM TIPY TMAIMEHTH, JIEKYBaHH C IJ1ane0o0, JOKaTo CPEeAHOTO BpEME JI0 HEeycCIleX OT JIEYEHUETO He
€ OMJI0 BR3MOJXKHO J1a CE OIICHH 32 MAIMEeHTH, JIEKYBaHH C aIaTuMyMal, Thil KaTO IMO-MaJIko Ha
MOJIOBMHATA OT TE3H MAIMEHTH ca UMaJId HEYCIIeX Ha JICYSHHUETO. AauMyMad 3HaYMTETHO HaMallsiBa
pHCKa OT HEeyCITeX Ha JISYCHHETO ChC 75% B cpaBHEHUE C MIIaIedo, KakTo € MTOKa3aHo oT KoedumuenTa
Ha puck (KP = 0,25 [95% JU: 0,12, 0,49]).
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5.2

®@urypa 2: Kpusu na Kaplan-Meier, 00001maBaiyu BpeMeTo 10 Heycliex Ha JieYeHHeTo MpHu
KJIMHUYHO MPOYYBaHe 32 MeJUATPUYEH YBEHT
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3abenexka: P = mnane6o (6poii B puck); H = aganumymab (Opoit B puck).
(  MAKOKMHETHYHH CBOWCTBA

)POIMS U pasnpeiencHue

I~

-~

1 TIOJTKO’KHO TIPUIIO’KEHUE Ha eAMHUYHA 71032 40 mg, abcopOnmsaTa U pasIpeeieHneTo Ha
nMymal ca 0aBHH, KaTO MUKOBUTE CEPYMHHU KOHIIEHTPAIIUU CE IOCTUTAT OKOJIO 5 JTHU CIIe]
10)keHueTo. AGCOMOTHATa cpeJHa OMOHATTMYHOCT Ha afanuMyMa0, onpesieieHa OT TpH

'YBaHMS MTPOBEJICHY ¢ pepepeHTHHS MPOAYKT CJIe]] €THOKpaTHA IMOAKOXKHa /1o3a 40 mg, e Oua

. Crier eIMHAYHT HHTPABEHO3HU /103U, Bapupani oT 0,25 no 10 mg/kg, koHIeHTpanuuTe ca
roprroHantu Ha go3ara. Cien go3u ot 0,5 mg/kg (~40 mg) knupbHCHT Bapupa ot 11 10 15

ac, 00eMbT Ha pasnpeaeseHue (vss) Bapupa oT 5 10 6 JIUTpa, a CPETHUST IMOIYKUBOT B
mHamHaTa (paza e mpubiM3uTenHo ABe ceamuny. KoHIIeHTpanuuTe Ha afanumMymal B

)JBUAJTHATA TEYHOCT OT HAKOJIKO MAIMEHTH C PeBMaTOHIeH apTpuT Bapupar ot 31 10 96% ot te3n
yyma.

as

BEPOATHOCT OT HE;CHEI]_IHO JIEUEHUE

~

1 IOAKOXKHO MpuiiokeHue Ha 40 mg aganumymal npe3 ceaMHLa PH Bb3PacTHH C PEBMATOHJICH
¢ ut (PA), cpemnuTe Hali-HUCKH KOHIIEHTPAIMH B CTAI[IOHAPHOTO CHCTOSHHE ca OMIIH OKOJIO
£ .o/ml (6e3 chbIpTCTBAIIO MpHUIaraHe Ha METOTPEKCaT) U ChbOTBETHO 8 10 9 ng/ml (Ipu chbIbTCTBAIO
npuiIarane Ha MetoTpekcar). Half-HuckuTe cepyMHM HUBA Ha afaJiMyMal B CTAllMOHAPHOTO
CHCTOSIHUE C€ TIOBUINIABAT MPUOIU3UTEIHO MPOMOPIIMOHAIHO Ha JI03aTa cJie]l TIOJKOKHO HHKEKTUPaHEe
Ha 20, 40 u 80 mg npe3 ceaMHUIIa WK BCAKA CEAMHUIIA.

BPEME (CEAMMUAIIN)
IIp¥ Jleyenne ~ ‘ALMEHTH C TICOPUA3KC, CPENHATA [[rane6o 3 KOHLUEHTPAA nanmumyma6 [APHOTO
ChCTOsIHUE € Omita 5 g/ml 1o BpeMe Ha JiedYeHHeTo ¢ anaiumymad 40 mg npe3 ceaMuIla, MpuiIarad
KaTo MOHOTEpAITHSL.
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IIpu BB3pacTHy marmenTn ¢ I'X mo3arta ot 160 mg ananmmymad B Ceqmua 0, mocneasana ot 80 mg B
Ceamuua 2, mocTUra MUHUMAJTHH KOHLIEHTPALMHU Ha aJauMyMad B cepyMa OT MPUOTU3UTETHO 7 110

8 ng/ml B Cenmuria 2 u Cenmuna 4. CpenHara Hali-HUCKA KOHIICHTPAIIHS B CTAI[MIOHAPHO ChCTOSTHUE
ot Cenmuna 12 no Ceamura 36 e npubnuzutenso 8 no 10 pg/ml mo Bpeme Ha edeHne ¢ anaauMymad
40 mg BcsiKa ceIMHUIIA.

Excriosunusita Ha aganumymab nipu roHomH ¢ ['X ce mporHo3upa ¢ momoInTa Ha IOy IalfiOHHO
(hapMaKOKMHETUYIHO MOJETMPaHe ¥ CUMYJaIis Ha 6a3aTra Ha (papMaKOKWHETHKA, OTIpeiesieHa pu
JIPYTHUTE TIOKa3aHUsI IPH JPYTY NeIUATPUYHY MAIUSHTH (JISTCKU TICOPHA3KC, IOBSHUICH UAHONIATHYCH
aptput, 6onect Ha Crohn npu neIUaTpUYHY MAIUSHTH U apTPUT, CBBP3aH C CHTE3UT).
[IpenoppunTennara cxema npujarane Ha go3ara npu I'X B 1oHomecka Bb3pact e 40 mg npes
cenmuna. Tl KaTo eKCO3UIMS Ha afaiuMyMad MOXe Ja ce MOBIHUsE OT TeJleCHaTa Maca, IOHOIIH C
M0-BHCOKO TEJIECHO TEIJIO U HealeKBaTeH OTIOBOP MOTaT Jla Ce BB3IOJI3BAT OT NMPENOpbUUTENTHATA
no3a 3a Bp3pacTHH 40 mg BCsika cenMuIia.

ITpu maruentu ¢ Oosectra Ha Crohn HaToBapBaiata j1o3a 80 mg aganmumymad npe3 Ceamuna 0,
nocneaBana 40 mg aganmumymad nipe3 CenMuiia 2, TOCTATA Hali-HUCKA KOHIICHTPAIMS Ha CEPYMHUS
azanuMymab oT PHOIU3UTENHO 5,5 g/ml mo Bpeme Ha BbBexaaius neproa. HaroBapsaiiara g03a
160 mg ananumymad B Ceamuna 0, mociensana ot 80 mg aganumymad B Cenmuiia 2, mocTura
CepyMHH Hal-HUCKU KOHIEHTPAlUK Ha aganumymal oT npuonusuTtenHo 12 pg/ml mo Bpeme Ha
BbBeXX AN epuoa. CpeHu Hall-HUCKY HUBA B CTAIMOHAPHO ChCTOSHUE OT mpubnusutenso 7 g/ml
ca HaOJIr0/1aBaHu TPY NAIMEeHTH ¢ OojiectTa Ha Crohn, KOUTO ca MOJTy4aBajIu MO IbprKaIla 1032

40 mg amanumyma0 mmpe3 ceaMuIia.

[Ipu meawaTpuyHu MaMEHTH ¢ ymepeHa 1o Texxka CD, HAyKInOHHATA 1032 a1aTuMyMab e
cboTBeTHO 160/80 mg nnu 80/40 mg B oTkputo npoyuBane B Ceamuny 0 1 2, B 3aBUCUMOCT OT
rpaHUYHAaTa CTOMHOCT Ha TesecHoTOo Tero 40 kg. B Ceamunia 4, nanueHTuTe ca panaoMusupanu 1:1
WK Ha cTaHgapTHa fo3a (40/20 mg npe3 ceamuna) vy Ha HUCKa 103a (20/10 mg mpe3 ceqmuia) B
TpyIU Ha TOIBPXKAIIO JIeueHue, 6a3upanu Ha TenecHoTo Teryio. CpeaHara croitHocT (£SD) Ha Haii-
HUCKHUTE KOHIEHTPALMU Ha CEpYMHHUS afianuMymad, nocturnatu B Ceqmuna 4 ca 15,7 + 6,6 pg/ml 3a
nanuentr > 40 kg (160/80 mg) u 10,6 + 6,1 pg/ml 3a nanmentu < 40 kg (80/40 mg).

3a manueHTuTe, KOUTO ca OCTaHAJIM Ha paHIOMHU3UpaHaTa CH Tepamnus, cpenHuTe croiHocTu (£SD) Ha
Hall-HUCKWUTE KOHLEHTpauuu Ha aganumymad B Cenmuna 52 ca 0w 9,5 + 5,6 ug/ml 3a rpynara Ha
cTaHzapTHa n03a u 3,5 = 2,2 ug/ml 3a rpynata Ha Hucka 1o3a. CpegHuTe Hali-HUCKH KOHLCHTPALIUH
ca ce 3abpXKaIK NP NAUEHTHTE, KOUTO ca MPOABJDKIIIN J1a IpUeMaT JedeHHe ¢ alanuMyMal mpe3
celMulla B IPOIB/DKEHUE Ha 52 ceIMHIHU. 3a NAUEeHTUTE, [IPU KOUTO J103aTa C€ € yBEIUYUIa OT
cXeMa Ha IpHJIaraHe Ha J1o3ara Ipe3 CeIMMLA 10 CXeMa Ha IpUJIaraHe Ha J103aTa BesKa CeAMUIIa,
cpennute (£SD) cepyMHH KOHIICHTpalMu Ha aganumymad B Ceamuna 52 ca omnm 15,3 + 11,4 pg/ml
(40/20 mg, ceamuuno) u 6,7 + 3,5 pg/ml (20/10 mg, cenmuyHo).

[Ipu nauyeHTH ¢ ynepo3eH KOJUT HaToBapBamaTa qo3a 160 mg aganumymabd B Ceamuna O,
nocneasana ot 80 mg ananmumymad B Ceqmuna 2, mocTura CepyMHHU Hali-HUCKH KOHIIEHTPALlUK Ha
aganuMymad oT mpubausuTenHo 12 g/ml nmo Bpeme Ha BbBexxauus nepuos. CpenHu Hail-HUCKH HUBA
B CTallHOHAPHO CHCTOSHHUE OT NPUOIU3UTENHO § g/ml ca HabII0AaBaHK MPU NALMEHTH C YILEPO3eH
KOJIUT, KOWTO Ca TMOoIy4YaBaiu moaappxaiia 103a 40 mg agammMyMad mpe3 CeIMHuIa.

Cren moAKoXKHO MpUIIOKEeHUE Ha 0azupaHu Ha Teraoto Ao3u oT 0,6 mg/kg (MakcumanHo 40 mg) mpes
ceIMUIIa Ha MeIMATPUYHU MAIMEeHTH C YIIIEPO3eH KOIUT cpellHaTa Hali-HUCKa cepyMHa
KOHIIEHTpAIWs B CTAIIMOHAPHO ChCTOsHIE Ha aganumymab e 5,01+3,28 pg/ml ma Ceamuna 52. Tlpu
nanueHTure, kouto nonydasar 0,6 mg/kg (Mmakcumanno 40 mg) Beska ceaMuna, cpeanata (+SD) naii-
HHUCKa CepyMHA KOHLEHTPALMS B CTALIMOHAPHO ChCTOsIHKE Ha afanumyMad e 15,7+5,60 pg/ml na
Cenmuna 52.
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IIpu BB3pacTHU MAITMEHTH ¢ YBEUT HaToBapBama go03a anatumymad 80 mg B Cenmura 0, mocieaBana
ot aganmumymab 40 mg npe3 ceamuIia, 3armouBaiiku ot Ceqmura 1, BOAu 10 CpeTHI KOHIIEHTPAITUH B
CTaI[IOHAPHO ChCTOsIHUE MpUOIM3uTeaHOo 8 10 10 g/ml.

Excriosunusita Ha aganuMymal Ipy TAIMEHTH C TTEAHaTPHUYeH YBEUT C€ MTPOTHO3MpPA C TIOMOIITA Ha
TMOITYJTAIIMOHHO (hapMaKOKWHETHIHO MOJIEIMpaHe U CUMyJanus Ha 06a3ata Ha papMaKOKWHETHKA,
ompeesicHa P IPYTUTE TOKA3aHUS MPY JPYTH NICAUATPUYHH MAIUSHTH (JICTCKU TICOPHA3HC,
FOBEHWJICH HUOIIATHYEH apTpuT, OonecT Ha Crohn mpu neAnaTpUYHY MANMEHTH U apTPHUT, CBBP3aH C
eHTe3nT). HsimMa JaHHu 3a KIMHWYHA SKCITO3UIIHS TIPH MpHUiaraHe Ha HaToBapBallia J103a npu aena < 6
roaunu. [IporHO3HUTE €KCIO3UIIMHU TTOKA3BAT, Y€ MPU OTCHCTBHE Ha METOTPEKCaT, HaTOBapBaIlaTa
Jl03a MOKE J1a IOBe/Ie A0 IbPBOHAYATHO MTOBUIIABAHE HA CHCTEMHATa EKCIIO3UIIHSL.

C momoIrTa Ha MOMyJIalMoOHHO (hapMAKOKHHETUYHO U (hapMaKOKHHETUYHO/(hapMaKOJMHAMUYIHO
MOJICTIMPAHE U CUMYJIAIHS € TIPOTHO3UPAHO, Y€ SKCIIO3UIMATA Ha alanuMyMad U ePUKACHOCTTA MPU
MAIeHTH, JIeKyBaHu ¢ 80 mg mpe3 ceMHIIa, ca CPABHUMU C TE3H MPH MaIeHTy, nmpuemanu 40 mg
BCsIKa ceaMuIia (BKIroUnTeHO Bh3pacTHH manueHTH ¢ PA, I'X, YK, BK wim ncopuasuc, roromm ¢ I'X
u neauarpuyay nauuentu > 40 kg ¢ BK u YK).

Bpb3Ka ekcrio3umumsi-oTroBop npu MeAuaTpUuIHaTa HOMYIAIs

Ha 6a3ara Ha naHHM OT KIMHUYHUTE U3nuTBaHus npu nanuentu ¢ JOUA (pJIA u ERA), e yctanoBeHa
BPB3Ka EKCMO3UIHUSI-0TIOBOP MEX Iy ruiazMeHuTe koHeHrpamuu u PedACR 50 otrosopa.
VYcraHoBeHaTa I1a3MeHa KOHIICHTpAIHs Ha agaaiuMymal, PpU KOSTO ChIIECTBYBA MOJIOBUHATA OT
MaKCHUMaJHaTa BEpOSTHOCT 3a mosiBa Ha oTroBop mo PedACR 50 (EC50) e 3 pg/ml (95% AU

1-6 pg/ml).

Bpb3kara eKCHO3MIUSA-OTIOBOP MEX/Ty KOHIIEHTpAIUATA Ha alaTuMyMal U e(pUKacCHOCTTa MPHU
MeAMATPUYHY MAIMEHTH C TOKBK XPOHUYCH IJIAKAaTCH MCOPUA3UC € YCTaHOBeHa ChoTBeTHO 32 PASI 75
u PGA ,,uucto® umu ,,muaumanao®. PASI 75 u PGA ,,uncto* unu ,,MUHUMAaJIHO** HApaCTBaT C
HapacTBAHETO HAa KOHIIEHTPAIIMKUTE HA aJaiuMyMal, U IBaTa MpHu cxoaHa yctaHoseHa EC50
npubmusurenano 4,5 ug/ml (crorsetHo 95% JAU 0,4-47,6 u 1,9-10,5).

Enumunupane

[NomymanmonanTe hapMakKOKWMHETHYHN aHamu3u Ha naHau ot Hax 1 300 manmentu ¢ PA, paskpusar
TEHJICHIIMSA 32 SIBHO I10-BUCOK KJIUPBHC Ha aAalMMyMal ¢ IOBUIIABAaHE Ha TesecHOTO Teruo. Cien
KOPUTHPaHE Ha Pa3IMKHUTE 3a TEJIECHO TEIJIO C€ YCTaHOBSBA, Y€ Bb3pacTTa U NOIBT U3IJIEXK]a UMaT
MUHHMAaJIEH eheKT BbpXYy KIUpbHCa Ha afanuMyMad. HabmonaBano e, ue cepyMHUTE HUBA Ha
cBOOOAHUSA aganmuMyMal (HECBbP3aHUS C aHTHU-alanuMyMab anTutena, AAA) ca mo-HUCKHU MPU
MaIMEeHTH C U3MEPUMH aHTH-aaTnMyMad anTurena (AAA).

YepuoapoOHO wiiy O0b0peYHO YBpEXKIAHE

Anmanmumymab He € IpOydYeH IPH MAIMEHTH ¢ YSPHOAPOOHO MIIH OBOPEUHO YBPEKIaHe.
5.3 IlpeakIMHMYHHU JaHHU 32 0€30MACHOCT

HexnuHUYHUTE JaHHU HE TOKa3BaT 0COOEH PUCK 3a XopaTa Ha 0a3aTa Ha MPOYYBAHUATA 32
TOKCUYHOCT IPU €AHOKPATHO MpHUjlarae, TOKCHYHOCT IIPU MHOTOKPATHO NpuUjiarale u
T€HOTOKCHYHOCT.

[IpoBeneHo e eMOpuoO-(eTanHo MpoydUBaHe 3a TOKCHYHOCT Ha Pa3BUTHETO/IEPUHATAIIHO IPOYYBaHE 3a
pasBuTHEeTO 1pH Makary ¢ 1o3u ot 0, 30 m 100 mg/kg (9-17 malimyHu/Tpyna) u TO He € TIOKa3aio
JIaHHU 3a yBpexJaHe Ha eTyca rnopaau ajanumymad. [Topaau numncara Ha HOAXOSIU MOJIENH 32
AHTUTSIIO ¢ OTPAaHUYEHA KPBCTOCAHA peakTUBHOCT KbM TNF Ha rpusaunte u pa3BUTHETO Ha
HEeyTpalu3upally aHTUTENA IPY TPU3adnTe, HE ca IPOBEACHN HUTO KapLIMHOTEHHU ITPOYyYBaHUSA Ha
ajanuMyMal, HUTO CTaHJIapTHA OLIEHKA Ha (epTHIIMTETA U IIOCTHATAIHATA TOKCUYHOCT.
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6. DAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK Ha IOMOIIHMTE BELIECTBA

Harpues xnopun

3axapo3a

ITommcopbat 80

Bopa 3a unxkekuun

XopoBoa0poHa KUcenuHa (3a Kopeknus Ha pH)
Harpues xuapoxcun (3a kopekius Ha pH)

6.2 HecsBMecTUMOCTH

ITpu nunca Ha MpOy4YBaHUs 32 HECHbBMECTHUMOCTH TO3H JIEKApCTBEH NPOIYKT He TPAOBa Ja ce cMecBa ¢
JPYTH JEeKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHocT
3 roguuu
6.4 ChnenuaJHu ycJI0BUS HA CbXpaHeHHUe

Ha ce cexpansBa B xmammmHUK (2 °C — 8 °C). Jla He ce 3ampazsiBa. ChXpaHsABaliTe IpeaBAPUTEITHO
HaITbJTHEHATa CIIPUHIIOBKA B KAPTOHEHATA ONAKOBKA, 32 J1a Ce MPEIa3u OT CBETINHA.

Enna npenBapuTeHO HaNbIHEHATA CIIPUHIIOBKA MOJKE JIa C€ ChXPaHsABa IPU TeMIIepaTypa J0
makcumyM 25 °C 3a nepuog no 30 auu. [IpenBapurenHo HaIrbIHEHATa CIPUHIIOBKA TPSIOBa /1a ce
U3XBBPJIHM, aKO HE Ce U3M0J13Ba B paMkuTe Ha 30-1HEBHUS MIEPHO/.

6.5 Bwungu chabp:KaHNe HA ONAKOBKATA

Hukyndra 80 mg uH>XeKIIMOHEH pa3TBOP B NPEABAPUTEIIHO HAITBJIHEHA COPUHIIOBKA

0,8 ml nHXEeKIMOHEH Pa3TBOP B NPEABAPUTEIHO HAITBJIHEHA CITPUHIIOBKA OT CTHKIIO THII | ¢
¢bukcupana urna 29-G, yabmkeHd GUIaHIM 32 IPHCTUTE U IPEAIa3UTeN Ha UIJlaTa v IJlaBa Ha
OyranoTo (OpoMoOyTHIIOBA TYyMa).

Buose onakoBku: 1 mpeaBapUTEIHO HATBIIHEHA CIIPUHIIOBKA, onakoBaHa B omuctep ot PVC/PE, ¢ 1
TaMIIOH CBC CITUPT.

Hukyndra 80 mg mHXeKIIMOHEH pa3TBOP B MPEJIBAPUTEIHO HATbJIHEHA THCANIKA

0,8 ml nHXEeKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBIHEHA WHKEKIIMOHHA CUCTEMA C UTJIa
(aBTOMHXEKTOD), ChIbPKAIlla HAITBJIHEHA CIPUHIIOBKA OT CTHKIIO THI | ¢ ¢pukcupana uria 29-G ¢
riaBa Ha OytanoTo (0pomOyTuiioBa ryma). [lucankara € ppuHO, MEXaHUYHO WH)KEKLIMOHHO
YCTPOWCTBO 32 €THOKpATHA yIoTpeoda.

Bunose onakoBku: 1 nnm 3 npeABapUTENHO HAITBIHEHH NMUCAJKH, onnakoBanu B PVC/PE 6mnucrep, ¢ 1
WK 3 TaMIIOHA ChC CITUPT.

6.6 CnenuaJHu mpeanazHu MEPKH NMPH U3XBbPJIsIHE
HewunsnonsBanusT neKapcTBEH NPOLYKT WK OTHaIbUYHUTE MaTEPUAIId OT HETro TPsiOBa Jia c€ U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE M3MUCKBAHUSI.

7. IHIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

T'epmanus
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8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Hukyndra 80 mg nHXKEKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HANBIHEHA CIIPUHIIOBKA
EU/1/21/1589/007

Hukyndra 80 mg nHKeKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HAMBIHEHA ITHCAIKA
EU/1/21/1589/008
EU/1/21/1589/009

9. JATA HA IT'bPBO PAZPEINIABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewaBane: 15 HoemBpu 2021 1.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[Monpo6Ha nH(MDOpMaIUs 32 TO3W JIEKAPCTBEH MPOIYKT € peJocTaBeHa Ha yeOcaiita Ha EBpormetickara
areHuus 1o Jiekapcerpata http://www.ema.europa.eu.
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MPUJIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOJUTEJ (M), OTTOBOPEH(HH) 3A
OCBOBOJK/IABAHE HA APTHUIN
YCJIOBHUSI WJIM OTPAHUYEHUS 3A TIOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIIOBUSA NJIK OTPAHUYEHMNSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  NIPOU3BOIUTEJI(M) HA BUOJIOI'MYHO AKTUBHOTOMTE) BEIECTBO(A) U
INPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOX/JIABAHE HA ITAPTUIU

HMe u ajipec Ha iponsBoauTensa(ure) Ha OMOJIOTMYHO aKTUBHOTO(UTE) BenecTno(a)

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Wcnanmms

HMe u aipec Ha IPOU3BOAUTEINTE, OTTOBOPHU 34 OCB060)KI[aBaHe Ha IapTUuauTC

lvers-Lee CSM
Marie-Curie-Str.8
79539 Lorrach
I'epmanus

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Ucnangus

STADA Arzneimittel AG
Stadastrasse 2—18
61118 Bad Vilbel

I'epmanus

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPsiOBa a ChIbPKa HMETO U afpeca Ha
MPOU3BOAMTEINS, OTTOBOPEH 32 OCBOOOXKIaBAaHETO HA CHOTBETHATA NApTHA.

b. YCJI0OBHMA NN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHUAT MPOYKT C€ OTITycKa 10 OrpaHUYEHO JieKapcko npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTrka Ha IpOAyKTa, To4Ka 4.2).

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEIHLIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npaHu aokjaaau 3a oesonacuoct (ITAIB)

M3uckpanusTa 3a nonaBane Ha [IAJIb 3a To3u JJeKapCTBEH MPOAYKT ca MIOCOUYEHHU B CITUCHKA C
pedepentaute natu Ha EBponetickus cpro3 (EURD cruchk), npensuaes B wi. 1078, ain. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIN aKTyalIU3allH1, yOIMKyBaHH Ha €BPONICHCKUS

yeOTopTa 3a JieKapcTBa.

I'.  YCJI0BUus UJin OrPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA ITPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (ITYP)

IIpurexatensat Ha pa3pemennero 3a ynorpeda (IIPY) tps6Ba na n3BbpiIBa H3UCKBAHUTE JEHHOCTH H
JIeCTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, MocoueHH B 07100penus [TYP,
npezacrased B Moayin 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CJICABALIH 0J00pEHH
akTyanu3anuu Ha [TYP.

Axrtyammsupan [IYP Tpa6Ba na ce mopasa:
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o 1o uckaHe Ha EBporelickaTta areHIus 1o JeKapcTBara;

o BUHArd, KOTaTO Ce U3MEHsI CCTEMAaTa 3a yIpaBJleHHE Ha pHCKa, 0OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa HH(OpPMAITUS, KOITO MOXKE Ja IOBeIe 0 3HAYHMH IPOMEHH B CHOTHOIIIEHHETO
T0JI13a/PUCK, WITH CJIe/l AOCTUTaHe Ha BayKeH eTan (BbB BPb3Ka C IMPOCie/IsiBaHe Ha JeKapCTBEHATa
0e30MacHOCT MM CBEXKIaHE Ha PHCKA 0 MUHUMYM).

L I[OH'I)JIHI/ITEJIHI/I MEPKH 32 CBCKAAHE HA PUCKA 10 MUHUMYM

HamoMHsmiTe KapTH Ha MannueHTa (3a Bb3pacTHU U IICIUATPUIHH ITAIMeHTH) ChIBPIKAT CICIHATE
Ba)KHU €JIEMEHTH:

- WH(EKINH, BKITIOYUTEIHO TyOepKyI03a
- pax

- npoOJeMu ¢ HepBHATa CHCTEMa

- BaKCHHAIINU
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HPUJIOKEHHE I11

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

KAPTOHEHA OITAKOBKA 3A ITIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Hukyndra 20 mg nHKeKIHOHeH pa3TBOP B MPEIBAPUTEIHO HAITbIHEHA CIPHHIIOBKA
aganmuMymal

2. OBSBSIBAHE HA AKTUBHOTOMTE) BEHLIECTBO(A)

Enna 0,2 ml npeasapuTeiHO HAITbJIHEHA CIIPUHIIOBKA ChaAbpka 20 mg aganumymao.

3. ClIUCBK HA TIOMOIIHUTE BEHIECTBA

HaTPHUEB XJIOPHL, 3axapo3a, monrcopdat 80, Boaa 3a MHXKEKLHHU, XJIOPOBOAOPOIHA KHCENNHA U
HaTpUEB XUIPOKCH

Bwkre nmucToBKaTa 3a JOITBIHATENHA HHPOPMAIIHSL.

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHXeKIMOHEH pa3TBOp

2 Ipe/IBAPUTEITHO HATBITHEHHU CITPUHIIOBKH
2 TaMIIOHA, HAIIOEHHU ChC CIUPT

5. HAYUH HA NIPUWIOKEHHUE U ITBbT(UIIA) HA BbBEK/IAHE

[TonkoKHO TPUIIOKEHUE
Camo 3a emHOKpaTHa ynorpeoa.
[Ipenu ymorpeba mpovereTe TUCTOBKATA.

QR ko, KOHTO IIe Ob/Ie BKIIIOYEH
hukyndrapatients.com

6. CIEHUAJIHO NPEAYINPEXIAEHUE, UE JJEKAPCTBEHUST NPOAYKT TPABBA JA
CE CBbXPAHSIBA HA MSACTO JAJIEYE OT INIOI'VIEJA U JOCEI'A HA JELA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. APYT'U CIIEHMAJIHUA NPEAYIIPEKAEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HATOAHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce cbxpaHsiBa B XJIaquiHUK. J[a He ce 3aMpassiBa.

Bmkre nmucToBKaTa 3a Apyry Bh3MOKHOCTH 33 ChXPaHEHHE.

CobxpansBaiiTe IpeIBapUTEIHO HAIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
MpeAna3y OT CBETIUHA.

10. CHEIMAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIAN OT TX,
AKO CE UBUCKBAT TAKHUBA

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

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1589/010

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Hukyndra 20 mg

‘ 17.  YHUKAJIEH WIEHTU®UKATOP — JIBYUIMEPEH BAPKO/L

JByn3mepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(DHUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Hukyndra 20 mg uHXeKIHOHEH pa3TBOP B MPEABAPUTEIHO HAITBIHCHA CIIPUHIIOBKA
aganmuMymat

2. HUME HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYIO

Bukre nucToBKaTa 3a HH(GOPMAIUsSt OTHOCHO ChXPaHEHHETO.
3a neauarpuyHa yrnorpeda

20 mg/0,2 ml
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
II'bPBUYHHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILIA) HA BbBEXKJAHE

Hukyndra 20 mg nmxexiums
agamuMymat
S.C.

‘ 2. HAYMUH HA ITPUJIIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

20 mg/0,2 ml

| 6. JIPYTO
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A IIPEIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 40 mg MHXEKLIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBJIHCHA CIIPUHIIOBKA
aganmuMymal

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensapurenno HamrbiHeHa cipuHIoBKa ¢ 0,4 ml cpabpixka 40 mg aganmumymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Hatpues xmopun, 3axaposa, monucop6at 80, Bosa 3a HH)KEKIIUHN, XJIOPOBOJIOPOIHA KHCEIHHA U
HaTpUeB XUIPOKCHU.

BwkTe nmucToBKaTa 3a JOITBIHATEIHA HHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

HHxeKIIMOHEeH pa3TBop

1 mpenBapUTETHO HATbJIHEHA CIIPUHIIOBKA
1 TaMIIOH, HalOEH ChC CIIUPT

2 MpeABAPUTENHO HATBJIHEHH CIIPUHIIOBKH
2 TaMIIOHA, HATIOEHHU ChC CIIUPT

6 peIBapUTENTHO HAITBJIHEHH CITPUHIIOBKU
6 TaMITOHA, HATIIOEHHU ChC CIIAPT

5. HAYUH HA ITPUJIIOKEHUE U TBT(MIIA) HA BBbBEXJIAHE

IToaxoxHO MpUIIOKEHHUE
Camo 3a etHOKpaTHa ynoTpeoa.
IIpenn ynorpeba mpouereTe JINCTOBKATA.

QR ko, K0OHTO IIe OB/Ie BKIIFOYCH
hukyndrapatients.com

6. CIHEHUAJIHO NPEAYHNPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOI'JIEJA U TIOCET' A HA JIETIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTIA.
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‘ 7. JAPYI'U CHEHUAJIHM NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpansiBa B XJIaiuiHUK. J[a HEe ce 3aMpassiBa.

Buxte nucToBKaTta 3a Ipyrd Bb3MOXKHOCTH 33 ChXpaHEHUE.

CoxpaHsBaiiTe MpeIBApUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 J1a Ce
Mpe/ina3u OT CBETINHA.

10. CHELHWAJIHU NPEANTASHU MEPKU IMTPU U3XBBPJSIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKNBA

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

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

12. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1589/001
EU/1/21/1589/002
EU/1/21/1589/003

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Hukyndra 40 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/L

JIBynamepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DHKATOP.
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‘ 18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Hukyndra 40 mg uHXEKIIHOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHCHA CIIPUHIIOBKA
aganmuMymat

2. HUME HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYIO

Bmxre nmucroBkara 3a HH(I)OpMaLIHSI OTHOCHO CBbXPAaHCHUCTO.

40 mg/0,4 ml

161



MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT MAJIKUTE EJUHUNYHHN
II'bPBUYHHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILIA) HA BbBEXKJAHE

Hukyndra 40 mg umxexiust
aganmuMymat
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/0,4 ml

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A IIPEIBAPUTEJIHO HAITbJIHEHA ITNCAJIKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 40 mg nHXeKIHOHEH Pa3TBOP B MPEBAPUTEIHO HAITbIHEHA THCANKA
aganmuMymal

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enna npensapurenno HamrbiHeHa nucanka ¢ 0,4 ml ceappika 40 mg aganmnmyma.

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Hatpues xmopun, 3axaposa, monucop6at 80, Bosa 3a MHXKEKIINH, XJIOPOBOJIOPOIHA KHCEITHHA U
HaTPUEB XUIPOKCH.

BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOpPMALIKSL.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 mpeaBapuTEIHO HATBJIHEHA MHCAJIKA
1 TaMIIOH,HAalOEH ChC CIUPT

2 mpeaBapUTEIHO HATBIHEHHU MUCAIIKU
2 TaMITOHA, HAIOEHHU ChC CIIAPT

6 peBapUTETHO HATBIHEHN MTUCAIIKH
6 TaMIIOHa, HATIOEHHU ChC CIIUPT

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BHBEKJTAHE

[ToakoKHO TPUIOKEHUE
Camo 3a emHOKpaTHa ynorpeoa.
[Ipenu ynorpeda mpoyereTe JUCTOBKATA.

QR ko, K0OHTO IIe OB/Ie BKIIFOYCH
hukyndrapatients.com

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIEITA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce cbxpaHsiBa B XJIaquJHUK. J[a HEe ce 3aMpassiBa.

Bkre nmucToBKaTa 3a Apyry BH3MOKHOCTH 33 ChXPaHEHHE.

CobxpansBaiiTe IpeBapUTEIHO HAIIBJIHEHATA MUCAIKa B KAPTOHEHATa OMIAaKOBKA, 3a J1a CE MPEena3u OT
CBETJIMHA.

10. CHEIMAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA)

EU/1/21/1589/004
EU/1/21/1589/005
EU/1/21/1589/006

13. TAPTHUJAEH HOMEP

[MapTtuaa:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIHOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Hukyndra 40 mg

‘ 17.  YHUKAJIEH WIAEHTUH®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOP.
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‘ 18. YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

TEKCT BbPXY BJIMCTEPA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Hukyndra 40 mg uHXeKIMOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA MHCAJIKA
aganmuMymat

2. HUME HA IIPUTEXXATEJISA HA PABPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

|5.  JIPYTO

Bmxre nmucroBkara 3a HH(I)OpMaLIHSI OTHOCHO CBbXPAaHCHUCTO.

40 mg/0.4 ml
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT MAJIKUTE EAUVHUYHU
II'bPBUYHHU OITAKOBKH

ETUKET HA ITMCAJIKATA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT U II'BT(MIIA) HA BBBEKJIAHE

Hukyndra 40 mg umxekiust
agamuMymat
S.C.

‘ 2. HAYMUH HA ITPUJIIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/0,4 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 80 mg nmkeKkIuoHeH pa3TBOp B MPEABAPUTEIIHO HATBJIHEHA CIPHHIIOBKA
aganmuMymal

2. OBSBSIBAHE HA AKTUBHOTOMTE) BEHLIECTBO(A)

Enna npensapurenno HamrbiHeHa cipuHIoBKa ¢ 0,8 ml ceabppxa 80 mg amanmmymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Harpues xmopun, 3axaposa, momucop6at 80, Bo/a 3a MHIKEKIINH, COJTHA KUCEIIMHA 1 HATPUEB
XHUJIPOKCH]I.

Bwkre nmucToBKaTa 3a JOITBIHATENHA HHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHXeKIMOHEH pa3TBOp

1 mpenBapUTETHO HATbJIHEHA CIIPUHIIOBKA
1 TaMITIOH, HaMOEH ChC CIUPT

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BHBEKJTAHE

3a NOJKOKHO NPUIIOKEHHE.
Camo 3a erHOKpaTHa ynoTpeoa.
IIpenun ynorpeba npoyereTe JIMCTOBKATA.

QR ko, KOHTO 1I€ OB/IE BKIFOYEH
hukyndrapatients.com

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE IEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IHOTJIEJA U TIOCET'A HA JIEITA

Jla ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTa.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsiBa B XJIaiuiHUK. J[a He ce 3aMpassiBa.

Buxte nucToBKaTta 3a Ipyru Bb3MOKHOCTHU 33 ChXpaHEHUE.

CobxpansBaiiTe IpeIBApUTEIIHO HAIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAaKOBKa, 3a J1a Ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU NPEANNASHU MEPKU IMTPU U3XBBPJSTHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA)

EU/1/21/1589/007

13. TAPTHUJAEH HOMEP

[MapTuaa

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Hukyndra 80 mg

‘ 17. YHUKAJIEH NWIEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JByr3MepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH LWJIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKXAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 80 mg nmkeKkIuoHeH pa3TBOp B MPEABAPUTEIIHO HATBJIHEHA CIPHHIIOBKA
aganmuMymal

2. HNME HA IIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYTO

Bmxre nmucroBkara 3a HH(I)OpMaLIHSI OTHOCHO CBbXPAaHCHUCTO.

80 mg/0,8 ml

170



MUHHUMYM JAHHH, KOUTO TPABBA JIA CBbABPKAT MAJIKUTE EJUHNYHA
I'bPBUYHHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT U II'BT(MIIA) HA BBBEKJIAHE

Hukyndra 80 mg umxekiust
aganmuMymat
S.C.

‘ 2. HAYUH HA ITPUJIIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIHN EJUHUIIN

80 mg/0.8 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 80 mg nHKXeKIHoHeH pa3TBOp B MPEIBAPUTEIHO HAITbIIHEHA THCANKA
aganmuMymal

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHLIECTBO(A)

Enna npenBapuTeHO HaITBIHEHA THICaKa Chabpxka 80 mg amamumymad.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Hatpues xmopun, 3axaposa, monucop6at 80, Bosa 3a MHXKEKIIUH, XJIOPOBOJIOPOIHA KHCEIHHA U
HaTpUeB XUIPOKCHU.

Bwkre nmucToBKaTa 3a JOITBIHATEHA HHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHXeKIMOHEH pa3TBOp

1 mpenBapUTETHO HATbJIHEHA MTUCATIKA
1 TaMIIOH, HallOEeH ChC CIUPT

3 mpeaBapUTETHO HAITBIHEHU MMUCAITKA
3 TaMIIOHa, HAIIOEHHU ChC CIIUPT

5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEX/IAHE

3a MOAKOXKHO MPUIIOKEHHE.
Cawmo 3a emHOKpaTHa ynorpeoa.
IMpeau yrnorpeba nmpoveTeTe JIMCTOBKATA.

QR ko, KOHTO 11Ie OB/IC BKIOUCH
hukyndrapatients.com

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCEI'A HA IELTA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT
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T'onen no:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpaHsiBa B XJaamwiHUK. Jla He ce 3ampassBa.

BrmxTe nucToBKaTa 3a APYrd Bh3MOXKHOCTH 33 ChXpaHEHHeE.

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

10. CHEIWUWAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA)

EU/1/21/1589/008
EU/1/21/1589/009

13. TAPTHUJAEH HOMEP

ITapTuna

‘ 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Hukyndra 80 mg

‘ 17. YHUKAJIEH NWJEHTUO®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIEH HACHTU(DHUKATOP.

‘ 18. YHUKAJIEH LWJIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKXAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hukyndra 80 mg nHKxeKIHoHeH pa3TBOp B MPEIBAPUTEIHO HAITbJIHEHA THCANIKA
aganmuMymal

2. HNME HA IIPUTEXATEJISI HA PASBPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYTO

Bmxre nmucroBkara 3a HH(I)OpMaLIHSI OTHOCHO CBXPAaHCHUCTO.

80 mg/0,8 ml
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MUHHUMYM JAHHH, KOUTO TPABBA JIA CBbABPKAT MAJIKUTE EJUHNYHA
II'bPBUYHHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT U II'BT(MIIA) HA BBBEKJIAHE

Hukyndra 80 mg umxekiust
aganmuMymat
S.C.

‘ 2. HAYUH HA ITPUJIIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

80 mg/0.8 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIncroBKa: m{(bopMamm 3a ManMeHTa

Hukyndra 20 mg un:keKkumoHeH pa3TBop B NPEIBAPUTETHO HATbJIHEHA CIIPUHIIOBKA
ananmumymab (adalimumab)

V' Tosu nekapcTBeH IPOAYKT HOJIEKH Ha JONBIHUTENHO Habmoaenue. ToBa 1ie mo3Boju
OBP30TO yCTAaHOBSIBAHE HA HOBA MH(OPMAIIVsi OTHOCHO Oe3omacHocTTa. MOoXKeTe J1a ajeTe CBOs
MIPUHOC, KaToO ChOOIINTE BCAKA HEXKETIaHa PEaKIlHsl, KOSTO CTe MOyYMIH. 32 HaUrHA Ha ChOOIIaBaHe
Ha HEXXEJIAHW PEaKIIny BIDKTE Kpas Ha TOYKa 4.

IIpouyeTeTe BHUMATE/IHO LAJIaTa JUCTOBKA Mpeau Bamero nere 1a 3anoyHe Ja U3M0J13Ba TOBA

JIEKAPCTBO, Thi KaTO T ChAbP:Ka Ba:kHa 3a Bac nndopmaumus.

- 3amasere Ta3u JIMCTOBKA. MoJke /1a ce HaJIOXKH J1a s IPOYETETE OTHOBO.

- BammsT nexap mie Bu nage chimo HanmoMHAIA KApTa HA MANMEHTA, KOSITO ChIbpiKa BaKHA
nH()OpMAIH OTHOCHO 0€30IacHOCTTa, ¢ KOATO TPsIOBa Ja CTE 3alo3HaT Ipeay Bameto nete na
3ammoune na u3non3a Hukyndra u mo Bpeme Ha neuennero ¢ Hukyndra. CexpansiBaiite Ta3u
HATIOMHSIIA KAPTa HA MalMeHTa y ce0e CH WIH MPH JETETO CH.

- AKO MMare HIKaKBH JOITBIHATEHN BBIIPOCH, TTonuTaiiTe Bamus nexkap uinu gpapmareBT.

- ToBa nekapcTBO € npeAanucano JM4Ho Ha Bamero nere. He ro nmpeorcrhnBaiiTe Ha Apyru Xopa.
To Moke 1a UM HaBpeau, HE3aBUCHMO, Y€ MIPU3HAIIMTE Ha TAXHOTO 3a00JIsIBaHE ca CHIUTE KaTo
Ha JeTeTo Bu.

- Axo BammeTo gete noiny4yu HIKaKBU HEXKEJIaHU peakluK, yBeAOMETe Jekaps Ha Baiero nere
i (hapmarieBTa. ToBa BKIFOYBA BCHYKH BE3MO)KHH, HEOMTUCAHH B Ta3W JINCTOBKA HEXEJIaHU
peakuuu. Bikre Touka 4.

Kakso CbABbPiKa Ta3u JUCTOBKA

1. Kakgso npencrasnsasa Hukyndra u 3a kakBo ce m3nomn3sa

2. Kaxkgo TpsiOBa na 3naete, npeau Bameto nete ga uznomssa Hukyndra
3. Kaxk na mznomssare Hukyndra

4. Bb3MOXKHU HEXeNaHU peakuuu

5. Kak nma cexpansBare Hukyndra

6. ChabpkaHue Ha ONAKOBKATa U JIOMIBIIHUTEIHA HHQOpMAaIIns

7. Ykazanus 3a ynorpeda

1. Kaxkso npeacraBiasasa Hukyndra u 3a kakBo ce u3noj3Ba

Hukyndra cpabpprka akTHBHOTO BEIIIECTBO aJaiuMyMal.

Hukyndra € IMPEAHA3HAYUCH 3a JICUCHNUC HAa BH3IIAJIUTCIIHUTEC 3a60JIHBaHI/I$I, OIMMCAaHM MO-A0JYy:

. [onmapTukynapeH I0BEHUJICH UANONATUYICH apTPUT
. ApTpHT, CBBP3aH C EHTE3UT

. [Inakaten ncoprasuc nNpu NeIuaTpuyHy NanueHTH
. Bonect na Kpon npu nenuatpuvHy mauueHT!

. VYBeuT npu neAuaTpuyHy NalueHTH

AxrtuBHOTO BeniectBo B Hukyndra, anannmyma0, € 4oBeIko MOHOKJIOHAITHO aHTUTSLIO.
MOHOKIIOHATHUTE aHTUTENA ca IPOTEHHHU, KOUTO CE CBbP3BaT ChC CHENU(UIHN MUTIICHH.

MuiiieHaTta Ha agaauMyMa0 e IpOoTeHH, HapeueH Tymop-Hekporusupaill ¢paktop (TNF,), koiTo ¢ yacT
OT UIMYHHATa CUCTEMA U TIPHCHCTBA B TIOBUILICHH KOJIMYECTBA MPH Bh3NATUTEIHUTE 3200 IsIBAHUS,
nu3opoenu no-rope. Ceup3paiiku ce ¢ TNF,, Hukyndra HamansiBa Bb3nanuTenHus Mpouec npu Te3n
3a00JIsSIBaHUSL.
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HOJ’II/IaDTI/IKVJ'IaDCH TOBCHWJICH UIHOIIATUYCH apTPUT

HOJ’II/IapTI/IKyJ'IapHI/IHT FOBCHWJICH NAHUOIIATUYCH apTPUT € BB3IAIIUTEIIHO 3a00J1sBaHE Ha CTaBHUTEC, KOCTO
OOMKHOBEHO BH3HHKBA B JE€TCKa Bb3pacT.

Hukyndra ce n3mon3Bsa 3a jgedyeHne Ha MOJHAPTHKYIApEeH IOBEHUICH HIHOIIATHIEH apTPUT IPU
NalMeHTH Ha Bb3pacT Haj 2 ronuHd. [IspBoHavanno Ha Bamero nere morar na Ob1ar npuiaranu
JPYTH TIPOMEHSIIH X012 Ha 3a00JIsIBaHETO JICKApPCTBA, KATO METOTPEKCaT. AKO TO HE C€ MOBIHSC
JIOCTaThYHO TOOpE OT TE3H JIEKapCTBa, e My 0be nager Hukyndra 3a neyenne Ha HeroBUs
HOJINAPTHKYIIAPEH I0BCHWICH UANOTIATHYCH apTPHT.

Bammst nexap mie pemn ganu Hukyndra Tpsi6Ba fga ce u3mon3Ba ¢ METOTpEKCAT WIIA CAaMOCTOSITETHO.

ApTpuT, CBBP3aH C CHTEC3UT

AprI/IT'BT, CBBp3aH C CHTE3UT, € Bb3IaJIUTECIIHO 3a00JIIBaHE HA CTABUTE U HA MEcTara, KbaCTO
CYXOXKHUJIMATa CE€ IPUKPEIAT KbM KOCTTaA.

Hukyndra ce n3non3Bsa 3a jge4eHne Ha apTPUT, CBBP3aH C SHTE3UT, IIPH NAMEHTH Ha B3PAcT Hall

6 ronuau. [IspBOHAavaNHO Ha Bamero nere morat na ObaT npritaraHy APy MPOMEHSIIH X01a Ha
3a00IIIBaHETO JIEKAPCTBA, KATO METOTPEKCaT. AKO TO HE Ce TOBIHsIE TOCTATHUHO TOOPE OT TE3U
JeKapcTBa, me My O0bae ganeH Hukyndra 3a nedueHne Ha HETOBUS apTPUT, CBbP3aH C SHTE3UT.

IInakaTeH ncopuas3uc OIpy NCAUATPHUYHH AIUCHTH

[TnakaTHUAT ICOPHA3KC € KOXKHO 3a00JsIBaHe, KOETO IPEIN3BUKBA 00pa3yBaHETO HA YEPBCHH,
JIFOILEINN Ce, TBEPAM METHA 110 KOXKaTa, MOKPUTH CbC cpeOpHcTH Mtocnu. IInakaTHuAT ncopuasuc
MOXeE J1a 3aCeTHE U HOKTHUTE, KaTO BOAHU /10 YYIUIUBOCT, 3a/1¢0esIBaHe U OTACISIHE Ha HOKBTS OT
HOKBTHOTO JIOXKE, KOETO MOXKe /1a € Oose3HeHo. CunTa ce, ye COPHa3uChT ce MPUUMHABA OT IpodiIeM
C UMyHHaTa CHCTEMa Ha OpraHu3Ma, KOMTO BOJIH J10 MOBHUIIIEHA MIPOLYKIMS Ha KOXKHU KJIETKH.

Hukyndra ce u3non3Ba cbIo u 3a Jie4eHNE HA TSKbK XPOHWYEH IIaKaTeH TICOPHA3NC TIPH Jena U
IOHOIIIY Ha BB3pacT OT 4 110 17 ronuHu, Mpu KOUTO JIOKATHATa Tepanus u (JOToTepanuu He ca
MOJICFICTBAII MHOTO JJOOPE WIIH HE Ca ITOIXOISIIIH.

Bonect Ha KpoH nipu neauaTpyuyHu MAIHEHTH

bonecrra Ha KpOH € Bh3MAIUTEIIHO 3a00JIIBaHe Ha XpaHOCMMWIATECIIHATA CUCTEMA.

Hukyndra ce u3non3Ba 3a ieueHre Ha ymepeHa /10 Texka popma Ha Oonectta Ha KpoH npu gena u
FOHOLIM Ha Bb3pacT oT 6 10 17 ronuHu.

H’LpBOHa‘laJ’IHO Ha Bamrero JCTC MOXKE J1a 6’B,Z[aT IpujiaraHv Apyru JICKapCTBa. Axo TO HE ce IOBIIHSC
JO0CTaTb4YHO zxo6pe OT TC3HU JICKApCTBa, IC MYy 6’]:,[[6 JaJICH Hukyndra 3a HaMaJIsIBaHE HAa CUMIITOMUTEC
Ha HErOBOTO 3a00JIsBaHE.

VBenur OpHu DCAUATPUYHHU ITATMCHTHU

HCI/IH(i)CKLII/IOBHI/IHT YBCUT € Bb3NAJIUTCIHO 3360J’I$IBaHe, 3acAramio onpeaAcJICH YaCTHU Ha OKOTO.

Hukyndra CC U3I10JI3Ba 3a JICYCHUC Ha [C1d, HABbPIITHUIIN 2 roavuHu, C XpOHUYICH HCI/IH(l)CK]_[I/IO3CH
YBCUT, KaTO Bb3NAJICHUCTO 3aCsAra nNpeaHara 4aCT Ha OKOTO.

ToBa Bb3naJICHUE MOXKE Ja IOBCAC 10 HaMaJIsIBaHC Ha 3pCHUCTO W/WIIH HAJIMYHETO HA MBTHHHU B
OKOTO (‘-IepHI/I TOYKH HUJIU TbHKHU JIMHUHW, KOUTO CC ABWXAT B PAMKUTC HA 3pUTCIIHOTO HOJ'IC). Hukyndra
HeﬁCTBa KaTo HaMaJIsiBa TOBA BH3MAJICHUC.
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[IppBOHavyaHO Ha Bariero nete Moxe J1a ObAaT MpUIaraHy IPYTH JIEKapcTBa. AKO TO HE CE TOBITHUsIC
JIOCTaThYHO OT TE3M JICKApCTBa, 1ie My ObJe nanen Hukyndra 3a HamalnsiBaHe Ha CHMIITOMUTE Ha
HETOBOTO 3a00JIsIBaHE.

2. Kakso TpsdBa 1a 3HaeTe, npeau Bamerto nere aa udnoassa Hukyndra

He n3nonzsaiite Hukyndra

Axo Barmrero nere e aneprudHo KbM afanuMyMa0 HITH KbM HIKOS OT OCTAHAJIHNTE ChbCTaBKH HA TOBA

JeKapcTBO (M30pOCHM B TOUKA 6).

. Axo nereto Bu nma aktiBHa TyOepKy03a WU APYTH TEKKH WHPEKINUN (BUXKTE
I IpeaynpexxaeHus u npeanasHu Mepku ). Baxno e na undopmupare Bammus nekap, ako
Bamero gere umMa cuMOTOMH Ha WHQEKIHS, HATPUMEP TPECKA, PaHH, YyBCTBO 3a yMOpa,
npoOieMu chbC 3b0UTE.

. Axo Bamero nete uMa yMepeHa J10 TeKKa ChbpJiedHa HEJJOCTaTbuHOCT. BaxkHo € na
uHpopmupate Bamms siexap, ako TO € UMajIo WIKM UMa CEPUO3HO ChPJECUYHO 3a00isBaHe (BUKTE
L IpeayTIpeXIeHUS U TIPEAIa3sHi MEPKHU*).

IpenynpexneHns 1 NpeINa3sHu MEPKH
T'oBopere ¢ Bamms nexap uinm gapmarieBt, npeau aa m3nonszsate Hukyndra.

AJIepru4Hy peakiu

. Axo nereto Bu pa3Bue aneprudHu peakiiy ChC CUMIITOMHU KaTo CTSTaHe B I'bPANUTE, CBUPKAIIO
QUIIaHe, 3aMaiiBaHe, TIOyBaHe Wik 00puB, He MHkekTupalTe nosede Hukyndra u He3abaBHO ce
cBbpxeTe ¢ Bamms nexap.

Undexnnun

. Axo nereto Bu nma nHQeKnus, BKIIFOYNTETHO POABIDKUTETHA MHOEKIIUS, Wi MHQEKIUS B
OT/IeJIHA YacT Ha TSUIOTO (Karo HampuMep s3Ba Ha Kpaka), KOHCYITHpaiiTe ce ¢ Bammist gekap
npeau ynorpedara Ha Hukyndra. Ako He cTe cuTypHH, CBBEpKeTe ce ¢ Bamms nekap.

. ITo Bpeme Ha neueHuero ¢ Hukyndra Bariero nete Mmoxe z1a ce pa3bosiee mo-jiecHo oT
uHpekn. To3u puck MoXe J1a ce yBeJIWYH, ako 1eTeTo Bu mma npobiemu ¢ 6enute 1podose.
Te3u undekmnu Moxe 1a ObJIaT CEPUO3HU U BKIIFOYBAT:

o] TyOepKyIo3a
o] WH(EKIHUH, TPUYUHEHU OT BUPYCH, I’BOUYKH, TTAPa3UTH WK OaKTepun
o] TexKa WH(EKIHs Ha KPbBTa (CETcuc)

B penku cinyvan Te3u HHPEKIIMK MOTaT Ja ObAaT )KUBOTO3acTparasan. BakHo € 1a kaxeTe Ha
Barmus nekap, ako ieTeto Bu mposiBU CHMIITOMH KaTo TeMIIeparypa, paHu, 4yBCTBO 3a yMOpa HITH
mpo0JieMH ¢be 3p0uTe. Barusr jgekap moxe na Bu kaxe na cipete ynorpebara Ha Hukyndra 3a
U3BECTHO BpEME.

. Tps6Ba na xaxkere Ha Bamms nexap, ako Barero nete *uBee Wi MbTyBaTe B paifOHH, KbJETO
rpOnYHUTE UHEKINH (HapuMep XUCTOIIA3M03a, KOKIHIUOUIOMHUKO3a WK OJIACTOMUKO3a) ca

MHOTI'O 9Y€CTH.

. Tpsi0bBa na kaxere Ha Barust nekap, ako Barirero nete € umMano nHGEKIUH, KOUTO
MPOIBIDKABAT J]a CE TTOBTAPSAT WK JPYTU ChCTOSHUS, KOUTO TIOBHINIABAT PUCKA OT UH(PEKITUH.

. BamreTo gete 1 HeroBusT Jiekap TpsAOBa Ja 0OpBIIAT CIEIATHO BHIMaHHUE 32 MPU3HAIM Ha
uHbeknys, gokaro aerero Bu e Ha neyenue ¢ Hukyndra. BaxkHo e na kakere Ha Barwst nekap,
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ako jieteto Bu mma cuMiitomMu Ha HHQEKIMS, HATPUMED, TPECKA, PaHU, YyBCTBO 32 yMOpa,
MPOOIEMH CHC 3HOUTE.

TyGepkynosa

. Toii kKaro UMa cHOOLIEHHUS 3a TyOEepKylo3a Ipy NauueHTy Ha teuenue ¢ Hukyndra, Bammsr
JieKap 1e u3cieaBa AeteTo Bu 3a mpu3Hany 1 CUMIITOMH Ha TyOepKyino3a Mmpeay 3aloYBaHe Ha
neyenueTo ¢ Hukyndra. ToBa BkitouBa 00CTOMHHA METUIIMHCKA OLICHKA, BKJIIOYUTEITHO aHAMHE3a Ha
Bamiero aere, 1 HOAXOSIIM U3CIEABAHNUS 32 CKPUHUHT (HapUMep PEHTT€HOBa CHUMKA Ha TPhIHUS
Kol U TyOepKynuHOB TecT). [IpoBekjaHeTo 1 pe3yATaTUTe OT TE3H U3CIIeABaHMs TPAOBa a ce
orOeneKaT B HAMOMHSIIIATA KApTa HA ManueHTa Ha Bamero nere.

. Mmoro e BaxxHO 112 nH(pOpMupare Bamms nekap, ako neteto Bu e 6onemysano ot TyOepKyino3a
WK € OMIIO B TECEH KOHTAKT C HAKOHM OosieH OT TyOepKyno3a. Ako neteto Bu nMa akTuBHa
TyOepkyrno3a, He n3non3Baiite Hukyndra.

. [To BpeMe Ha JIeUeHUETO MOXKeE J1a Ce pa3BUe TYOepKylo3a, IOpH ako AeTeTo Bu e npuemano
JIeYCHHUE 3a Mpena3BaHe OT TYOepKyo3a.
. AKO TI0 BpeMe Ha JICUSHHETO I CJIeJ] HETo Ce MOSIBAT CHMITTOMH Ha TyOepKyio3a (Harmpumep

KalllJINIa, KOATO He OTMUHABA, 3ary0a Ha TerJIo, JINTICa Ha eHEPTHs, JIEKO MMOBHUIICHA TeMIepaTypa) Win
HSIKaKBa Jpyra nHpeKys, HezabaBHO nH(popMupaiite Bamms nekap.

Xemarut B

. WNundopmupaiite Bamms nekap, ako aereto Bu e Hocuten Ha Bupyca Ha xernatut B (XBB) mmun
uMa akThBHa XbB nH(ekums nim cunrare, 4e € U3JIMKEHO Ha PUCK OT 3apa3sBaHe ¢ HBV.

. Jlekapst na Bamero aere, Tpsa0Ba qa usciensa Aereto Bu 3a Bupyca Ha xenarut B (XBB). [pu
Xopa, HocuTelu Ha To3u Bupyc, Hukyndra moxke na moBene 10 MOBTOPHO aKTHBHpaHE Ha BUpYcCa.

. B nsikom penku ciyyan, ocoOeHo ako Barero pere npuema qpyru JeKapcTBa, KOUTO HOTHCKAT
WMYHHaTa CHCTeMa, TOBTOPHOTO akTuBUpaHe Ha XbB Moxe na 0b1e >KMBOTO3aCTpaIaBamio.

OHeDaHI/IH WX JCHTAJTHU MMPOUCAYPHU

. Axo Ha Bamero gere npejicron ornepaiysi WK ASHTAIHHA POy PH, MOJIsl, HHPOpPMHUpANTe
Bamms nekap, ge nerero Bu npuema Hukyndra. Bammst iexap Moxe s1a mpenopbya BpeMEHHO
MpeycTaHoBsBaHe Ha yrorpedara Ha Hukyndra.

Jlemuenuansuparlto 3adossBaHe

. Axo Bamreto gere uma nim pa3Bue IeMUEIHHU3HPAIO 3a00isBaHe (3a00sBaHe, KOETO 3acsra
oOBHBKaTa Ha HEPBUTE, KATO MHOXKECTBEHA CKJIepO3a), Bammsr siekap 1ie permm qanm € Heo0XoauMo
TO Ja TIOJTy4aBa WK Ja Mpoabioku j1a monyyaBa Hukyndra. He3a6aBHo nHbopmupaiite Bammst nekap,
ako Jiereto Bu mMa cMMIITOMH KaTo IPOMEHU B 3pEHUETO, CIIA00CT B PhIIETE WM KpaKaTa Wiu
M3TPBITBAHE WJIM MPAaByYKaHE B HSIKOS 9acT Ha TSJIOTO.

Bakcunanmn

. OnpeeneHy BAKCUHHA MOTAT JIa MPUYUHAT MHQEKIINU 1 He TPsOBa Jia ce JIaBar 1o BpemMe Ha
neuenueto ¢ Hukyndra.
* TlochBerBaiiTe ce ¢ Bamms nekap npeny nmpuiiaraHeTo Ha KaKBUTO M J1a OMII0 BAKCHHHU
pu gerero Bu.
® HpeHOp'b‘IBa CC I10 Bb3MOXXHOCT Jf1ara Ja NPpUKIYaT C BCUYKHU IINTaHUPaH!
UMYHH3AIIWY, IPe/In 3anouBaHe Ha euernneto ¢ Hukyndra.
* Axo gpiieps Bu e mpuemana Hukyndra, qokarto e Onsa 6pemenHa, HeifHOTO 6e6e Moke
Ja ObJie ¢ TI0-BUCOK PHCK 3a Pa3BHTHE HA TakaBa MHQEKIHS, 32 IIEPHO]] OKOJIO MET Mecera
cien nmocienHara go3a Hukyndra, xosiTo e momydmnna mo Bpeme Ha 6pemeHHOCTTa. BaxkHO
¢ na nHdopmupaTe JIeKapsAT Ha HEHHOTO Oebe 1 APYTUTe MEAUIIMHCKH CICUATIICTH, Ye
neiepst Bu e nexyBana ¢ Hukyndra o Bpeme Ha HeliHaTa OpeMEHHOCT, Taka 4e Aa Morar
Jla pelar, Kora Ha HeiHOTo Oebe Tps0Ba Aa ce HalpaBH KaKBaToO M Ja € BAKCHHALIUSL.

180



C’BD}IC‘JH& HEOOCTAaThb4YHOCT

* Axo nereto Bu uma sieka chpieuHa HEOCTaThYHOCT U ce JiekyBa ¢ Hukyndra, cbpreunust my
cTaTtyc TpsiOBa Jia ce MpocieasiBa BHUMATEITHO oT Bammst nekap. BaxkHo e 1a nunpopmupare Bamms
Jekap, ako BamreTo nerte Mma MM € ©MaJIo CeprUO3HO 3a00isIBaHe HA ChpLETO. AKO neteto Bu pas3sue
HOBY WJIM BJIOIIABAIIM CE CHMITOMH Ha ChpJIeUHa HEAOCTAThYHOCT (HaPUMED, 33 IbXBaHE WK OTOLU
10 Kpakata), TpsibBa He3a0aBHO J1a ce CBbpikeTe ¢ Bamms nekap. BammsaT nekap 1me pemu qamu e
HeoOxoaumMo To na npmwiara Hukyndra.

Tpecka, oxJ1y3BaHMsI, KEPBEHE WX OJIEIOCT

* [Ipy HAKOM MALlUEHTH, OPTaHU3MBT MOXKE 1 HE YCIIsiBa 1A IPOU3BEXKAA NOCTaTbUHO KPbBHU KIIETKH,
KOUTO J1a ce OOpAT ¢ MHPEKIMUTE WK 3 TIoMarar 3a CIIMPaHeTo Ha KbPBEHETO NpH feTeTo Bu.
BamusaT nexap Moke 1a pemiu aa crpe jJeueHueTo. Axko aeteto Bu pasBue Tpecka, KosSTo HE
MPEMUHABA, TTOJYYH JIEKH CHHUHH WK MHOTO JIECHO KbPBH, WJIH U3IVIEkKAa MHOTO OJie[10, BeaHara ce
CBBpKETE ¢ Bamus sekap.

PaxoBu 3a0ongaBanns

. Hanuyuu ca MHOTO peKy Clydau Ha ONpEACICHH BUIOBE PaK MPH JIella U Bb3PacTHH,
npunaramy Hukyndra wim apyru TNF-6nokepu.
. Xopara ¢ 1mo-cepro3eH PeBMaTOUJICH apTPUT, KOUTO Ca € MO-ToJisiMa JaBHOCT Ha 3a00JIsBaHETO,

MOTaT J1a ca C MO-BHCOK PHUCK OT CPeIHHS 32 Pa3BUTHETO Ha JTMM(pOM (BHUJI paK, KOHTO 3acsra
muMmdHaTa CUCTeMa) U JeBKeMHs (BU paK, KONTO 3acsira KPbBTa U KOCTHHSI MO3BK).

. Axo Bamero nere nmpuinara Hukyndra, puckbT oT nosieata Ha TuMQOM, JTEBKEMUS WIH APYTH
BUJIOBE PaK MOJXKe Jia ce MOBHIIH. B peaku ciyuan e 6un HabIr0AaBaH HEYECT U TEXKBK BU TUM(OM
NIpY aluueHTH, nekyBanu ¢ Hukyndra. Hsxou ot Te3u nanueHTH ca OMiM JIEKyBaHH CHIIO C
A3aTHOIPHH WIH 6-MEpKaNTOIIypHH.

. Wudopmupaiite nekapst Ha Bamero aere, ako aerero Bu npuema azaTnonpuH Wiu

6-MepkanronypuH 3aeano ¢ Hukyndra.

. Crnyvan Ha HeMeJTaHOMHU (DOPMU Ha KOXKEH paK ca HaOJIoJaBaHu MPH MAIlMESHTH, PHIIaramin

Hukyndra.

. AKoO 110 BpeMe Ha WUJIH CJIe]l TepanusITa ce MOsSBU HOBO IMOPAXKEHHE BbPXY KOXKaTa UM aKo
CBILECTBYBAIINTE MOPAKEHHUS IPOMEHST CBOAT BhHILIEH BU, HHPOpMupaiite Bammus nekap.

. [Ipu nauuenTtu c onpenenex Buj 3a0oisiBaHe Ha OenuTe ApoOOBE, H3BECTHO KATO XPOHUYHA

oOcTpykTuBHa 6enoapobna donect (XObBB), nekyBanu ¢ apyr Onokep Ha TNF, ca nHabmonaBanu
CJIydad Ha JIpyTu BUJIOBE PakK, pa3inyHu oT tumdom. Axo Bamero nere crpana or XObb nnu e 3axier
nymrad, Tpsiosa ga ooceaure ¢ Bamms nexap ganu nedenuero ¢ TNF 6nokep e noaxonsimo 3a Bamero
JeTe.

ABTOPIMVHHPI 3a00IIIBaHUS

. B penxu cinyuan neaennero ¢ Hukyndra moxe aa goBene 10 CHMITOMH, Harmogo0sBamin
nymyc-mogo0eH cuaapoM. CBbpKeTe ce ¢ BammusT ekap, ako ce TOosSBAT YIOPHUT, HE00SCHUM 00pUB,
Tpecka, 00JIKa B CTaBUTE WK yMOpa.

JApyru aekapcrsa u Hukyndra
Hudopmupaiite nekaps Ha Bameto nete wim gapmaresra, ako Banrero gere npuema, Hackopo e
MIPUEMAJIO WM € Bb3MOXKHO /14 IIPUEME APYTHU JIEKapCTBa.

Barmiero gere He TpsOBa aa npuema Hukyndra eTHOBpeMEHHO ¢ JIeKapCcTBa, KOUTO ChIABPIKAT CICTHUTE
AKTHBHHU BEIECTBA, TIOPAH MOBHUIIIEH PUCK OT CEPUO3HA HHEKIIHS:

. AHaKWHpa,

. abararent.
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Hukyndra moxe na ce npuiara 3aejHo c:

. METOTpEKcaT;

: OTIpe/IeTIeHH, TIPOMEHSIIIN X0/1a Ha 3a00JIIBaHETO aHTHPEBMATHYHU CPECTBA (HAIIpHMep
cynacanazuH, XUAPOKCUXIIOPOXHH, TeTyHOMHUI W MHKEKIIMOHHN 3JIaTHU TpenapaTH);

. CTEPOUIU WK OOJIKOYCITIOKOSBAIIM CPECTBA, BKIFOYUTEITHO HECTCPOUTHH

npotuBoBb3nanureaau cpenctea (HCIIBC).

Axo umare BbIpOCH, MOJIS, TonuTainTe Bamus jgekap.

bpeMeHHOCT 1 KbpMeHe

. Bamara npiepst TpsioBa ga oOMucIn yrorpebara Ha HOAXOSIIN MPOTHBO3a4aThuHH CPEICcTBa

3a MpEeAI0TBpaTsABaHe Ha 3a0peMEHsIBaHE U TPENNa3BAaHETO OT OPEMEHHOCT Jia IPObIKABA ITOHE 5
Mecela cie nocienHoTo jgedenue ¢ Hukyndra.

. Axo Bamata gpiieps e OpeMeHHa, MHCIIH, Y€ MOXe Jja € OpeMeHHa WM TUIaHupa Ja uma oeoe,
MOCHBETBANTE CE C HEIHUSI JIeKap OTHOCHO MPUJIAraHeTo Ha TOBA JIGKApCTBO.

. Hukyndra Tpsi6Ba fa ce u3mon3sa mo BpemMe Ha OpEMEHHOCT CaMo aKo € HeoOXOIUMO.

. Cropen mpoy4BaHe IMpU OPEMEHHOCT HE ChIIECTBYBA MO-BUCOK PUCK 32 BPOICHU AC(HEKTH,

Koraro maiikara ¢ nmosydaBasia Hukyndra o Bpeme Ha OpeMEHHOCTTa, B CpPaBHEHUE ¢ MAHKUTE ChC
CBIIOTO 3a00Js1BaHe, KOUTO He ca JiekyBanu ¢ Hukyndra.

. Hukyndra moxe na ce u3mosi3ea 1o BpeMe Ha KbpMEHE.
. Axo Bamara npieps e noiayuasaina Hukyndra mo BpeMe Ha cBosita OpeMeHHOCT, 0e0eTo i Moke
Jla € U3JIOXKCHO Ha TMOBUIICH PUCK OT PA3BUTHE HA WHQEKITHS.
. BaxHo e na nHbOpMuUpaTe nexapuTe Ha HEHHOTO 6e0e U APYTrUTe MEIUIIMHCKH CIISTIHATUCTH 32

usnonsBanero Ha Hukyndra mo Bpeme Ha 6peMeHHOCTTa, Ipeau Ha 6e0eTo 1a ce HalpaBu KaKBaTo U
Jla € BaKCHHAIMs. 3a nmoBedye HHPOopMalys OTHOCHO BAaKCUHUTE BIDKTE paszaen ,,[Ipexynpexnenus u
MpEAna3sHu MEPKU‘.

lo¢pupane u padora ¢ MalIUHU

Hukyndra moke 1a noBiusie B He3HaYUTEIHA CTETIEH BbPXY CIIOCOOHOCTTA 3a modupaHe, KapaHe Ha
Benocurnes win pabora ¢ Mamuau. Crnen npunoxeruero Ha Hukyndra moxxe fa ce mosiBu
CBETOBBPTEX U HapylIEHHE Ha 3PEHUETO.

Hukyndra cbabpska natpuii u noaucopoar 80
ToBa JilekapcTBO ChABPKa Mo-Mayko ot 1 mmol Hatpuit (23 mg) Ha 0.2 ml, T.e. MOXKe Ja ce Kaxe, 4e
NPaKTUYECKH HE ChIIbprKa HATPHUHL.

Tosa siekapcTBO chabprka 1 mg nommucop6at 80 BbB Bceku ml. [lomrcopbarure Morar 1a mpuUIUHAT
aJIepruyHu peaKkiuy.
TpsOBa na kakere Ha Barms jiekap, ako UMare yCTaHOBEHH aJlepTHu.

3. Kak aa usnoasare Hukyndra

Bunaru uznonspaiite ToBa JICKapCTBO TOYHO KAKTO Bu e xazan Bamusar JICKap Wjin (bapMaI_IeBT. Axo He
CTC CUTYPHHU B HELIO, nonuTalte Bammms JICKap Uiin (bapMaueBT.

[penopbuntennute no3u Hukyndra 3a Bcsika ojoOpena yrorpeba ca oka3zaHH B clieiHaTa Talluia.
Bammusr nekap moxxe na npepnume Hukyndra ¢ npyro konnuecTBo Ha akTUBHOTO BEIIECTBO, aKO
Bamero gere nMa HykAa OT pa3iuyHa J03a.
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Ho.lmaanKy.ﬂapeH IOBCHW/ICH UIMOIIATHYECH apTPUT

Bb3pact wiu TeJIeCHO Tero KakBa 103a 1 K0JIK0 4ecTo 1a | 3a0e/1e:KKU
ce mpuema?
Hena, ronomu u Bb3pacTHu oT | 40 mg mpe3 ceamuiia Henpunoxumo
2-TOAMIIIHA BB3PACT C TETIIO
30 kg unu moseue
Hena u roHomm ot 2-rogumHa | 20 mg npe3 ceaMuna Hemnpunoxumo
BB3pacT ¢ rerio 10 kg no nox
30 kg
ApTpHT, CBBP3aH C EHTe3UT
Bb3pact wiiu TesiecHO TerIo B kakBa 103a 1 KOJIKO YecTo | 3a0eliesKKu
Aa ce npuema?
[Hena, roHomu u Be3pacTHu oT | 40 mg npe3 ceamuna Henpunoxumo
6-roiMIIIHA BB3PaCT C TEMIIO
30 kg nnm moBeue
Jlena v FoHOIIIM OT 6-TOMIIIHA 20 mg mpe3 ceaMuIia Henpunoxumo
BB3pacT ¢ terio ot 15 kg no
mox 30 kg
I[NnakaTeH ncopua3suc NPH NeTUATPUIHA NANMEHTH
Bn3pact win TesqecHo terio | B kakBa /1032 U K0JIKO yecTo | 3alesieskku
Aa ce npuema?
[ena u toHomm Ha Be3pacT oT | IIspBa no3a 40 mg, Henpunoxumo
4 o 17 ropgunu ¢ terno 30 kg nocnensana oT 40 mg cien
WJIH TIOBEYE €/IHa CeIMHUIIA.
Cnen ToBa oOnuaiiHaTa 703a e
40 mg mpe3 cenMuIIa.
Jena v roHomu Ha Bh3pact oT | 1IepBa noza 20 mg, Henpunoxumo

4 no 17 roouHu ¢ TEMIO OT
15 kg mo mox 30 kg

nociensana oT 20 mg cien
€/IHA CeIMMUIIA.

Cnen ToBa, oOMuaifHara 103a €
20 mg npe3 ceaMua.
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bojecrt Ha KpOH NnNpu NEAUATPUIHHA MAIUCHTH

Bn3pacT win TeJ1eCHO Terno

B kakBa 1032 U KOJIKO 4€eCTO
aa ce mpuema?

3a0eaexKKn

Jlelia 1 rOHOIIIM Ha Bh3pacT OT
6 no 17 romqunu c terno 40 kg
WU TIOBEYE

Hauvanna go3a 80 mg,
nmocneaBana ot 40 mg nBe
CEJIMUIIM TIO-KBCHO.

AKo ce m31CcKBa o-06p3
OTrOBOD, JieKapsT Ha Baiiero
JIeTe MOKe /1a PEIITHIIE
HavyaiHa f1o3a 160 mg,
nocienanu oT 80 mg nBe
CeAMMIIY TO-KBCHO.

Cnepn ToBa oOMuaiiHaTa 103a €
40 mg mpe3 cenMuIIa.

Jlexapsat Ha Bamero nere Moxe
na yBennyu no3ara 1o 40 mg
Beska ceamuna wim 80 mg mpes
cenMuIia.

Jena 1 roHOIIM Ha Bb3pacT OT
6 o 17 TonuHU C TErno
momaJko ot 40 kg

Hauanna no3a 40 mg,
nociensana oT 20 mg nBe
CEIMULU TO-KBCHO.

AKo ce u3nCcKBa Mo-0bp3
OTTOBOD, JIEKapAT MOXKE J1a
npeanuile HadyaiaHa no3a 80
mg, nocaeaanu oT 40 mg aBe
CEIMULY MO-KBCHO.

Cnen ToBa, oOMyaiHaTa 1034 €
20 mg npe3 ceaMua.

Bamwsr nekap moxe na
YBEJIMYM YECTOTaTa Ha J103aTa
1o 20 mg Bcsika ceaMuIia.

Yeeurt NpU NEAUATPUIHHA MAIUCHTH

Bn3pacT win TesiecHO Terno

B xakBa 1032 1 KOJIKO 4€CTO
aa ce npuema?

3a0ese:KKn

Jlena v FOHOIIM OT 2-TOAUIITHA
BB3PACT C TETIO IMO-MaJIKO OT
30 kg

20 mg mpe3 ceaMuIia

Bamusar nekap Moxe Jna
MpeanuiIe HadajaHa 1032

40 mg, KOSTO ce mpuJiara eiHa
ceIMUIIa peId Hav4ajIoTo Ha
oOuyaitHata j03a 20 mg npe3
cenmuna. [Ipenoppusa ce
Hukyndra na ce npunara B
KOMOMHAIHSI C METOTPEKCaT.

Jlema v FoHOIIIM OT 2-TOIMIIHA
Bb3pacT ¢ terto 30 kg nnn
MoBeye

40 mg mpe3 cenMuIia

Bamusr nexkap Mmoxe J1a
MIpeITUIIe HadalHa 1032

80 mg, KosATO ce mpuiara eaHa
CeIMHMIIA TIPS HA4aI0ToO Ha
obnuaiinara mo3a 40 mg mpes
cenmuiia. [IpenopbuBa ce
Hukyndra ga ce npunara B
KOMOUWHAIIHS C METOTPEKCAT.

Hauyun Ha NPUJI0KEHUE U ITBT HA BbBC/KAAHE

Hukyndra ce npuiara upe3 HHKEKTHPaHe 01 KoxkaTta (MIOIKOYKHA HHKCKIIHS ).
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IHonpoOHu yka3aHus 0THOCHO TOBa Kak aa nH:kekTHpare Hukyndra ca nagenu B Touka 7
»HAHxekTupane Ha Hukyndra®.

AKO cTe U3M0J13BAJIM MOBeYe 0T HeoOxonumara no3a Hukyndra

Axo 110 HeBHIMaHUe cte nmkekTupann Hukyndra mo-gecto, oTkomkoTo € mpeanucano ot Bammms
niekap win (hapMarieBT, TpsIOBa Ja ce CBbpkeTe ¢ Bamus nekap uinu apmarieBT u a ru uHGopMupare,
ye Bamrero gere e M3M0m3Bao MoBeue OT He0OX0AMMOTO. BuHaru B3umMaiiTe cbe cebe cu OnmakoBKara
Ha JIEKapCcTBOTO, JIOPH J1a € Mpa3Ha.

Ako cte nponycHaau aa uznoassare Hukyndra

AKO cTe pOIyCHAIX J1a MOCTABUTE Ha JIETETO CH MHXKEKIIHS, TPOBa J1a MH)KEKTUPATE Clie/IBaliara
no3a Hukyndra BemHara mom cu ciomHuTe. MHXKeKTHpaiiTe cieaBamiara 103a Ha JeTETO CH B
oTpe/ieNieHHs 3a TOBa JICH, KaKTO OMXTe HAIlPaBUJIM B CIy4aii, 4e He CTe MPOITyCKaJH J03a.

Ako cte cnpesin ynorpedara Ha Hukyndra

Pemenwnero na cripere aa n3nomssare Hukyndra TpsioBa qa 0b1e 00chaeHO ¢ Bamms nekap. Ako
cipere ga usnonspare Hukyndra, cumnromute Ha 3a0onsBaHeTo Ha Bamero nere Moxe ia ce
Bb300OHOBSIT.

AKO MMaTe HSKaKBH JIOMBIHUTEIIHA BBIIPOCH, CBBP3aHHU C yHnoTpedaTa Ha TOBa JICKAPCTBO, MOJIS

nornutaite Bamms nekap unu Gpapmaresr.

4. B1b3M0:KHU HeKeJIaHU peaKkuun

KakTo BCHUKH JIeKapCTBa, TOBA JIEKAPCTBO MOXKE J1a MIPEIN3BUKA HEXKETAaH! PEAKIMHU, BBITPEKH Y€ HE
BCEKH Tl ToJy4aBa. [I0BeYeTO HEXENIaH!U PEaKIlny ca JEKH JI0 yMepeHU. BhIpeku ToBa HIKOU OT
HE)KEJIAHUTE PEaKI[UK MOrar J1a ObJIaT CEPHO3HH M Jla U3UCKBAT JieueHune. Hexenanu peakiiui Morar
Jla BB3HUKHAT Hal-MaJiKko J10 4 Mecela ciie/] MocjaeIHoTo nHkekTupane Ha Hukyndra.

HNudpopmupaiite Bamms jgexap He3a0aBHO, AKO YCTAHOBHTE CJIEIHOTO

. TEXbK OOpHUB, KOIIPUBHA TPECKA WIIM APYTY NPU3HALN HA alepruuHa peaKius
. OTOLIHU I10 JIMLIETO, PhLIETE, KpaKara

. 3aTpyAHEHO JUIIAaHEe U T'bITaHe

. 3a1yX IIPH YCWIINE WJIH [P JIATaHE MM OTOLHM IO KpakKaTa

HNndopmupaiite Bamms Jiekap K0JIKOTO ce MOXke I0-CKOPO, AK0 YCTAHOBHTE CJICTHOTO

. NpU3HAIM Ha HHPEKIHS KaTo TeMIIeparypa, TajieHe, paHu, MpoOiIeMu chC 350MTe, TapeHe Mpu
ypUHHpaHe

. YYBCTBO Ha CJIa0OCT WM yMOpa

. KalIuia

. MpaByJKaHe

. CKOBaHOCT

. BOMHO BUJKIAaHE

. c1aboCT B phIIETE WM KpaKaTa

. NOAYTHHA WM OTBOPEHA Bb3IMaJieHa He3apacTBallla paHa

. TPU3HAIM U CHMIITOMH, TIPEIoNarainiy KpbBHA HAPYIIECHUS, KaTO IOCTOSTHHA TEMIIEpaTypa,

MosiBa Ha CHHUHM, KbpBEHE, OJIeI0CT

OnwucaHuTe MO-rOpe CUMIITOMH MOTar Jia ObJIaT MPU3HAIM Ha MPEJCTaBEHUTE TT0-I0Ty HEeXKETaHH
peakIim, KouTo ca own HaOmogaBanu ¢ Hukyndra:
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MmHoro 1ectu (Moxe aa 3acersar noseue ot 1 Ha 10 yoBeka)

. PEaKIUK Ha MCTOTO HAa MPUJIOKEHHE (BKITFOUUTEIHO 0OJTKa, OTOK, 3aUePBSIBAHE WU ChPOESK)

. MH(EKINN Ha TUXaTeHUTE IBTUIA (BKJIIOYUTEIHO TPOCTYAA, XpeMa, HHPEKIUsI Ha CHHYCHUTE,
ITHEBMOHMS )

. 1aBobonue

. KopeMHa OoJIKa

. raJieHe U TOBPBIIaHe

. o0puB

: MYCKYITHO-CKEJIeTHa O0JIKa

Yecru (Moxe aa 3acersar no 1 Ha 10 yoBeka)

. Cepro3HM MH(PEKUNH (BKIIOYUTEIHO OTPaBsIHE Ha KPHBTA U TPHII)

. 4YpeBHHA WHPEKINH (BKIIFOYUTEITHO TaCTPOSHTEPHUT)

. KOXXHU HH(MEKIHNHY (BKITFOUUTEITHO HENYIUT U XepIiec 30CTep)

. WHQEKIUY Ha yIIUTe

. WH(EKINY Ha YCTHATA KyXHHA (BKIFOUMUTENTHO WH(EKIINU Ha 350UTE U XepIiec)

. WH(EKIUY Ha BH3MPOU3BOUTEIHATA CHCTEMA

. WHQEKIHS Ha MTUKOYHUTE THTHILA

. reONYHY WHPEKIHN

. CTaBHU UH(EKIUU

. JIoOpOKaYeCcTBEHN TYMOPH

. paK Ha Kokara

. aJIePTUYHU peakiny (BKIIOYUTEITHO CE30HHA aJIeprus)

. 00e3BOAHSABAHE

. MPOMEHH B HACTPOEHHUETO (BKJIIOYUTEITHO JACTIPECHsI)

. TPEBOKHOCT

. TPYIHO 3aCIIUBaHE

. CETHBHH HapYILIEHUsI, KaTO U3TPBIBAHE, ,,AIIHMYKH ‘, CKOBAHOCT

. MUTpEHa

. NPUTHCKAaHEe HAa HEPBHO KOPEHYE (BKIIFOYMTEITHO OOJIKA B JOJTHATA YaCT Ha I'bpOa M OOJIKa B
Kpaka)

. HapylIeHHE Ha 3PEHUETO

. BB3MAJICHUE HA OUUTE

. BB3MaJICHHE Ha KJIeTIauuTe U MOJyBaHe Ha OUUTE

. CBETOBBPTEXK

. ycellaHe 3a y4eCTeHO OueHe Ha ChpIEeTO (ChpiedneHe)

. MOBHUIIIEHO KPBBHO HAJATaHE

. TOpEIH BbIIHU

. XeMaToM (HaTpymnBaHe Ha KPbB U3BbH KPHBOHOCHUTE CHIOBE)

. KalIuia

. acTMa

. 3a1yX

. KbPBEHE OT CTOMAITHO-YPEBHUS TPAKT

. Jqucriencus (HapyIeHo XpaHOCMUIaHe, OAyBaHe, KUCETIHHN)

. KrcenuHHa pedurykcHa 6oniecT (BpblllaHe Ha KUCEIMHU OT CTOMaxa)

. ,»CHKa" CHHAPOM (BKJIIOUBAILl CyXOTa B OYUTE U yCTaTa)

. ChpOEK

. CBHpOsI 00pHUB

. N0siBa HA CHHUHH

. BB3MAJICHNE Ha KoKaTa (KaTo eK3ema)

. HallelIBaHe HOKTUTE Ha PhIETe U Kpakara

. MOBHUIIIEHO MTOTEHE

. KOCOmaj

. OTKITIOYBAHE WJIM BIIONIABAHE HA TICOPHA3NC

. MYCKYJTHU CTIa3MHU
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. KPBB B ypHHATa

. O0BOpeUHn TIpodIIeMH

. OOJIKM B TPBIHMUS KOLI

. OTOK (TIOyBaHe)

. BHCOKa TeMIieparypa

. HaMaJisiBaHe Oposi Ha TPOMOOILIMTUTE B KPBBTA C MOBHUIIICH PUCK OT KbPBCHE MJIH TIOSIBaTa Ha
CHHUHU

. 3aTpyJIHEHO 3a3/IpaBsiBaHE HA PaHH

Heuectu (Moxe nma 3acernat no 1 Ha 100 goBeka)

o OTIOPTIOHUCTUYHY UHPEKINH (BKIIOUATETHO TyOepKyo3a v Jpyru HHPEKITNH, Bh3HUKBAIIH
IIpY HaMaJIsIBaHE YCTOMYMBOCTTA Ha OPraHM3Ma KbM 3a00JIsIBaHUS)

HEBPOJIOTHYHHI WHPEKIMHU (BKIIOUUTEITHO BUPYCEH MEHHHTHT)

WH(DEKITHN Ha OYHTE

OakTepuanHu HHPEKIUHI

JMUBEPTUKYINT (Bb3MaJIeHUE U WHPEKINSA Ha e0eI0TO 4epPBO)

pax

pak, 3acsirani JuM@HaTa cucTeMa

MEJIAHOM

WMYHHH HapyIICHHUs, KOUTO MOTaT Jia 3acerHaT OenuTe IpoOoBe, KokaTa U IMM(HUATE B3N
(Haii-yecTo capkou103a)

BacKyJIHT (Bb3MalleHHUe Ha KPHBOHOCHUTE CHJIOBE)

Tpemop (TpenepeHe)

HeBpomnarus (3a00sIBaHe Ha HEPBUTE)

yAap

JIBOMHO BIKJaHE

3ary0a Ha ciyxa, IIyM B yIIIUTE

YYBCTBO 32 HEPUTMHYHO OneHe, IpecKayaHe Ha ChPLETO

npoOIeMH ChC CHPIETO, KOUTO MOXKE J]a IPUUHHST 33 {yX WA OTOK Ha IJIe3CHUTE

ChbpriedeH UHpapKT

TOPOOBHUIIHO pa3lIMPEHNE HA CTEHATa Ha ToJisiMa apTepusi, Bb3MaJleHHE U ChCUPEK BbB BEHa,
3amyniBaHe Ha KPbBOHOCEH ChJ]

OenmoapoOHM 3a00IIBAaHHS, IPUIHHSBAIIH 32/1yX (BKIIOUUTEITHO Bh3IIAJICHNE)

OenmoapoOHa eMOoIMs (3amyIIBaHe Ha apTepust Ha Oeus 1pob)

IUIEBpaJieH U3JIMB (HeoON4aiiHO 3aIbpKaHe Ha TEYHOCT B IUIEBpaJHaTa KyXHHA )
BB3MaJICHHE Ha TTaHKpeaca, KOeTo MPUYNHSBA CHITHA O0JTKa B Kopema U rbpoa

3aTpyAHEHO NpeTTbIIaHe

OTOK Ha JIULETO (TMOgyBaHe Ha JIMLIETO)

BB3MAJICHUC HA XIBYHUA MEXYP, KAMBHU B KIIBYHUA MEXYP

MacTHO U3paXKlaHe Ha YePHOAPOOHUTE KIETKH

HOIITHO HU3IIOTABAHEC

Oene3n

pasnaj Ha MyCKYJIHa ThKaH

CHCTEMEH JIyIyC epuTeMarosec (BKIIOUBaIl Bb3MAJCHNE Ha KOXKaTa, ChPLETO, OeTiTe APoOOoBe,
CTaBHUTE U APYT'H OPraHU U CHCTEMH)

MIPEKbCBAHNS Ha CHHS (YECTH CHOYKIaHNA)

o UMIIOTEHTHOCT

o BB3ITaJICHUA

Peaxm (Moxe na 3acersHat 1o 1 ma 1000 qoBeka)

. neBKeMus (pax, 3acsraml KpbBTa U KOCTHUS MO3BK)
o TEXKa aJlepru4Ha PEeaKIysl ¢ MIO0K
o MHOYECTBEHA CKJIEp03a
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o HapyLICHUs] Ha HepBUTE (Bh3MaJIEHNE Ha OYHHS HEpB M cHHIpoM Ha [ mnen-bape, kolTo Moxe
Jia TOBeZe 0 MYCKyJHa Ca0doCT, MPOMEHEHH yCeLIaHus, N3TPhIIBaHE Ha PHIETE H FOpHATa 4acT
Ha TSJIOTO)

CIHMpaHe U3NOMIIBAHETO Ha KPBBTa OT ChPLETO

oemonpobna hubposa (cpacTBaHus B OeIHs 1po0)

nep¢opauus Ha 4epBo (MPOOUB Ha YEPBOTO)

XCTIATHT

MOBTOPHO aKTUBHpaHE Ha XemnaTtut B

ABTOMMYHEH XeIaTHT (Bh3MaJICHHE Ha YepHUS AP00, MPUIMHEHO OT COOCTBEHATa UMYHHA
crcTeMa Ha OpraHu3Ma)

KOKEH BAaCKYJIUT (Bb3MaJIeHNE Ha KOKHUTE KPhbBOHOCHHU CHIOBE)

curpom Ha CTUBBHC-/[)KOHCHH (PaHHUTE CUMIITOMH BKITIOUBAT HEPA3IOJIOKEHHE,
TEeMIIepaTypa, IIaBoOoIHe U 00pUB)

OTOK Ha JIUIIETO, CBBP3aH C aJepruiHa peaKiusl

epureMa MynTudopme (Bb3NAIUTENCH KOXKEH 00PHB)

TyIyC-TI0J00EH CUHAPOM

aHTHoeneM (JIOKATHO MOTyBaHe Ha KOXKaTa)

JMMXCHOUTHA KOXKHA peakius (ChpOsI YepBEHUKABO-TIHIIAB KOXKEH 00PHUB)

C Heu3BecTHA 4ecTOTA (OT HATMYHNUTE TaHHU HE MOXe /1a Ob/ie HampaBeHa OICHKA)

o xenaronmeHaneH T-kiaerbueH TuMdoM (PSIKO 37I0KadecTBEHO 3a00isIBaHe Ha KPBBTA, YECTO
(araiHo)

o Mepken-KkieThbueH KapiruHOM (BHJI paK Ha KOXara)

o Capkom Ha Karommm — psiko cpemaH pak, CBbp3aH ¢ HHPEKIUS ¢ YOBEIIKH XEPIIECEH BHPYC.
Capxom Ha Kanomm Haii-uecto ce cpela noa ¢popMara Ha MypIypHU U3MEHEHHUST BBPXY KOXKara.

o YepHOAPOOHA HEAOCTATHYHOCT

o BJIOIIIABaHE Ha CHCTOSIHUE, HAPEUCHO JIEPMAaTOMHUO3UT (HaOII0/1aBaT ce KOXXHHU OOpUBH,
MPUJIPY’KaBaHU OT MYCKYJIHA C1ab0CT)

o HaJ/IaBaHe Ha TEINIO (3a IIOBEYETO MAIMEHTH HA/IaBAaHETO Ha TEIIO € OMII0 MAJIKO)

Hsixou Hesxenanu nposieu, HabmonaBanu ¢ Hukyndra Moxe na He ca cBbp3aHU ¢ Pa3BUTHETO HA
CHUMIITOMH U MOXKE J1a 6’b,Z[aT YCTAaHOBCHHU CaMO C IMOMOIITAa Ha KPBbBHU TECTOBE. Te BKIITOYBAT:

Mmnoro yectn (Moxe aa 3acerHar mnoseue oT 1 Ha 10 JoBeka)

HUCKH CTOHHOCTH Ha OeNTUTe KPhBHU KIIETKH
HUCKHU CTOMHOCTH Ha YEPBEHUTE KPBBHU KIIETKH
IIOBULIEHUE HA JIMIIUIUTE B KPBBTA

MIOBHIIIEHUE HA YEPHOAPOOHHUTE CH3UMHU

Yectu (Moxe ma 3acerrar no 1 Ha 10 goBeka)

BHCOKH CTOMHOCTH Ha OeTuTe KPhBHU KIETKH

HUCKH CTOMHOCTH Ha TPOMOOLIMTHTE B KPHBTA
ITOBUIIEHA IMKOYHA KUCEJIMHA B KPBBTA

HapyllIeHUE B CTOMHOCTUTE HA HATPHs B KPBBTA

HUCKHU CTOMHOCTH Ha KAJILIUN B KPBBTA

HHUCKH CTOMHOCTH Ha (pocdaru B KpbBTa

BHCOKA KpbBHA 3axap

BHCOKH CTOMHOCTH Ha JIAKTaT AEXHUJPOreHas3ara B KpbBTa
HaJu4Me Ha aBTOAHTHUTENIA B KPBBTA

HUCKHU CTOMHOCTHU Ha Kajuil B KpbBTa

Heuvectn (Moxe nma 3acernar 1o 1 #a 100 gyoBeka)
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. MOBUIIIEHU CTOMHOCTU Ha OMITUPYOWH (4EpHOIPOOCH KPBBEH TECT)

Penxm (Moxxe na 3acernar o 1 Ha 1000 yoBeka)

o HUCKH CTOMHOCTH Ha OeNTUTE KPhBHU KIETKH, YePBEHUTE KPbBHU KIETKH U Opos Ha
TPOMOOLIUTHTE B KPHBTA

Cho01IaBaHe HA HeKeJAHH peaKIuu
Axo Bamreto sere noiyun HIKaKBH HEXXeJIaHH JISKApCTBEHH Peakilny, yBeIoMeTe Jiekaps Ha Bameto
nete nian papmareBta. ToBa BKIIIOYBAa BCHUKHA BH3MOKHH, HEOITUCAHH B TA3H JIMCTOBKA HEXEJIAHU
peaknnu. MoxkeTe ChIIO Aa ChOOIINTE HEXENIaH! PEeaklny JUPEKTHO Ype3_ HAIIMOHAIHATA CHCTEMA 3a
chobmaBane, mocoueHa B llpunoxenne V. Kato cho0IIaBare HeXXeJIaHU PeakIny, MOXKETE J1a JaIeTe
CBOA MIPUHOC 32 TIOTyYaBaHEe Ha IMoBeue HHPOPMAIns OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cbxpansiBate Hukyndra
[Ja ce cbxpaHsBa Ha MSCTO, HEJOCTBIIHO 3a JeLa.

He uznon3BaiitTe TOBa JIEKapCTBO CJIE] CPOKa Ha TOJHOCT, OTOEI3aH BEPXY €TUKETa M KapTOHEHATa
omakoBka crnen ,,EXP“ u ,,l'onen 10*“. CpoKbT Ha TOAHOCT OTTOBAps Ha IMOCIEAHHS JeH OT IIOCOYCHUS
Mecell.

Ha ce cpxpansia B xmammmHUK (2 °C — 8 °C). Jla He ce 3ampa3ssiBa.
CoxpansBaiiTe MpeABapUTEIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATAa OMIaKOBKa, 3a J1a ce
npeanasy oT CBETIHHA.

ANTEpHAaTHUBHO ChbXpaHEHHE:

Koraro e HeoOxoanmMo (HampuMep, KOrato mpTyBate), MpeIBapUTETHO HAITbIHEHATa CIIPUHIIOBKA 3a
enHokpatHa ynorpeda Hukyndra moxe na ce cexpanssa npu 20 °C go 25 °C 3a MakCUMaleH IepHoa
10 30 1HU — IPOAYKTHT TpsiOBa Aa ObAe 3amuTeH oT cBenHA. Cren kaTo Obe u3BajieHa OT
XJnaauiHuKa 3a cexpanenue npu 20 °C no 25 °C, cnpuHIoBkara TpsidBa Aa ce U3MO0JI3Ba B PAMKHUTE
Ha 30 1HM WK 1a ce M3XBBPJIM, JOPH aKO € BbpHATa B XJIQANITHHUKA.

TpH6Ba Jla 3aIuIIeTe aaTrara, Korato CripyuHIOBKAaTa € U3BaJiICHA 3a I'bPBU IIBT OT XJIAAUJIHHUKA U
Jarara, CJIEd KOATO Tp516Ba Ja C€ U3XBBPJIN.

He u3non3paiite ToBa 1€KapCTBO, AKO TEYHOCTTA € MBTHA, C IPOMEHEH LBAT WIH ChIbPKa JHOCIU WIH
YaCTUIIH.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aUATa WIK B KOHTEHHEpa 3a JOMAITHU OTNAaIbIIH.
Ilonmraiite Bammsa apmaneBT Kak Ja H3XBBPIISATE JIEKapCTBaTa, KOUTO Beue He n3nonssare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. ChabpkaHHe Ha ONMAKOBKATA U JOMBJIHUTETHA HHGOpMaHs
Kakso cpabp:xa Hukyndra
- AKTHBHOTO BEIIECTBO € afaTnMyMao.

- JlpyruTe ChCTaBKHU ca HaTPHEB XJIOPHJ, 3aXapo3a, nosumcopobat 80, Boja 3a HHKEKIIHH,
XJIOPOBOIOPO/IHA KHCeNInHA (3a Kopekuus Ha pH), HaTpueB xunpokcun (3a kopekuus Ha pH)
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Kaxk usraexna Hukyndra u kakBo ChAbpika 0IAKOBKATA

Hukyndra 40 mg uHXeKIIHOHEH pa3TBOP B MPEABAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA C IPEINAa3uTel Ha
uriara ce mpeajara Kato cTepuiieH pa3tBop Ha 20 mg aganumyma0, pazteopeH B 0,2 ml pa3TBOopHTENL.
Hukyndra npensaputeHo HamrbJIHEHA CIIPUHIIOBKA € CTHKJICHA CIIPUHIIOBKA, ChABPIKAIIA Pa3TBOP
aganuMymao.

Bcsika omakoBka chabpika 2 MpeaBapUTEITHO HAITBIHEHA(HM) CIPUHIIOBKA(H), oTlakoBaHa(¥M) B OIHCTED,
¢ 2 TaMIIOHA, HATIOCHU ChC CITUPT.

IIpuTe:kaTes Ha pa3pellleHHETO 32 YNOTpeda
STADA Arzneimittel AG

Stadastrasse 2—-18

61118 Bad Vilbel

I'epmanus

IIpousBoauTenn
Ivers-Lee CSM
Marie-Curie-Str.8
79539 Lorrach,
I'epmanus

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Hcnanans

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

3a JOIIBJIHUTCIIHA I/IH(IJOpMaHI/IH OTHOCHO TOBa JICKApCTBO, MOJIs, CBBPIKETEC CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECIKATECII HAa Pa3pCICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

EG (Eurogenerics) NV UAB ,,STADA Baltics*
Tél/Tel: +32 24797878 Tel: +370 52603926
Boarapus Luxembourg/Luxemburg
STADA Bulgaria EOOD EG (Eurogenerics) NV
Ten.: +359 29624626 Tél/Tel: +32 4797878
Ceska republika Magyarorszag
STADA PHARMA CZ s.r.o. STADA Hungary Kft
Tel: +420 257888111 Tel.: +36 18009747
Danmark Malta

STADA Nordic ApS Pharma.MT Ltd

TIf: +45 44859999 Tel: +356 21337008
Deutschland Nederland
STADAPHARM GmbH Centrafarm B.V.

Tel: +49 61016030 Tel.: +31 765081000
Eesti Norge

UAB ,,STADA Baltics* STADA Nordic ApS
Tel: +370 52603926 TIf: +45 44859999
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EAlhada
RAFARM A.E.B.E.
TnA: +30 2106776550

Espafia
Laboratorio STADA, S.L.
Tel: +34 934738889

France
EG LABO -—Laboratoires EuroGenerics
Tél: +33 146948686

Hrvatska
STADA d.o.o.
Tel: +385 13764111

Ireland
Clonmel Healthcare Ltd.
Tel: +353 526177777

Island
STADA Arzneimittel AG
Simi: +49 61016030

Italia
EG SpA
Tel: +39 028310371

Kvnpog
STADA Arzneimittel AG
TnA: +30 2106664667

Latvija
UAB ,,STADA Baltics*
Tel: +370 52603926

Osterreich
STADA Arzneimittel GmbH
Tel: +43 136785850

Polska
STADA Poland Sp. z.0 o.
Tel: +48 227377920

Portugal
Stada, Lda.
Tel: +351 211209870

Romania
STADA M&D SRL
Tel: +40 213160640

Slovenija
Stada d.o.o.
Tel: +386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: +358 207416888

Sverige
STADA Nordic ApS
Tel: +45 44859999

]IaTa Ha MOCJCAHO MPpepasrjackaaHne Ha JIMCTOBKaTa

JApyru u3ToYHUIIM HA HHPOpMALUA

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEeJA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHus
o JiekapcTBata: http://www.ema.europa.eu.

[MonmpoOHa nHbopMaIs 3a TOBa JIEKaPCTBO, BKIFOUHATEITHO BUICO 3a TOBA KaK Jla M3IOJI3BATE
MMpEABAPUTCIIHO HAITBJIHCHATA CIIPUHIOBKA, € JOCTBhIITHA YPE3 CKAaHUPAHC HA QR KOoJa, ITIOCOYECH I10-
A0JIy WK BbPXY KapTOHCHATA OITAKOBKA, CbC CMapT(i)OH. C”b]l[aTa I/IH(I)OpMaLII/IH CC Mpeayiara 1 Ha
ceaans URL aapec: hukyndrapatients.com

QR ko, KOHTO 11Ie OB/IC BKIIOYCH
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7. YKa3aHus 3a ynorpeoda
YKA3AHUSA 3A YIIOTPEBA

Hukyndra (axanumyma0) nmpeiBapuTeTHO HATbJIHEHA CIPHMHII0OBKA
20 mg/0,2 ml MHKEeKIHOHEH Pa3TBOP, 32 MOAKOKHO MPHJIOKEHHE

IIpoyeTeTe BHUMAaTEIHO Te3U YKa3aHus 3a ynoTpeda, npeau aa usnosare Hukyndra
NpeABAPUTE]HO HAITbJIHEHA CIIPUHIIOBKA 32 eIHOKPATHA YyNOTpeda

Hukyndra npeaBapure/iHO HAITBJIHEHA CIIPUHIIOBKA

Mscro 3a
IIpennazuren I MPBCTUTE
Ha uriara /) N
— \/‘ "’j
j 1 ByTaJ'IO
L o eI

Ba:xkna ungopmanusi, KosiTo TpsAOBa 1a 3HaeTe, Mpeau 1a wH:kekTuparte ¢ Hukyndra
NpeABAPUTETHO HAbJIHEHA CIPUHIIOBKA 32 eIHOKPATHA yNOTpeda

Basxkna undopmanmus:
e (CaMo 3a MOJAKOYKHA HHKEKITUSI
e He usnon3Baiite ciprHIIOBKAaTa U ce 00aieTe Ha Bammus qocTaBurK Ha 3paBHY TPHKHU HITH
(hapmarieBT, aKo:
*  TEYHOCTTa € MbTHA, C IPOMEHEH IIBAT WU ChAbP:Ka JFOCIH UIH YaCTHIIN;
*  CpPOKBT Ha TOAHOCT € U3TEKBI,;
* TEYHOCTTa € Omiia 3aMpassiBaHa (JIOpH U J]a € pa3MpazeHa) WK u3jaraHa Ha
Tpsika CI'IbHYEBA CBETIINHA,
*  TpeIBapUTEIHO HAITBIHEHATA CIIPUHIIOBKA € OWila M3ITyCKaHa I CUyTICHA.
e He cBansiiTe npenmnazuTes Ha UrjiaTa 0 MOMEHTa HEMOCPEACTBEHO MPEIN MHKEKTUPAHETO.
CoxpansBaiite Hukyndra Ha MsicTo, HEIOCTBITHO 32 Jela.
e BmxTe Touka 5 B TMCTOBKATA 3a TOBA Kak Ja chxpaHsaBare Hukyndra npeasapurento
HaI'bJIHEHA CIIPUHIIOBKA 32 €IHOKPATHA yIoTpeoa.

IIpeay MHKEeKTHpPAHE:

Bammsar AO0CTaBYMK Ha 3JpaBHU YCIIYyT'U Tpﬂ6Ba Ja Bu mokaxe xak Ja U3I10JI3BaTC Hukyndra
MMPEABAPUTEIIHO HAITBJIHCHA CIIPUHIIOBKA 3a €JTHOKpAaTHa yHOTpe6a IIpeau na A U3M0JI3BATE 3a IIbPBU
IIBT.

Xopa, KOUTO ca U3MOJI3BAJIN CIPHHIOBKH € afaJINMyMao:

Jlopu ako B MHMHAJIOTO CT€ M3II0JI3BAJIM JAPYTH [Ipe/UlaraHy Ha Ia3apa CHPUHIIOBKYU C afaluMyMal,
MOJIsI, IpOUYETEeTEe M3ISII0 YKa3aHUATa, 3a Ja pa3depere Kak Ja U3IoJ3BaTe TOBAa YCTPOUCTBO
MIPABUJIHO, TIPEH J1a CE OTMUTATE J1a MHKEKTUPATE.

HNmate Bbnpocu 0THOCHO M3n0J3BaHeT0 HAa Hukyndra npeaBapureiHo HATbJIHEHA

CNIPUHIOBKA?
I'oBopete ¢ Bammst 1oCcTaBUMK Ha 3paBHU YCIYT'H, AKO UMATE HAKAaKBH BBIIPOCH.
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IloaroroBka 3a mH:xkekTUpane ¢ Hukyndra npeaBapuTeiH0 HATbJIHEHA CIIPUMHIIOBKA

CTDBIIKA 1: 3BajeTe CHPUHIOBKATA OT XJATUIHHKA H 51 ocTaBeTe Aa ce 3aTomin npu 20 °C -
25 °C 3a 15-30 munyTu

1.1 UzBanmere Hukyndra ot xmagmmauka (Bx. @urypa A).

1.2 OcraBere Hukyndra na ce 3arorum npu temneparypa 20°C mo 25 °C B npoasmkeHue Ha 15 1o
30 MuHYTH NIpeu HHXeKkTupane (Bx. durypa b).

e He npemaxpaiite mpejmna3urelis Ha urnara, fokaro Hukyndra gocturae 20°C no 25 °C.

e He 3arommsiite Hukyndra mo HukakeB qpyr HaunH. Harmpumep He 3aTormisiiTe B
MUKPOBBIHOBA TICUKa WK B TOpEIa Boja.

e He usnosn3BaiiTe mpeBapUTEIIHO HAITBIHCHATA CIIPUHIIOBKA, aKO TSYHOCTTA € Omia
3aMpa3sBaHa (JOpH U J1a € pa3Mpas3cHa).

®urypa b

CTBIIKA 2: IIpoBepere cpoKa HA TOAHOCT M JIeKAPCTBEHHS PAa3TBOPEHHUS Pa3TBOP

2.1 [IpoBepete cpoka Ha TOJHOCT BHPXY €THKETa Ha MPEIBAPUTEIIHO HAITBIHEHATA CIIPUHIIOBKA (BIXK.
Ourypa B).

He u3mnon3BaiiTe mpeIBapuTEITHO HATBIHEHATA CIIPUHIIOBKA, aKO CPOKBT Ha rogHocT (EXP) e
W3TEKBII.

2.2 TIpoBepeTe JIeKapCTBEHUS PA3TBOP JICKAPCTBEHMS PA3TBOPB CIPUHIIOBKATA, 32 J1a CE YBEPUTE, Y€ €
ouctbp u 6e3uBereH (Purypa B).

He n3nomn3BaiiTe cripuHIIOBKATa U ce 00aaeTe Ha Bammmst mocTaBuuK Ha 3ApaBHU YCIIYTH WIH
(bapMarieBT, ako TEYHOCTTa € MBTHA, C IPOMEHEH IIBST MU ChIBPXKA JFOCIH WITH YaCTHUIIH.

IIpoBepere cpoka Ha rOJHOCT U

V JICKApPCTBCHUSA PA3TBOPJICKAPCTBCHUA
Il
— /y“l
EZ ~ N

EXP: MM/TTTT

®urypa B
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CTBIIKA 3: Ch0epeTe KOHCYyMAaTHBUTE M U3MUIATE pbLETE CH
3.1 OcraBere BbpXY YKCTA H TJIaJKa TOBBPXHOCT (BK. @urypa I):
e 1 mpenBapuTenHO HabIHEHA CIPUHIIOBKA 3a €THOKpaTHA yHoTpeOa ¥ TaMIIOH, HAIIOSH ChC
CIIUPT
e | mamy4eH TaMITOH WK Mapiisl (He ca BKITFOUYEHH)

e YcroitunB Ha MpoOWBaHe KOHTCHHEP 3a U3XBHPIITHE HA OCTPU IIPeIMETH (HE € BKIIOUCH).
Bwxte Crpnka 9.

AT

Tawmrox,
HAIOEH CbhC ||

CIHUPT

Qurypa I’

3.2 Usmuiite u moxacyuiere pouere cu (Bx. Gurypa ).

®@urypa /I

HNnskektupane ¢ Hukyndra npeaBapuTeIHO HANLJIHEHA CIPHHIIOBKA

CTBIIKA 4: U36epeTe M moyncTeTEe MSACTOTO HA MHAKEKTHPaHe
4.1 U3bepere msicTo Ha nHXeKkTHpaHe (Bx. Durypa E):

e Ha npesnnara moBspXHOCT Ha OEAPOTO UITU

e Ha kopema Hail-ManIko Ha 5 CM pa3CTOSIHUE OT ITbIIA.

e PaznuuHo OT mocyieAHOTO By MACTO Ha MHKEKTHUpaHe (Hal-MaJKko Ha 3 cm OT MOCIETHOTO
MSICTO Ha HHXEKTHPAHE).

4.2 Ilouncrere ¢ KPBroOBU ABMKEHUS MSICTOTO 332 MH)KEKTHPAHE C IIOMOIITa HAa TAMITOHA, HAITOEH ChC
CIIUPT.

e He umxekTupaiite npe3 Apexure.

e He I/IH)KGKTI/Ipaf/iTG B KOXXa, KOATO € Bb3lIaJICHA, HACUHCHA, 3a4CPBCHA, TBbpPAA, C 66)’[631/1, ChC
CTpUH WUJIU B o0J1acTv ¢ IICOPUATUYHMH ITJIAKH.
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Qurypa E

®urypa XK
CTBIIKA 5: CpaJyieTe npeana3ureJisi Ha UrJjaTa
5.1 XBaHeTe npenBapUTEIIHO HAITbIHEHATA CIPUHIIOBKA € enHaTa pbka (Bx. urypa 3).

5.2 C mpyrara ppka BHUIMATEITHO U3IbpIIaiiTe Oe3 Ja OrbBaTe MPEANa3uTeis Ha uriara (Bx.
Qurypa 3).

M3xBbpreTe npeana3uTess Ha UriaTta.

He ro nocrassiite 0THOBO.

He noxocBaiiTe urnata ¢ npbCTU U HE MO3BOJISIBANTE UrjiaTa 1a ¢€ JOKOCHE JO HULIO.
HpbxTe npenBapuUTEIHO HAITBJIHEHATA CIIPUHIIOBKA C UrjaTa Harope. Moxe aa BUAUTE
BB3/IyX B PEABAPUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA. baBHO HaTHCHETe OyTanoTo, 3a Ja
HU3KapaTe Bb3[yXa OT UIJIaTa.

e BB3MOXHO € 1a BUAUTE KalKa TEUHOCT B Kpasi Ha uriata. ToBa € HOPMAJHO.
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CTBIIKA 6: IpbkTe cIPMHIIOBKATA M 3aXBaHeTe KOKaTa

6.1 IppxTe TSIIOTO Ha MPEIBAPUTEIHO HAMIBIHEHATA CIIPUHIIOBKA B €JHATA PhKa MEXAY Hajiena u
ToKa3ajera, KakTo ce Jbp>ku MosuB (Bx. @urypa ). Hukora He usrernsiite 0yTaioTo.

6.2 Jleko 3axBaHeTe 00J1IaCTTa Ha OYMCTEHATA KOJKA HA MSACTOTO HA MEKEKTHUpaHEe (KOopema HiIH
Oenporo) ¢ npyrara cu pbka (Bk. @urypa ). [IpexTe KOkKaTa 371paBo.

®urypa U

durypa 1
CTBIIKA 7: UH:kekTHpPAaiiTE JIEKAPCTBOTO

7.1 Bkapaiite uriata B 3aXxBaHaTaTa Koxa o]l bI'bJ OT OK0JIO 45 Tpamyca ¢ 0bp30 ABIKEHHE,
noJ00HO Ha XBBPJIIsIHE Ha cTpennyka (Bx. durypa K).

e (Crex KaTo Urjara € BbTpe, OTIIyCHETE KOXKara.

7.2 baBHO HaTHUCHETE OyTalIOTO AOKpAii, 1OKATO IsIaTa TEUHOCT C€ MHKEKTHPA U NIPEIBAPUTEITHO
HaIbJIHEHATa CIPUHIIOBKA ce u3npa3Hu (Bx Purypa JI).
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Qurypa JI

CTBIIKA 8: OcraBeTe npeiBapuTeTHO HAITBJIHEHATA CIPMHUOBKA 12 U3TEIJIM UIJIaTa OT
KOXKaTa

8.1 baBHO moBaUrHeTe NpbeTa cu oT Oyranoro. byranoTo 1me ce npuaBwXH Harope ¢ npbera Bu u me
W3TETJIN UrjaTa OT MACTOTO Ha MHXKEKTHpaHe B Ipeana3uTens Ha urinata (Bx. durypa M).

e lrnara HsAMa Ja ce U3TETIH, OKaTO He ObJe MHKEKTHPaHa Is1aTa TeYHOCT. AKO MHCIIHTE, Ye
HE CTe MPHIOKIIIN LsjIaTa 103a, ToBopeTe ¢ Bamus nekap, papmManeBT Uil MEAULMHCKA
cecrTpa.

e HopmanHo e fa BUgUTE Npy>XHHA OKOJIO OYTasnoTo, CJIe KaTo Urjara € U3TeryieHa.

8.2 Cnen KaTo MHXEKTUPAHETO € MPUKIIOYMIIO, IOCTABETE MaMy4eH TaMIIOH HJIM MapJiisl BbPXY KoXKaTa
Ha MSCTOTO Ha MH)KEKTHUPAHE.

e He pasTppkBaiite.
e JleKo KbpBEHE Ha MSCTOTO HA HHXKEKTHPAHE € HOPMAIIHO.

®urypa M

M3xeoupasane Ha Hukyndra npeaBapuTeHo HATLJIHEHA CIPHHIIOBKA

CTDBIIKA 9: U3xBbpJjieTe U3M0JI3BAHATA CIIPUHIIOBKA B KOHTEIHEP 32 0CTPHU NpPeaMeTH

9.1 IocTaBeTe U3MOI3BAHUTE UTITH, CIPUHIIOBKU M OCTPHU TMPEIMETH B KOHTEHHEP 32 OCTPH MPEIMETH
BejiHara ciiesi ynorpeba (Bx. @urypa H).

o He mxBbpisiiTe pa3xiadeHU UIITH U CIPUHIIOBKH B OUTOBUTE OTIAIBITH
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9.2 Hpe,Z[HaSI/ITCJ'IHT Ha urjara, TaMIIOHbT, HAIIOCH CbC CIIUPT, MaMYUYHUAT TaMIIOH WJIN MapJiiaTa,
KaKTO M OITaKOBKaTa Morar Ja 6’I>I[aT HU3XBBPJISTHA BHB Barmure 6utoBn OTHaJabIH.

®urypa H
JonbaHnTe/IHA HH(pOPMALMA 32 U3XBBPJIsHE

e AKo HAMaTe KOHTEHHEp 3a U3XBBPISHE HAa OCTPU MPEIMETH, MOXKETE J1a U3I0I3BaTe
JIOMaKHHCKH KOHTEHHEp, KOUTO e:

*  OT 3[paBa IUIacTMaca,

*  MoOXe 1a ObJie 3aTBOPEH C IUIBTHO NMPHJIAralll, yCTOHYMB Ha IPOOHBaHE
Karak, mpe3 KOWTO He Morar Jia IPOHUKHAT OCTPH MIPEIMETH,

*  H3MpaBeH M cTaOuWIIeH 1Mo BpeMe Ha ynoTpeoa,

*  YCTOWYHMB Ha TEUYOBE U

*  TIPaBUIIHO €THKETHPaH, 3a Jja MPeayNpek/1aBa 3a OMacHU OTHaAbIHU B
KOHTEHHepa.

Koraro KOHTGﬁHep’BT Bu 3a H3XBBPJISAHC HAa OCTPU NMPEAMETH € IIOUTH ITBJICH, IIC TpH6Ba Ja CJICABATC
MCCTHHUTC YKAa3aHUS 3a MIPABUJIHUSA HAYHH 3a U3XBBPJISAHECTO Ha Bamms KOHTefIHGp 34 U3XBBPJISIHEC HA

OCTpH IIPEAMETH.

He u3xBbpisiiTe U3M0I3BaHUS KOHTEHHED 3a OCTPH NMpeaMeTy B OutoBute otnaxbuy. He
PELUHKIMpANTE U3IOJI3BAHUS KOHTEHHED 3a OCTPHU NPEAMETH.

Axo0 nmarte HIKaKBU BBIIPOCHU, CBBPIKETE CC C Bamms JAO0CTaBYMK Ha 3paBHU YCIIYT'U 3a IOMOII.

198



JlucroBka: Mndopmanusa 3a nanmeHTa

Hukyndra 40 mg un:keKumoHeH pa3TBOP B NPEIBAPUTETHO HATbJIHEHA CIIPUHIIOBKA
ananmumymab (adalimumab)

vTo3H JIeKapCTBEH MPOIYKT IMOAJIEKU Ha JAOMBIHUTENIHO HabmoaeHue. Tosa e mo3Boiau 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OPMaLUs OTHOCHO Oe3omacHocTTa. Moxere 1a [afere CBOsI IPUHOC, KaTo
CHOOILINTE BCSIKA HEXXENaHa peakiys, KOSTO CTe MOTYyYMId. 3a HaYrHA Ha ChoOIIaBaHe Ha HEXKeJaH!
peaKuu BIDKTE Kpas Ha Touka 4.

IIpoyeTeTe BHUMAaTEIHO LAJIATA JHCTOBKA, PeIM 1A 3all0YHeTe a U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nundopmanus.

3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOXKH J1a S IPOYETETE OTHOBO.

BammsaT nexap me Bu nage cpIno HanoMHSIIA KapTa HA MAIMEHTA, KOSTO ChIbpKa BaKHA
uH(OpMaIHsl OTHOCHO O€30I1acCHOCTTa, C KOSITO TPsIOBA Jja CTE 3aIl03HAT MIPEAHU J1a 3all0YHeTe Ja
npunarare Hukyndra u o Bpeme Ha neuenuero ¢ Hukyndra. CexpansiBaiiTe Ta3yn HAMOMHSIIIA KapTa
Ha MauueHTa y cebe cu mo BpemMe Ha Bamero seuenne u 4 mecena cJjen nocjaegnara Bu
unKeknusa ¢ Hukyndra.

AKO UMaTe HSIKaKBU JOITBIHUTEIHN BBIIPOCH, TTONMTaiTe Bamms nekap ninu gpapmanesT.

ToBa nekapcTBO € npeanucano JuyHo Ha Bac. He ro mpeorcThnBaiite Ha 1pyru xopa. To Moxe Aa UM
HaBpeAM, HE3aBUCUMO Y€ MPHU3HALUTE Ha TAXHOTO 3a00JsIBaHE ca ChUIUTE KaTo Bammre.

AKO TIoITyunTe HSIKaKBU HEXEJIaH! peakiuy, yBenromere Bamms nekap win ¢papmaieBt. Tosa
BKJIFOYBA M BCHUKH Bb3MOKHU HE)KEJIaHN PEaKIIMU, HEOMCAHN B Ta3H JIMCTOBKA. BrkTe Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnssa Hukyndra u 3a kakBo ce n3mon3sa
Kakgo Tps6Ba na 3Haere, npeau ga uznonssare Hukyndra
Kak na nznonssare Hukyndra

BB3MOXKHU HEXENIaHN PEaKIuH

Kak na cexpansBare Hukyndra

ChabpkaHue Ha ONIAaKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS
VYka3zanus 3a ynorpeda

NookrowhE

1. Kaxkso npeacraBiasasa Hukyndra u 3a kakBo ce u3noj3sa
Hukyndra cpappika ak THBHOTO BEUIECTBO aiainMyMad.

Hukyndra ce u3non3Ba 3a ieyenne Ha:
PeBmarounieH aptpur

TTonmapTukynapeH IOBEHUICH HINOTATHICH apTPUT
ApTpUT, CBBp3aH C EHTE3UT

AHKUI03UpAaIT CHOHIATUT

AKCHaJICH CITOHIUIOAPTPHUT 0€3 peHTreHOrpadCKu TaHHH 32 aHKUIO3HMPAIll CIIOHIHIIAT
IIcopuatuuen apTpur

Ilnakaren ncopuasuc

T'HoeH xuapaneHut

Bonect Ha Crohn

Yiiepo3eH KOIUT

Heundexnmosen yBeut

AxrtuHOTO BemectBo B Hukyndra, anannmyma0, € 4oBEIKO MOHOKJIOHAITHO aHTUTSLIO.
MOHOKIJIOHAJTHUTE aHTHUTEIIA Ca IPOTEUHH, KOUTO CE€ CBBP3BAT ChC CIIEU(DPUIHN MULICHU.
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Mumenara Ha amanumMymab e IpoTenH, HapedeH TyMop-HekpoTtusupar Gakrop (TNFa), koiiTo € gacT
OT UMyHHAaTa CUCTEMA 1 IPUCHCTBA B IIOBUIICHU KOJIMYECTBA IPHU Bh3NAINTEIHUTE 3a00JsIBaHN,
n30poenu no-rope. Ceup3Baiiku ce ¢ TNFa, Hukyndra HamansiBa Bp3manutenHus mpolec Ipu Te3u
3a00JIsIBaHUSI.

PeBMmaTonaeH apTputr

PeBMaTOMIHUAT apTPUT € BH3MAIUTEHO 3a00IIIBaHEe Ha CTABUTE.

Hukyndra ce n3non3Ba 3a jiedeHre Ha YMEPEH 10 TSKBK PEBMATOUICH apTPUT PH Bh3PaCcTHHU.
[IppBOHAaYaTHO MOXKeE Na Bu ObAaT npeanucany Apyrd MOAUQUIIMPAINY 3a001IBAHETO JICKAPCTBA,
KaTo METOTpeKcaT. AKO He ce TIOBIHUSAEeTe JOCTaThYHO A0Ope OT Te3U JieKapcTBa, e Bu 0bae

HaszHayen Hukyndra.

Hukyndra mosxe ma ce u3non3Ba u 3a Jie4eHrEe Ha TeXbK, aKTHBEH U MPOTPECUBEH PEBMATOH ICH
apTpuT 0€3 MPEIXOIHO JIYCHNUE C METOTPEKCaT.

Hukyndra mosxe 1a 3a0aBu yBpexJaHETO Ha CTaBUTE, IPUYMHEHO OT BH3MAIMTEIHOTO 3a00sIBaHe, U
MO’KE J1a UM ITIOMOTHE J1a C€ JIBIKAT I0-CBOOOIHO.

Bammsr nexap me pemn nanu Hukyndra TpsiOBa a ce n3nonssa ¢ METOTpeKcaT WM CaMOCTOSATEIHO.

[lonuapTUKyIapeH I0BCHWICH WINOMATHYCH apTPUT

[MonuapTHKyIapHUAT FOBEHUIICH UMONATHYCH aPTPHUT € BH3MAIUTEITHO 3a00JIIBaHE HA CTABUTE.
Hukyndra ce u3no:3sa 3a JieueHUE Ha MOJMAPTUKYJIAPEH FOBSHUICH HIMOMATHYCH apTPHUT MIPU
MaIMEHTH OT 2 TOAUIIHA Bb3pacT. [IspBoHauanHo Moxke 1a Bu ObaaT npeanucanu Apyru
MOU(PUIMPAIIN 3200JIIBAHETO JICKAPCTBA, KATO METOTPEKCAT. AKO He Ce MOBJIUACTE JOCTATHYHO
no0pe OT Te3u JiekapcTra, e Bu 0b11e HazHauen Hukyndra.

Bammwsr nexap me pemu ganu Hukyndra TpsioBa ga ce n3noia3Ba ¢ METOTPEKCAT WIIM CaMOCTOSTEIHO.

ApTpuT, CBEP3aH C EHTE3UT

ApPTPUTBT, CBBP3aH C €HTE3UT, € BB3NAIUTEIIHO 3a00JI1BaHE HA CTABUTE U HA MECTaTa, KbJETO
CYXOXKWIHATA C€ IPUKPENAT KbM KOCTTA.

Hukyndra ce n3no:nssa 3a jedeHue Ha apTPHUT, CBbP3aH C EHTE3UT NPH MAIMEHTH OT 6 TOIHIITHA
BB3pacT. [IbpBOHavaHO Moske J1a Bu Obaat npeanucanu Ipyru MoauduIpaniy 3a00JsIBaHETO
JeKapcTBa, KaTo METOTpeKcaT. AKO He ce MOBJIMsAETE JOCTaThUHO JJOOpe OT Te3H JIeKapcTBa, e Bu
0bae HazHauen Hukyndra.

AHKWI03UpAaIll COOHIWINT U aKCUAJIEH CIIOHIMUIOAPTPUT 0e3 peHTreHorpadCcKu JTaHHU 3a
AHKWJIO3UPAILl CHOHIUIUT

AHKHJIO3UPAIIHUST CIIOHIWINT M aKCHATHHUAT CIIOHIHIIOAPTPUT 0€3 peHTreHorpad)CKH JaHHHM 32
AHKWJIO3HUPAII CTIOHIMINAT Ca BH3MATUTEITHN 3200/ IsIBaHUS HA TPHOHAYHUS CTHIO.

Hukyndra ce u3nos3Ba 3a iedeHre Ha TEKbK aHKHUIIO3UPAIL] CIIOHIAMINT U aKCHAJICH CIIOHIUI0APTPUT
0e3 peHTreHOrpad)CKU TaHHM 32 aHKUJIO3UPAIIl CIIOHIUINT MPU Bb3pacTHU. [IbpBOHAYATIHO MOXKeE J1a
Bu Obat npuitaranu qpyTy JiekapcTBa. AKO He ¢e TIOBIHSIETE JOCTAThYHO J00pE OT Te3H JIEKapCTBa,
nie Bu 0b11e HazHauen Hukyndra.
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IlcopuaTnueH apTpuUT

HCOpI/IaTI/I‘lHI/I}lT apTpUT € BH3MNAJIUTCIIHO 3a00JIIBaHe Ha CTaBHUTEC, KOCTO OOMKHOBEHO € CBBP3aHO C
rncopuasuc.

Hukyndra ce m3non3Ba 3a iedenne Ha ICOpUaTHIEH apTPUT Ipu Be3pacTHU. Hukyndra mosxxe ma
3a0aBU YBPEKIAHETO HA CTABUTE, IPUYMHEHO OT 3a00JISIBAHETO M MOJXKE J1a UM TIOMOTHE JIa CE JIBUKAT
mo-cBo6oHo. [IspBOHAYATHO MOKe 1a Bu ObaaT npuaranu ApyrH iekapcTBa. AKO HE Ce TMOBJIHSIETe
JIOCTaThUHO JOOpPE OT Te3H JIeKapcTBa, e Bu 6b1e HasHauen Hukyndra.

II;makaTen mcopHuasuc

[TnakaTHUAT TICOpUA3UC € KOXKHO 3a00Js1BaHe, KOSTO MPEAN3BUKBA 00pa3yBaHETO Ha YCPBEHH,
JIOIIEIIN ce, TBHP/IU METHA M0 Ko¥KaTa, IIOKPUTH ChC cpeOdpucTu ocnu. [lnakaTHUAT ncoprasuc
MOJKE J]a 3aCerHe ¥ HOKTUTE, KaTO BOAM [0 YyIJIMBOCT, 3aA¢0eIsIBaHe U OTIEJISHE HA HOKBTS OT
HOKBTHOTO JIO’KE, KOETO MOJKE J1a € O0JIE3HEHO.

Hukyndra ce n3non3Ba 3a eueHne Ha

YMEPCH A0 TCKBK XPOHUYCH IIJIAKATCH IICOPUA3nC MPU BB3paCTHU U

TEXbK XpOHUYEH IUIaKaTeH IICOpHUa3nc MpH Jella U IOHOUIM Ha Bb3pacT oT 4 1o 17 roAuHu, Ipu KOUTO
JIOKaJIHaTa Tepanus ¥ GOTOTepaHHTE WK HE ca JeWCTBAIN MHOTO J100pe, MITH HE ca MOAXOISIIH.

I'HOeH XuapaaeHuT

I'HOMHMAT XUIpaaeHUT (MOHAKOTa HApHUaH aKHEe MHBEP3a) € XPOHUYHO U YeCTO OOJIC3HEHO
BB3MIAJIUTECIIHO 336OHHB3HC Ha kokata. CHUMIITOMUTE MOraT Ja BKJIFOYUBAT YyBCTBUTCIIHUA BbH3JIN
(moxytuHM) 1 abciecu (Upen), OT KOUTO MOXKE Ja N3TH4a THOU. To Hali-4ecTo 3acsira KOHKPETHU
YYacThIM OT KOXaTa, KaTo Mo/l I'bPANTE, TOIMUIITHALINTE, BHTPEITHATA YacT Ha OeapaTa, ClTaOuHUTE U
ceaanuinero. B 3acernarute pailoHu Morar Ja OCTaHaT U OeesH.

Hukyndra ce n3non3Ba 3a ieueHvie Ha
YMEpEH JI0 TeXbK THOCH XUJIPAJICHUT IPH Bb3PACTHH U
yYMEpEH JI0 TeXbK THOCH XHPAJICHUT IPH FOHOIIN Ha BB3pacT oT 12 mo 17 roguan

Hukyndra moxe j1a Hamaiu Opost Ha BB3JIMTE M a0CIIECUTE, IPUUMHEHH OT 3a00JIsIBaHeTO, U 00JIKaTa,
KOSITO YECTO CE CBHP3BA ChC 3a00ssiBaneTO. [IbpBOHAYATHO MOXKE 1a By ObJaT mpuiaranu Ipyru
JIeKapcTBa. AKO HE Ce MOBJIUSAETE TOCTAThUHO JT0OPE OT Te3H JIeKapCcTRa, e Bu Ob/ie Ha3HAUYeH
Hukyndra.

Bonect Ha Crohn

Bonectra Ha Crohn e Bp3nanuTenHo 3a00JsIBaHe Ha XPAHOCMUJIATEIHUS TPAKT.

Hukyndra ce u3nosn3Ba 3a jieueHue Ha
yMepeHa 110 Texka oosect Ha Crohn npu Be3pacTHH U
yMepeHa Jio Texka 6onect Ha Crohn mpu fiena v 1OHOIIN Ha BB3pacT OT 6 10 17 roauHw.

[IspBoHavamHO MOKe 1a By Obaat mpusiaranu Apyru JiekapcTBa. AKO HE CE IMOBJIHAETE TOCTATHYHO
nmo0pe OT Te3u JiekapcTBa, e Bu 0b11e HazHaueH Hukyndra.

Vauepos3eH KOJIuT

y.HIIep03HI/I$[T KOJIMT € BB3MAJIMTEIHO 3a00JIIBaHe Ha JIC6CJIOT0 YE€pBO.

Hukyndra C€ M3II0JI3Ba 34 JICYCHHC Ha
YMCEPCH A0 TCKBK YIICPO3CH KOJIUT IIPU Bb3PACTHU U
YMCEPCH A0 TCKBK YIICPO3CH KOJIUT IIPU ACIAa U FOHOIIIN Ha BB3pPacT OT 6 a0 17 TOAWHHA
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o

[IspBoHavyamHO MOXKe na By Obaat mpuiaranu ApyrH JiekapcTBa. AKO HE Ce MOBIHAETE TOCTATHIHO
nmo0pe OT Te3u JiekapcTBa, e Bu 0b1e HazHauen Hukyndra.

Henndekunosen ysenur

HCI/IH(beKLII/IOBCH YBCUT € BB3NAJIUTCIHO 3360J'ISIB3HC, 3acdraigo onpeacsIi€Hu 4aCTu Ha OKOTO.

Hukyndra ce m3non3Ba 3a neueHne Ha

BB3PACTHH C HEMH(EKINO3EH YBEUT, C Bh3MAICHHE, 3aCATaIl0 33/IHaTa YacT Ha OKOTO

Jiera ¢ XpOHWYeH HeMH(EKINO3eH YBEUT Ha BH3PACT HaJl 2 TOAWHM, C BB3MAICHHE, 3aCsTallo
IpejaHaTa yacT Ha OKOTO

ToBa BB3IalIcHNE MOJKE Ja JOBEJIC 10 HaMaJIIBaHE Ha 3PEHUCTO W/WIIH HAIMYUETO Ha MbTHHHU B
OKOTO (‘ICpHI/I TOYKHU WJIA ThbHKH JIMHUU, KOUTO CC€ JBUIKAT B PAMKHUTEC HA 3PUTCIIHOTO HOJ'IG). Hukyndra
I[eﬁCTBa, KaTo HaMaJIsiBa TOBA BB3IAJICHUC.

[TepBOHaYATHO MOXKeE Ja Bu ObIaT npuiaranu Ipyru jJekapcTBa. AKO HE e MOBIHUACTE TOCTAThUHO
nmo0pe OT Te3u JiekapcTra, e Bu 0b1e HazHauen Hukyndra.

2. KakBo TpsadBa na 3Haere, npeau aa usnoyaspare Hukyndra

He uznonssaiite Hukyndra

AKO cTe aJepruyHu KbM aaTuMyMal WK HAKOS OT APYTUTE ChCTABKU HA TOBA JIEKAPCTBO (M30poeHH
B TOYKa 6).

AKO UMaTe aKTHUBHA TYOEpKYJI03a WM OPYTd TEeXKH HHPEKIHu (BUXKTE ,,[IpenynpexneHus u
npennasHu Mepku'). BaxkHo e 1a kaxkeTe Ha Barms jgekap, ako UMaTe CUMIITOMU Ha UH(EKIINH,
HaIpUMep BUCOKa TEMIIEpaTypa, paHH, YyBCTBO HA YMOpa, AEHTAIHU IPoOIeMu.

AKO uMaTe ymMepeHa Wi TeXKa Chp/eyHa HeZoCTaThYHOCT. BaxkHo e fa kaxkete Ha Bamms nekap, ako
CTE MMl MM UMaTe CEPHO3HO ChPIEUHO 3a00siBane (BUXKTE ,,IIpenynpexneHus u npeanasHu
MEpPKH‘).

IpexynpesxaeHusi U MpeINa3sHu MePKH
I'oBopere ¢ Bamms siekap winm dapmarieBT, npeau aa ninonssare Hukyndra.

AJepruydu peakuuu

AKXO TOJTyYHTe aJepruYHy PEaKIuy ChbC CUMIITOMH KaTO CTSATraHe B I'bPUTE, XPUIIOBE, 3aMastHOCT,
NoJlyBaHe WK 00puB, He HHkKeKkTHpaiTe moBeue Hukyndra u ce cBbprkeTe ¢ Bamms nekap BenHara,
TBI KaTo B PEJIKU CIydaH Te3H PeaKkIMy MOraT Ja ObJaT )KHBOTO3aCTpaIlaBallly.

HNudexnmu

Ako uMaTe WHQEKIHs, BKIIOYATEIHO JBIT0TpaliHa HHPEKIHS WM MHOEKIUS B €IHA YacT Ha TSUIOTO
(nmammpumMmep s13Ba Ha Kpaka), KOHCyJITUpaiiTe ce ¢ Bamus nekap, npeau na 3anoudere Hukyndra. Axo
HE CTEe CUTYpHH, CBbpIKETe ce ¢ Barms siekap.

Mosxe na nonmyunrte HHGEKIUH MO-IEeCHO, 10KaTo nonyvasare geueHue ¢ Hukyndra. To3u puck moxe
Jla ce YBEJIMYH, aKo UMate rmpobnemu ¢ oenute Bu npodose. Te3n nHdpekmu Moxe aa Obaat
CEpUO3HHU U BKIIIOYBAT:

TyOepkyno3a

WH(EKIHY, TPUIUHEHU OT BUPYCH, IbONYKH, TIAPA3UTH HIIH OaKTepHU

TeXKa MHPEKIHs Ha KPBBTA (CEICHC)

B penku cnydau Te3u nHPEKIMN MOTaT Ja ObJIaT KUBOTO3acTpalaBamy. BaxxHo e 1a kaxere Ha
Bamus nexap 3a nmosisata Ha CUMITOMM KaTo TEMIIEpaTypa, paHH, OTIaIHAJIOCT WK IPoOIeMU CbC
3p0uTe. BamusT nekap Mmoxke 1a Bu kaxe na cnpere na u3noissare Hukyndra 3a nu3BectHo Bpeme.
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o Wudopmupaiite Bamwst nexap, ako )KUBeeTe WK ITbTyBaTe B pallOHU, KbIETO M’BONYHUTE HHPEKITHH
(HampuMep XMCTOIIa3M03a, KOKITMIHONAOMHKO3a MIIH 0JIACTOMHKO3a) Ca MHOTO YECTH.

° TpsiOBa 1a kaxkeTe Ha Bamms nekap, ako cTe UMaau UH(EKIIUY, KOUTO MPOIBJKABAT Ja CE IOBTaAPST
WA JPYTU CHCTOSHISI, KOUTO TIOBHIIABAT PUCKA OT MH(EKITHH.
° AKO cTe Ha Bb3pacT Hax 65 TOAWHU, MOXKE J]a IMa TIO-TOJIsIMa BEPOATHOCT Ja MOTydnTe HH(EKITHH,

nmokato npuemate Hukyndra. Bue u Bamusit nexap TpsiOBa ga 00bpHETE CICMaTIHO BHUMAHUC Ha
npu3HanuTe Ha nHpeKws, 1okato ce iekyBate ¢ Hukyndra. Baxxno e na undopmupare Bamms nekap
3a rosiBaTa Ha CUMIITOMH Ha MH(EKITUN KaTo TPECKa, paHH, OTIIaHAIOCT WIIH TPOOIEMH ChC 3p0UTE.

TyOGepkynosa

o MHoro e Ba)XHO Ja KaxxeTe Ha Bamms sekap, ako cte 6osieayBalii OT TyOepKyi03a WK cTe OUiH B
OJIM3BK KOHTAKT C HAKOH, KOWTO € MMall TyOepKyo3a. AKO nMaTe akKTHBHA TyOepKyio3a, He
usnomsBaiite Hukyndra.

o Tbit kKaTo MMa CHOOILIEHUS 3a TYOSPKYJI03a MPH MAIUEHTH Ha JICYCHHE ¢ afaiuMymad, Bammusr jgekap
nie Bu u3cnenBa 3a npu3HAIM U CUMIITOMH Ha TYOEpKyJio3a MpeIu 3amovBaHe Ha JICUCHHETO ¢
Hukyndra. ToBa BkitouBa 00CTOIHa METUIIMHCKA OIICHKA, BKIIIOUUTEITHO aHAMHE3a, W TIOJAXO SN
W3CIIEIBAHNUS 32 CKDUHUHT (HaIlpuMep PEHTTeHOBA CHUMKA Ha TPhAHMUS KOII U TYOSPKYJIMHOB TECT).
[TpoBekaaHETO U Pe3yNTaTUTE OT TE3W M3CIeIBaHus TPAOBaA 1a ObJaT 3anrcany BsB BaiaTa
HANOMHSIIIIA KAPTA HA MAIHEHTA.

o ITo BpeMe Ha JIeUCHHETO MOXKeE Jla ce pa3BHe TyOepKys03a, JOPU aKo CTe IpHEMalIH JIeUEHHE 3a
Mpe/na3BaHe OT TyOepKyno3a.
o) AXO IO BpeMe Ha JICUCHUETO WU CJIeJ] HETO Ce MOSBIT CHMIITOMH Ha TyOepKyso3a (IIocTOsTHHA

KallUTHIIA, 3ary0a Ha TerJIo, JIMICa Ha eHEPrus, JICKO MOBUIIICHA TeMIIepaTypa) Wi HIKaKBa JApyra
uHpeknys, HezabaBHO nHOOpMuUpaiite Bammwst nexap.

Xenarur B

. Kaxxete na Bamms nekap, ako cre HocuTeln Ha Bupyca Ha xenatut B (XBbB), ako umare aktusen HBV
WM aKO MHUCIIUTE, 4Y€ MOKE /1a CTE M3JI0’KEHHU Ha PUCK OT nostydyaBaHe Ha XbB.

o Barmust sekap tpsioBa 1a Bu uscnesBa 3a Bupyca Ha xernatut B (XBB). [Ipu xopa, kouto Hocsit HBV,
afganuMymMab MoXKe Jja MPUYMHU aKTHBHPAHE HAa BUPYCa OTHOBO.

o B Hsikou penku ciaydan, 0COOEHO ako IpueMare ApYyrd JIeKapcTBa, KOUTO MOTHCKAT UMyHHATa

CHUCTCMA, IIOBTOPHOTO AKTUBHUPAHEC HA HBYV Mmoxe Ja 6’5[[6 JKUBOTO3acTpaliaBaiio.

Onepam/m WX JCHTAJIHU IIPOUCAYPHU

. Axo Bu nipezicTon onepariys Wi ISHTAIHH TPOLIEypH, MoJisi, HHGOpMupaiite Bamus nekap, ue
B3emare Hukyndra. Bamusr nekap Moxe Ja mpernopbya BpeMEHHO MPeyCTaHOBsSBaHEe Ha yrnoTpebara
Ha Hukyndra.

I[CMI/IGJ'II/IHI/ISI/IDaH_IO 3a00/I9BaHe

. AKO UMaTe Wiu pa3BUETE AEMHEITHHU3UPAITo 3a00siBaHe (3a001sIBaHe, KOSTO 3acsra 30 IUPaITUs
CJIOM OKOJIO HEPBUTE, KATO MHOKECTBEHA CKJIepo3a), Bammsar jiekap 1e pemu nanm TpsoBa ia
MoJTyYaBaTe WU Jla IpoabnkuTe na nmonyvaBare Hukyndra. Kaxxere nezabaBHo Ha Bammms nekap, ako
IMOJIYYUTE CUMIITOMU KaTO IIPOMEHH B 3pCHUCTO, ciabocT B PBLCTE WK KpaKaTa, U3TPBIIBAHE UIIN
MpaBY4YKaHE€ B HAKOA 4aCT Ha TAJIOTO.

Bakcunanmu

. Hsikou BakcHHM Morat Jia NpUYMHAT HHQEKIMK 1 He TpsiOBa Jia ce 1aBaT, Aokato npuemarte Hukyndra.

o IMocwBeTBaiiTe ce ¢ Barus ekap npeau npuiiaraHeTo Ha KaKBUTO | Jja OMII0 BAKCHHU.

o IIpenopbuBa ce Ha AenaTa, ako € Bb3MOXKHO, /1a ObJaT HANPABCHN BCHYKH IJIAHUPAHN BAKCHHAIINH 32
TSAXHATa BB3PACT, Mpe/u ja 3anoynat Jedenue ¢ Hukyndra.

o Axo cte npuemanu Hukyndra, noxaro cre Ouna 6peMenHa, 6edero Bu Moke 1a ObJie C MO-BHCOK PHCK

3a Pa3BUTUC HA TaKaBa I/IH(i)eKLII/IH, J0 II€T MEcela CJICA ITOCICAHAaTa J03a Hukyndra, KOsATO CTC
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TIOJYYHJIH TI0 BpeMe Ha OpeMeHHOCTTa. BaykHO e na kaxere Ha yiekapute Ha Bamero 6ebe 1 Ha npyru
MEINIIMHCKH CTIeTnanicTh 3a Bamara ymotpe6a vHa Hukyndra mo Bpeme Ha OpemenHoctTa B, 3a na
Morar Aa pemrat kora Bamiero 6e6e TpsiOBa 1a mosryyn KakBaTo U 1a OWUIo BaKCHHA.

CopieyHa HEIOCTATEYHOCT

AKO UMare JeKa Chp/IedHa HeIOCTAaTRYHOCT | cTe JeKyBanu ¢ Hukyndra, cecTosiHueTo Ha Bamata
ChpACYHA HEJOCTATHYHOCT TPsiOBa Aa Obae BHUMATENHO HaOmoaBano oT Bamms nekap. BaxHo e na
nH(opMmupare Bamms nexap, ako cTe UMajIl WM UMaTe CEPHO3HO 3a00JIsIBaHe HA CHPIETO. AKO
pas3BUeTe HOBY WM BJIOIIABAILM CE CUMIITOMH HA ChpJACYHAa HEAOCTaThYHOCT (HAIIPUMED, 3abXBaHEe
WJIM OTOLM TI0 KpakaTa), TpsaOBa He3a0aBHO Ja ce cBbpKeTe ¢ Bammst nekap. BammsaT nekap e pemn
nanu TpsioBa na momyyaBare Hukyndra.

IloBuilieHa TeMnepaTypa, CHHUHH, KbPBEHE WU 6J'IGIIOCT

IIpu HAKOM MallMEHTH, OPraHU3MbT MOJKE J1a HE yCIiee Ja MPOou3Be e JOCTaThYHO KPbBHHU KIIETKH,
KOMTO J1a ce 0opsAT ¢ MH()EKUMHUTE WU J1a ToMarar 3a CIIMPaHeToO Ha KbPBEHETO. BamusaT nekap Moxe
Jla pely 1a CIpe JISYeHUEeTo. AKO pa3BHETE TPECKa, KOATO HE MPEMUHABA, IIOJIyYUTE JIEKU CHHUHH
WJIX MHOTO JIECHO KbPBUTE WIIM U3IJIeXkKAaTe MHOTO OJeau, BeJHara ce cBbpkeTe ¢ Bamus nexap.

PaxoBu 3a0oisiBanust

o

MMa MHOTO pesiku ciTydad Ha OIpeAeIeHH BUIOBE paK IPH JIela M Bb3PaCTHH NAllMeHTH, IPHEMAIIH
aganmumyma0 wiu npyru TNF 6mokepu.

Xopara ¢ 1mo-Cepro3eH PeBMAaTON/ICH apTPUT, KOUTO Ca UMAJIH 3a00JISIBAHETO OT IBJITO BPEME, MOXKE
Jla IMaT MO-BUCOK OT CPeIHMsI PHCK OT TUMGOM (pak, KOHTOo 3acsra muM@HaTa CHCTEMA) U JICBKEMHS
(pak, KOHTO 3acsira KPbBTA M KOCTHUS MO3BK).

Axo npuemare Hukyndra, puckbT OoT 1M(pOM, JT€BKEMHS HIIH APYTH BHIOBE PAK MOXKE J1a C€ YBEITHYH.
B penxu ciydan ce HaOIr01aBa HEYECT U TEXBK THIT JIMM(OM NPH MAIMEHTH, TIPUEMAIIH
amanuMyma0. Hskon oT Te3u ManneHTH ca JIeKyBaH! ChIIO ¢ a3aTHONPUH WIH 6-MEepKaNTOIYPHH.
Kaxere Ha Bamms siexap, ako nmprueMare a3aTHONPHH WK 6-MepkanTomypus ¢ Hukyndra.
HaGmroaBanu ca cirydan Ha HEMEJTaHOMEH PaK Ha KO)KaTa MY MalMeHTH, TpUEeMaly a1aIuMymMal.
AKO 110 BpeMe Ha WIIH CIIeJI TepanusTa ce MOsBH HOBO IMOPaKeHUE BHPXY KOXKaTa MK aKo
CBIIECTBYBAIIUTE MTOPAKEHUS IPOMEHSAT CBOSIT BhHIIIEH BUJI, MHPOpMupaiite Bamms exap.

Wwma citydau Ha pak, pa3inudeH oT JUMQOM, IIPH NaUeHTH ¢ crenududeH Byl 0e101poOHO
3a0oJsiBaHe, HAPEUEHO XPOHMUYHA 00cTpyKTHBHA Oenoapoona 6onect (XOBB), nexyBanu ¢ apyr TNF
omokep. Ako crpagare oT XOBb unu cre 3akier mymad, TpsioBa 1a o6chanute ¢ Bamus nexap ganu
nedenueTo ¢ TNF Giiokep e moaxoasio 3a Bac.

ABTOMMYHHO 3a00J1s1BaHE

B penxu cnyyan nedenueto ¢ Hukyndra mosxxe ma noBene no mymyc-momgodeH cuaapoM. CBBpIKETE ce C
Barmus jiekap, ako ce MosiBAT CUMIITOMH KaTO YIIOPUT HeOOSCHUM O0OpHB, BUCOKA TeMIlepaTypa, 00Jika
B CTABUTE WJIU YMODA.

Jeua v roHOIIN
Bakcunanmm: ako € BE3MOXHO, Ha JieriaTa TpsiOBa Aa ObJaT HapaBeHW BCHUKH BaKCHHAIIAHN, TIPEIU Aa
ce n3nonzea Hukyndra.

Apyru aexkapcrea u Hukyndra
Wndopmupaiite Bammst nexap uinn papManeBT, ako IpaeMaTe, HaCKOpO cTe MPUEMald Wi €
BB3MOKHO J1a IPUEMATE APYTH JIEKApPCTBa.

He tps6sa na npuemate Hukyndra ¢ nekapcTBa, chabpikaliy CIeIHUTE aKTUBHU BEIIECTBA IIOpaan
TIOBHIIIEH PUCK OT CEPUO3HA MH(DEKIIHS:

aHaKHUHpa

abararent.
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Hukyndra mosxe ma ce B3ema 3aemHO c:

METOTpEKcaT

ompezeneHN Moar(HUIpan i 3a00ISIBAHETO aHTUPEBMAaTHYHA CPECTBa (HampuMep cyndacanasuH,
XUJAPOKCUXJIOPOXHH, JISHTYHOMHUT M MHKCKIIUOHHH 3JIATHU TPENapaTH)

CTEpOUIH WIN OOITKOYCIIOKOSIBAIIO JIEKAPCTBO, BKITFOUMTEITHO HECTEPOUIHU MPOTHBOBB3MATUTEITHH
cpenctra (HCIIBC).

AKo0 uMate HSIKaKBU JIOITBIHUTEIHU BBIIPOCH, TonuTaiiTe Bammms iekap.

bpemeHHoCT U KbpMeHe

Tpsi6Ba na oOMucIHUTE yroTpebdara Ha NOAXOAAIIA KOHTPALCTILHS 3a PEJOTBpaTsIBaHEe Ha
OpeMeHHOCT | JIa IPOIBJDKAT yHoTpedaTa i moHe 5 Mecera cien nociaenHoro edenne ¢ Hukyndra.
AKo cTe OpeMeHHa, MACITUTE, Y€ MOKE J]a CTe OpeMeHHa WY TUTaHKMpaTe aa uMarte oeoe,
MOChBETBalTE ce ¢ Bamms nexap 0THOCHO HPUIJIaraHeTo Ha TOBa JIEKapCTBO.

Hukyndra TpsibBa aa ce m3non3Ba o Bpeme Ha OPEMEHHOCT, CaMO aKO € He0OXOIMO.

Criopen nipoy4BaHe pu OPEMEHHOCT, HsIMa [TO-BUCOK PUCK OT BpOoJieHH Ae(eKTH, KOoraTo MaiiKkaTa e
MoJTydaBaia afaTuMyMad 1mo BpeMe Ha OpeMEeHHOCT B CpaBHEHHUE C MAalHKH ChC CHIOTO 3a00IsIBaHE,
KOWTO HE Ca I0JTy4aBald agaauMymao.

Hukyndra mosxe ma ce m3nomn3Ba o BpemMe Ha KbpMEHe.

Axo uznomBare Hukyndra mo Bpeme Ha OpemenHocTTa, Bamero 6e6e Moxke 1a MMa Mo-BHCOK PHCK 3a
pasBuTHE Ha MHPEKUHS.

BakHo e na kaxeTe Ha JiekapuTe Ha Bamrero 6ebe 1 Ha Ipyri MeITUIMHCKHY CIICIMAIICTH 32 Bamara
yrnotpe6a Ha Hukyndra no Bpeme Ha OpemenHocTTa Bu, mpean 6e6eto fa noiay4n KakBaTo U Ja Ouiio
BaKCcHHa. 3a rmoBeve MH(POPMAIHsI OTHOCHO BAaKCHHHUTE BIKTE pasnen ,,[IpemxynpexaeHus u npeamnasHu
MEpKHU*.

lopupane u padora ¢ MAILIUHU

Hukyndra mo>e na nmosnusiBa B Majika CTENEH COCOOHOCTTA 3a o(pupaHe, KapaHe Ha KOJIeJIo U
pabora ¢ mammHu. Cres npuioxkenuero Ha Hukyndra Mosxe 11a ce TI0sSiBU CBETOBBPTEX W HapyIIIEHHE
Ha 3pEHUETO.

Hukyndra cbabpska HaTpuii u nosaucopodar 80.
ToBa jieKapcTBO ChABPKA MO-MaNko 0T 1 mmol Hatpwuit (23 mg) Ha 0,4 ml, T. €. MOKe J1a ce Kaxe, ue
MPAKTHYECKU HE ChABPIKA HATPHIA.

ToBa tekapcTBO Chappika 1 mg mosrcopoOar 80 BbB Beceku Ml. TTomrcopbaTtnuTe Morar aa IPUUHHST
anepruyHu peakiuu. TpsOBa na kaxxete Ha Barmms jekap, ako UMaTe YCTAHOBEHH aJlepTHH.
3. Kaxk na uznoassare Hukyndra

Bunarum n3nosnspaiiTe ToBa JIEKapCTBO TOYHO KakTo By e kazan Bammsat nekap wim papmareBt. AKo
HE CTE CUTYPHH B HEIIO, monuTaiiTe Bamms iekap nim papmaresT.

[penopbunrennute no3u Hukyndra 3a Bcska onmoOpeHa ynorpe0a ca HoKa3aHH B ClI€HATa TabIHULa.
Bammwsr siekap moxe ja Bu npeanumre Hukyndra ¢ apyro konuuecTBo Ha aKTUBHOTO BEIIECTBO, aKO
MMaTe Hy’K/Jia OT pa3jauy4Ha J03a.

PeBMaToOnAEH apTPUT, ICOPUATHYEH APTPUT, AHKWJIO3MPAIL CIOHIWINT WJIN aKCHAJIeH
CTIOHANJIOAPTPUT 0€3 PeHTreHOrpadcK JaHHH 32 AHKUJI03UPAL CTIOHTUJIUT

Bb3pacT uiu TesiecHo TerJjio KakBa 103a 1 Koy1ko0 4ecto 1a | 3adenexku

ce mpuema?
Br3pacTau 40 mg nipe3 cenMuIia IIpu peBmaTouieH apTpuT
MPUWIOKEHUETO Ha
METOTpEKCaT MPOABIHKaBA MO
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BpEeMe Ha JICYCHUETO C
Hukyndra. Axo BammusT nexap
MPELECHH, Ye MPUIOKEHUETO Ha
METOTpeKcaT He € MOJAXOIO,
Hukyndra moxe na ce mpunara
¥ CAaMOCTOSITEITHO.

AKO uMaTe peBMaTOUICH
apTPUT U HE TIpueMare
METOTpEKCaT Mo BpeMe Ha
neuenueto ¢ Hukyndra,
Bamust nexap Moxe 1a
MIPEIeHH, e € HeoOX0IuMO J1a
npwiarate Hukyndra 40 mg
Besika ceamuna wim 80 mg
pe3 ceaMUIIa.

HOJII/IapTI/IKyHapeH IOBCHWJICH MAUOMATHYCH apTPUT

TErJo

ce mpuema?

Bb3pact niam TenecHo KaxBa 103a n Ko0JIKo 4ecTo 1a 3adese:kku
TerJio ce npuema?

Jena, roHOIIN U BB3paCTHU 40 mg npe3 ceaMHuIIa Hemnpunoxumo
OT 2-TOAMIIIHA BB3PACT C

terso 30 Kg nan moBeye

Jemna u roHOIH OT 2- 20 mg mpe3 cenMuIia Henpunoxumo
TOJIMIITHA BB3PACT C TETJIO OT

10 kg mo mos 30 kg

APTpPHUT, CBbP3aH C EHTE3UT

Bb3pact niam TenecHo KaxkBa 103a n Ko0J1K0 4ecTo 1a 3adese:kku
TerJio ce npuema?

Jeta, 1oHOIIN ¥ BE3paCTHH 40 mg npe3 ceamuIa Henpunoxumo
OT 6-TOJUIITHA BH3PACT C

terio 30 kg wim noeeue

Jena u roHOMmM OT 6- 20 mg mpe3 ceamuIa Hempunoxumo
TOJIUIITHA BB3PACT C TETIIO OT

15 kg 10 moz 30 kg

IlnakaTeH mcopuasuc

Bb3pacT uiu TesnecHo KakBa 103a 1 KOJIKO 4ecTO 12 3alenexku

Br3pacTau

Haganna mo3a 80 mg (nBe
nmxeknmn 1mo 40 mg B eIMH
IeH), mocnensanu ot 40 mg npes
CeMMIIA, 3aII0YBaliK1 €1Ha
CeJIMHMIIA CJIe]] HaJaJIHaTa /103a.

AKo nmare HeageKBaTeH
OTroBOp, Bamusar nexap moxe
Ja ysenuuu gosata 10 40 mg
BcsAKa ceamuna win 80 mg
Ipe3 CeMUIIA.

oT 4 no 17 roguHu ¢ TETIO
ot 15 kg mo mox 30 kg

nocnensana ot 20 mg cnex
e/lHa CeJIMMIIA.

Cnen ToBa, oOMuaiinara 103a €
20 mg npe3 ceAMHULA.

Jema v 1oHOIIN Ha BB3pacT [IspBa no3a 40 mg, mocneasana | Hempumoxumo
oT 4 o 17 roguHU ¢ TEriIo ot 40 mg cnen eaHa ceaMUIA.
30 kg unu nmoseue Crenr ToBa 0OMYafHATA 71034 €
40 mg npe3 ceMHUIIA.
Jlena u 1oHOIIM Ha BB3pacT IIspBa no3a 20 mg, Henpunoxumo

| I'noen XUAPAACHUT
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Bn3pacT nim TesiecHo
TErJa0

KakBa 103a 1 K0JIK0 4ecTo 1a
ce mpuema?

3a0eeKKn

Bn3pactHu

Hauamna no3za 160 mg (uetnpu
umxeknuu 1o 40 mg B eIUH JIeH
WU 1B MHOKEKInH 1o 40 mg
JHEBHO B J(Ba IOCJIEA0BATEIHI
JTHK), TTOoceABaHo OT o3a 80 mg
(mBe nmkekuu ot 40 mg B eIUH
JIeH) IB€ CEIMHUIIN MTO-KHCHO.
Crnep onie ABE CEAMMIA
npoabsipkere ¢ 1o3a 40 mg BesAka
ceamuna win 80 mg mpe3
cenMuIla, Kakto Bu mpe e
Bamust nekap.

[IpenopbYUTENTHO € BCEKU JIEH
Jla IpujIaraTe aHTUCEITUYHO
M3MHBaHE Ha 3aCETHATHUTE
obnactu.

IOnomu Ha BB3pact ot 12 1o
17 roguan, ¢ Terno 30
kg mnm moseue

Hauamna no3za 80 mg (nBe
uHxekuuu 1no 40 mg B eIMH
IieH), mocienBana ot 40 mg mpe3
ceaMMIIa, 3aII0YBaMKU eaHA
CeIMHIIA TTO-KBCHO.

AKo UMaTe HeaJeKBaTeH
otroBop kpM Hukyndra 40 mg
npe3 ceamuua, Bamusr aexap
MOXe€ J1a YBEJIMYH J03aTa JI0
40 mg BcsKa ceMHUIIa HITH

80 mg mpe3 cenmuIa.
[IpenopbUnTENHO € BCEKH JCH
Jia TIpUjiaraTe aHTUCETITUIHO
W3MHUBaHE Ha 3aCErHATUTE
obuactu.

Boaect Ha Crohn

Bb3pacT uiu tesecHo
TerJ1o

KakBa 103a 4 KOJIKO 4ecTo Aa
ce npuema?

3a0eaexKn

[eua, roHOIIN U BB3pacTHU
OT 6-TOZIUIIIHA BB3PAcT C
terno 40 kg nu moseye

Haganna mo3a 80 mg (nBe
uHxekuuu 1o 40 mg B e1MH
JieH), ociensano ot 40 mg iBe
CEJIMHUILIM II0-KBCHO.

AKO ce M3UCKBa T0-0Bp3
oTroBOp, BamusT nexap Mmoxe na
Mpenuie HadaiHa fgo3a 160 mg
(uetupu uHxeknuu no 40 mg B
€IVH JIeH WK JIBE MHKEKIIUU OT
40 mg IHEBHO B JBa
MOCJICTIOBATEITHY JTHU),
nocneaann ot 80 mg (1Be
uKeknun 1mo 40 mg THEBHO)
JIBE CEIMUIIN TIO-KBCHO.

Cnen ToBa oOMuaiiHarta 103a €
40 mg npe3 ceMHUIIa.

Bamust nexkap Mmoxe na
yBenuuu go3ata a0 40 mg
Bcsika ceamuiia uiau 80 mg
Mpe3 CeaMUIIa.

[Jeua u roHOIIN Ha BB3pacT
oT 6 10 17 roguHHU C TETIIO
no-maiiko ot 40 kg

Hagamna mo3a 40 mg,
nocnensana ot 20 mg nBe
CEIMHIIN TO-KBCHO.

AKO ce u3UCKBa 10-0Bp3
0TTroBOp, Bamuar nexap moxe na
npeanuire HadaiaHa qo3a 80 mg
(nBe mmkeknyu 1Mo 40 mg B enuH
JieH), mocnenBanu ot 40 mg nBe
CEeIMUILIM IO-KBCHO.

Bamust nexkap Moxe na
YBEJIHYU

YecToTara Ha MPUEMHTE Ha
nmo3zata 10 20 mg Besika
ceaMuULa.
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Crex ToBa oOMUaiiHaTa 103a €
20 mg npe3 ceaMuIIa.

Yuepo3eH KOJIUT

Bb3pacT uin tesecHo
TErJa0

KakBa 103a 1 K0JIKO 4ecTo a
ce mpuema?

3a0eexKKn

Bn3pactHu

Hauwanna mo3za 160 mg (uetnpu
umxeknuu 1o 40 mg B eIMH JIeH
Wi aBe ukekiuu mo 40 mg
JHEBHO B J(Ba IOCJIEA0BATEIHI
JTHK), TTocaeABaHo OT o3a 80 mg
(mBe nmkekyu ot 40 mg B eIUH
JIeH) IB€ CEIMHUIIN MTO-KHCHO.
Cnen ToBa oOMyaiiHaTa 103a €
40 mg npe3 ceaMuIa.

Bamusr nexkap Mmoxe na
yBenuuu fo3ata g0 40 mg
Besika ceammuiia uiu 80 mg
Mpe3 ceaMuIia.

Jeua u roHOIIN Ha BB3pacT
OT 6 TOIMHU C TETJI0 IO
40 kg

Hauamna no3za 80 mg (nBe
uHxekuuu 1no 40 mg B e1MH
JieH), mociensanu ot 40 mg
(emHa nmkekyst mo 40 mg) nse
CeJMHIIN TIO-KBCHO.

Crnen ToBa obnuaitHata 103a e
40 mg npe3 ceaMuUIIa.

TpsiOBa 1a MpoABIKKUTE J1a
npuemMare afanmmMyMad BbB
Bamara obuyaiina n103a, 10pu
cje HaBbpIIBaHe Ha 18
TOJIMHHU.

Jeua u roHOIIN Ha BB3pacT
ot 6 roauuu ¢ Termo 40 kg
HJIN IIOBCYEC

Hauanna no3za 160 mg (4etupu
uHxeKkuuy 1o 40 mg B €AMH JIEH
W Be wHKekiuu mo 40 mg
JIHEBHO B J[Ba IOCJICA0BATEIIHI
ITHW), TIOCJIeABaHo OT mo3a 80 mg
(mBe mmkeknyu ot 40 mg B eTMH
JIeH) IB€ CEIMUIIA MTO-KHCHO.
Crenx ToBa oOMUaiiHaTa 103a €
80 mg mpe3 cenmuIa.

TpsiOBa 1a MpoABIKKTE /1A
npuemMare afanmmMyMad BbB
Bamara obuyaiina n03a, 1opu
cje HaBbpIIBaHe Ha 18
TOJIMHHU.

HenndexkunoseH yBeur

Bb3pacT uin tesecHo
TerJyio

Kaxsa 103a 1 K0JIK0 4ecTo aa
ce mpuema?

3a0ee:KKn

Bo3pactau

Hauamna mo3a 80 mg (nBe
nmxeknnu 1o 40 mg B eIMH
IieH), mociensanu ot 40 mg mpe3
CeIMUIIA, 3aIl0YBalKU €IHa
ceJMHUIIA e HadajiHaTa J03a.

[TpueMbT Ha KOPTHUKOCTEPOUIN
WJIM JPYTHU JIEKapCTBa,
MOBIHSIBAIIM UMyHHATA
cuctema, Moxe Jia 0bJe
MPOBIDKEH, JI0KATO
u3nomBare Hukyndra.
Hukyndra moxe na ce naBa u
CaMOCTOSITEITHO.

Jema u roHOIIM OT 2-
COJIMIIHA BB3PACT C TETJIO
noz 30 kg

20 mg npe3 cenmMuiia

Bamust nexkap Moxe na
npeanuiie HayanHa go3a 40
mg, KOSTO Ce Mpuiiara eHa
CeJMHMIIA ITPEIU HAYAIOTO Ha
obnuaiinara go3a 20 mg mpe3
ceamura. [IpenoppuBa ce
Hukyndra na ce npuara B
KOMOWHAITHS C METOTPEKCAT.

Jletia v FOHOIIM C XPOHHYEH
HEHH(EKIINO3eH YBEUT OT 2-
FOJIMIIHA BB3PACT C TEIIO
Hai-manko 30 kg

40 mg npe3 cenmuna

Bammsar nexap moxe aa
MpeANuIIe HadyalHa J103a

80 mg, kosATO ce mpuiara ejHa
ceMula IIPey Ha4yaJloTo Ha
oOunuaiinara no3a 40 mg npes
ceIMuIa.
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[Mpenopwrusa ce Hukyndra na
ce Tprtara B KOMOMHAITHS C
METOTpEKCaT.

Hayun Ha npuio:keHue U MbT HA BbBEXkK/IaHe
Hukyndra ce npunara ape3 nrxeKkTupaHe Mo KoxaTa (TI0JK0KHA MHXKEKIIHS).

IlogpoOHM yka3aHusi OTHOCHO TOBa Kak Aa mH:xkekTHpaTte Hukyndra ca nagenu B Touka 7,
,» YKa3aHus 3a ynorpeda“.

AKO cTe H3M0JI3BAJIM MTOBevye 0T HeoOxonmmaTa 1o3a Hukyndra

Axko ciydaiino nmxekTupare Hukyndra mo-gecto ot ykasanoto ot Bammms nexap win papmarnenr,
obaneTte ce Ha Bammms nexap nin papmarieBT 1 Kaxere, 4e CTe MPUeu moBede. BuHaru Hocere cbe
ce0e cH BbHITHATA KApTOHEHA OMAaKOBKA Ha JIEKApCTBOTO, IOPH U /1a € Mpa3Ha.

AKko cte nponycHaau aa usnoassare Hukyndra

Axo 3a6paB1/ITe Jla CH MOCTaBUTE MHKEKIIUS, Tp516Ba Ja MHXXEKTHUpATe ciaeaBaliara 103a Hukyndra
BeaHara mom ce cerure. Cien ToBa B3EMETE ClieaBalaTa CH 103a, KAKTO OMXTE s B3€JIU B
IbPBOHAYATHO TUIAHUPAHUS JICH, aKo He OgxTe 3a0paBuiiu 1ajeHa 103a.

AKko cte cripesan ynorpedara Ha Hukyndra
Pemennero na cnpere na mnon3sate Hukyndra tpsioBa qa 6611e o6chaeno ¢ Bamms nekap. [pu
CIHMpaHe Ha JCYCHUETO, CHMITOMUTE Ha 3a00JIIBAHETO MOKE J1a C€ Bb30OHOBSIT.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTANTEe
Bamus nekap wnu gpapMarieBT.

Bb3MOXKHHM He:KeJIaHU peaKkl U

KakTto Bcuykw jiekapcTBa, TOBA JIGKAPCTBO MOXKE Jia MIPEM3BUKA HEXKEIaH! PEaKIiu, BIPEKU Ue He
BCEKH T 1oiry4aBa. [loBeueTo cTpanndHu eeKTH ca Jeku 10 ymepeHu. Hsxon obade moxe 1a ca
CEpHO3HHM U J]a U3UCKBAT JieueHne. Hexxenanure peakiiy Morar Jia Bb3HHKHAT 70 Hail-Maiko 4
Mecelna ciie]l ITOCJIeIHOTO nHkekTupane Ha Hukyndra.

HNudpopmupaiite Bammus jexap He3a0aBHO, AKO YCTAHOBHUTE CJIEJHOTO
TEXbK OOpUB, KONIPUBHA TPECKA WM JPYTH MPU3HALM HA aJleprUyHa PeaKLus
OTOLY IO JILIETO, PBLETE, KpaKaTa

3aTpyAHEHO JUIIAHE U T'hIITaHEe

3a1yX IIPH YCWINE WIIH [P JIATaHE MM OTOLM MO KpaKara

Nupopmupaiite Bammus jekap KoJIKOTO ce MOKe II0-CKOPO, AaK0 YCTAHOBHTE CJIEIHOTO
NPU3HAIM Ha HHPEKIHS KaTo TeMIIepaTypa, TaJeHe, paHu, podJeMU Che 3b0UTE, MapeHe pu
YpUHUpPaHE

YyBCTBO Ha CJ1a00CT WIIH yMOpa

Kalumua

MpaBy4KaHe

CKOBAaHOCT

BOMHO BIDKIAHE

c1abocCT B pBIETE WM KpakaTa

IIOAYTHHA WIA OTBOPEHA Bh3MAJIEHA HE3apacTBalla paHa

IMpU3Hal U CUMIITOMHU, IIPpEATIOIIArallii KPbBHU HAPYUICHWA, KaTO IMTOCTOAHHA TEMIIEpAaTypa, NosABa Ha
CHUHMHH, KbPBEHE, 0JIe10CT

Omnuca"uTe mo-r Op€ CUMIITOMU MOTarT Ja 6’LZ[aT MMpu3Haly Ha OTPEACTAaBCHUTC MO-A0JY HCIKCIaHU
pCaKkIun, KOUTO ca ounu Ha6J'IIO,Z[aBaHI/I C a,[[aJ'II/IMYMa6:
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MmHoro 4yectu (Moxe /1a 3acerHat noBede oT 1 Ha 10 gymm)

peaxiuy Ha MSCTOTO Ha IPWIIOKEHHE (BKIIOYATETHO 00IIKa, TIO{yBaHe, 3a4epPBIBaHE HIH ChPOEK)
WH(EKINY Ha TUXaTEITHUTE MHTUINA (BKIIOYATEHO IPOCTY 1A, XpeMa, HHPEKITUI Ha CHHYCHUTE,
MTHEBMOHHSA)

riraBobosme

KopeMHa 00JIKa

rajicHe M MOBphIIaHe

00puB

MYCKYJTHO-CKeJIeTHa O0JKa

Yectu (Moxe ma 3acersar g0 | Ha 10 xymm)

cepro3HU NHPEKIHNH (BKITFOUYNTEITHO OTPaBsHE Ha KPBBTA U TPHIT)
9peBHU MHGEKINH (BKIFOYUTEITHO TACTPOSHTEPHT)

KOXXHH WH(PEKINHN (BKIFOUYUTEITHO IETYIUT U XEPIIeC 30CTeP)
WH(EKINN Ha YIIUTE

WH(EKINY Ha YCTHATA KyXUHA (BKIFOYNTEITHO WHPEKIINH Ha 350UTE U XepIiec)
MH(EKINY Ha Bb3NPOU3BOANUTENHATA CHCTEMA

MH(EKIHA Ha MMKOYHUTE ITbTHIIA

rpONYHY WHEKITHN

CTaBHU MH(EKINH

I0OOpPOKAYECTBEHH TyMOPH

pak Ha KoXarta

aJIepTUYHU Peakiuy (BKIFOYUTEITHO CE30HHA AIePTHs)
00e3BOIHsIBaHE

MIPOMEHH B HACTPOSHUETO (BKIIFOUUTEITHO JETIPECHS)
TPEBOXKHOCT

TPYZIHO 3aCIMBaHe

CETHBHU HapyILIEHUs, KATO U3TPBIIBAHE, ,,ATTIMYKH, CKOBAHOCT
MUIPEHa

KOMIIpecHsl Ha HEpPBHO KOpeHYEe (BKIIIOUNTENTHO OO0JIKa B JOJHATA YacT Ha rbpOa 1 60JIKa B Kpaka)
HapylleHne Ha 3pEHUETO

Bb3MAJICHUE HA OYUTE

Bb3NAJICHUE Ha KJIETIaYnTe U NOAyBaHE HA OUUTE

BEPTUTO (1yBCTBO Ha 3aMastHOCT MJIM CBETOBBPTEX)

yCelllaHe 3a y4ecTeHo OMeHe Ha ChpIeTo (ChpliedneHe)
MOBHIIEHO KPBbBHO HAJIATaHE

TOpeIIy BbJIHU

XeMaToM (HaTpyIlBaHe Ha KPbB U3BbH KPhBOHOCHUTE CHI0BE)
KallTUIa

acTMa

3a0yX

KbPBEHE OT CTOMAIIHO-YPEBHUS TPAKT

Jucnercyst (HapylnieHo XpaHOCMMIIaHe, TI0lyBaHe, KUCEINHH)
KHCeIMHHA pediykcHa OosecT (BphIllaHe Ha KUCEITMHU OT CTOMAaxa)
“cuka cuHIpoM™ (BKJIFOYBALIO CYXOTa B OYHUTE U CyXOTa B yCTaTa)
ChpOeK

cbpOsI 00pHB

NosIBa Ha CHHUHU

Bb3NaJICHHE Ha KOXKaTa (KaTro eK3ema)

HallelIBaHEe HOKTHUTE Ha PBLIETE U KpaKaTta

MOBHUIIIEHO MOTEHE

Kocomnas

OTKJTIOYBAHE WJIH BJIOIIABAHE HA MICOPHA3HC
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MYCKYJIHU CIIa3MHU
KPBB B ypHHATA
0B0peuHn mpodaemMu
OOJIKU B TPBIHMUS KOIII
OTOK (TI0/TyBaHe)
BHCOKA TeMIlepaTypa
HaMaJisiBaHe Oposi Ha TPOMOOIIMTHTE B KPHBTA C MOBUILCH PUCK OT KbPBEHE MM MOSIBaTa HA CHHUHU
HapyIICHO 3a3paBsiBaHEe HA PaHU

Heuectu (Moxe na 3acersat no 1 Ha 100 mymm)

OTIOPTIOHUCTUYHH WHPEKIINH (BKIIOUUTETHO TyOepKyJ03a U APYTry NHQEKINH, Bh3HUKBAIIU PU
HaMaJsBaHe YCTOWYMBOCTTA HA OPTraHW3Ma KbM 3a00JIIBaHMS)

HEBPOJIOTHYHU HH(PEKIH (BKIIOYUTEITHO BUPYCEH MEHIUHTHUT)

MH(EKITUH Ha OUHTE

OaxTepuaHi UHPEKITUN

MUBEPTUKYIHT (Bb3NaIEHUE U WHPEKINS Ha 1eOET0TO YepBO)

pax

pax, 3acsramni TuMdHaTa CUcTeMa

MEJIaHOM

WMYHHU HapyIIeHUs, KOUTO MOTaT J1a 3aceTHaT OennTte ApoOoBe, KoxkaTa M TUMGPHUTE BB3JH (Haii-
YECTO CapKOUI03a)

BaCKyJIHT (Bb3MajeHue Ha KPbBOHOCHUTE ChJIOBE)

TpeMop (TpernepeHe)

HeBpomaTus (3a00JsIBaHe HA HEPBUTE)

WHCYIT

3ary0a Ha ciIyXa, IIyM B yIIUTE

YyBCTBO 32 HEPUTMHYHO OMEHe, IpecKayaHe Ha ChPIETO

npoOJIEMHU ChC CHPIETO, KOUTO MOXKE J1a IPUUMHSIT 33yX MM OTOK Ha TJIE3EHUTE
Chp/CYCH yaap

TOPOOBUIHO PA3LIMPEHHE HAa CTEHATA HA TOJIsiMa apTepHsi, Bb3MalleHHEe 1 ChCUPEK BbB BEHA,
3aIyiBaHe Ha KPhbBOHOCEH ChJT

OenonpoOHY 3a00IIIBaHNS, IPUIUHSBAIIH 321yX (BKIFOYHTEITHO BH3MAICHHUE)
OemonpoOHa eMOomHs (3aITymIBaHe Ha apTepus Ha Oenust 1poo)

TUIEBpAJICH U3JKUB (HeOOWYaiiHO 3aIbpKaHe Ha TEYHOCT B TUICBPAJHATA KYXHUHA)
Bh3MAJICHUE Ha AHKpeaca, KOETO MPUYMHSIBA CHUITHA OOJIKa B KOpeMa U rbpoa
3aTPYAHEHO TPETTbIIaHe

OTOK Ha JIUIETO (MOJyBaHEe Ha JIUIIETO)

Bh3MAJICHUE HA KIIBYHHUS MEXYP, KAMBHH B KITLYHUS MEXYD

MaCTHO U3paXKJIaHe Ha YEPHOIPOOHUTE KICTKU

HOLIHO M3MOTSBaHE

Oenesun

pa3nana Ha MYCKYJIHaAl TbKbaH CUCTCMCH JIYITYC CpUTCMATOACC (BKJ'IIO"II/ITGHHO BB3NIAJICHUEC Ha KOXKaTa,

chpLeTo, 6emuTe JpodoBe, CTAaBUTE U JPYTH OPTaHU U CHCTEMH)
NPEeKbCBaHUS Ha CHhHS (YECTH CHOYKIaHNs)

UMIIOTEHTHOCT

Bh3NAICHUS

Penxu (Moxe na 3acersar jo 1 Ha 1 000 mymm)

JeBKeMUs (pak, 3acsrai] KpbBTa M KOCTHHS MO3bK)

TEXKa aJIEPTUIHA PEAKIHS C IIOK

MHOJKECTBEHA CKIIEPO3a

HapyIlICHUs Ha HepBUTE (Bh3MAJICHUE Ha OYHUS HepB U cuHpoM Ha ['mneH-bape, kolito Moxe 1a
JIOBEJIC 10 MYCKYJIHA CJIa00CT, MPOMEHEHH YCCIaHus, U3TPhIIBAHE Ha PBIICTE U rOpHATA YacT Ha
TSITIOTO)
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CIHpaHe U3MOMIIBAHETO Ha KPBBTA OT ChPLETO
oenonpobHa pubpo3a (cpacTBanus B Oenus Apo0)

nepdopaums Ha 4epBo (MPOOHUB HA YEPBOTO)

XeTaTUT

MOBTOPHO aKTHBUpAaHE HA XenaTtuT B

ABTOMMYHEH XeMaTHT (Bb3MaJIEHNE Ha YepHHS APOO, MPUIMHEHO OT COOCTBEHAaTa UMYHHA CUCTEMa Ha
OpraHu3Ma)

KO>KEH BACKYJIUT (Bb3MaJIeHHE Ha KOKHUTE KPhbBOHOCHHU CHIOBE)

cuHapoM Ha CTHBBHC-/[)KOHCHH (paHHHUTE CUMIITOMU BKJIIOYBAT HEPA3MOJIOKEHUE, TEMIIEpaTypa,
rinaBobome u 00prB)

OTOK Ha JIMIETO, CBBP3aH C aJepruyHa PeaKuus

epureMa MyiTudopme (Bb3NATNUTENICH KOKEH 00prB)

TyITyc-1o100€H CHHIPOM

aHTHoe/IeM (JIOKATHO TTOIyBaHe Ha KOXKaTa)

JTUXEHOWTHA KOYKHA peakius (ChpOsI Y4epBEeHUKAaBO-ITNIIaB KOXKEH 0OPHB)

C Hen3BecTHA 4eCTOTA (OT HUIMYHUTE JAHHU HE MOXKE /1a O'b/ie HalpaBeHa OL[CHKA)

xenaTonueHaneH T-kineTbueH TuMQoM (PsIIKO 3710KayecTBEHO 3a00sBaHe Ha KPBBTa, 4ecTo (haTamHo)
Mepken-kieTbueH KapiimHoM (BUJT paK Ha KOXKaTa)

capkoM Ha Karmomy, psiiko pakoBo 3a00J1siBaHe, CBBP3aHO ¢ HH(MEKIUS ¢ YOBEIIKU XepIec BUpYC 8.
CapkombT Ha Kamnomiu Haii-4ecTo ce mosiBsIBa KaTo JIMJIABU JIE3UHU IO KOXKaTa

YepHOAPOOHA HEOCTATHYHOCT

BJIOIIIaBaHE HA ChCTOSHHE, HAPEYCHO IEPMATOMHO3HT (HAOIF01aBaT ce KOXKHH OOPHBH,
MPHUIPYKaBaHU OT MyCKYJTHa ¢1abocCT)

HaJ|/JaBaHe Ha TErJIOo (3a MOBEYeTO MAlMEHTH HAJaBaHETO Ha TErJI0 € OHJI0 MAJIKO)

Hsxou cTpanndHy eexTH, HaOM0JaBaHu MPH aJaIIMyMa0, MOXKe J]a HIMaT CUMITTOMH X MOTaT Jia
OBIIaT OTKPUTH CaMO 4pe3 KPbBHU HU3cIieIBaHUsA. Te BKIIIOYBAT:

MmHoro 4yectu (Moxe n1a 3acerHat noBede oT 1 Ha 10 gymm)
HUCKH CTOWHOCTH Ha OeNHUTe KPHBHU KICTKH

HUCKHU CTOWHOCTH Ha YEPBEHUTE KPHBHU KICTKH
MOBUIIICHUE HA TUTTHANTE B KPHBTA

MOBUIIICHN YePHOIPOOHUTE CH3UMU

Yectn (Moxe aa 3acersar g0 1 Ha 10 xymm)
BHCOKH CTOMHOCTH Ha OEITUTE KPHBHU KJIETKU
HUCKH CTOWHOCTH Ha TPOMOOIIMTHTE B KPHBTA
MOBHIIIEHA TMKOYHA KUCEJIHA B KPHBTA
HapyIllIeHHE B CTOMHOCTUTE HA HATPHs B KPHBTA
HUCKHU CTOMHOCTH Ha KaJILUH B KPBBTA

HUCKH CTOWHOCTH Ha pocdatu B KpbBTa
BHCOKA KPbBHA 3aXap

BHCOKH CTOMHOCTH Ha JIAKTaT JAEXUAPOreHa3aTa B KpbBTa
HaJM4Yhe Ha aBTOAHTUTENA B KPbBTa

HUCKU CTOMHOCTH Ha KaJIMi B KPbBTa

Heuectu (Moxe na 3acernat no 1 Ha 100 mymm)
MIOBHIIIEHU CTOMHOCTH Ha OMIMpPYOWH (4epHOAPOOEH KPBBEH TECT)

Penxu (Moxe na 3acernar 70 1 va 1 000 mymm)
HHUCKH CTOMHOCTH Ha OeuTe KPBbBHU KJICTKH, YEPBECHUTEC KPbBHHU KIICTKU U 6p05[ Ha TpOM6OHI/ITI/ITe B
KpPBBTa

Cpo0maBaHe HA HEeKeJIAHU pPeakIun
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AKO TIONTyYHTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBegoMmere Bammms nexap win hapmarieBT.
ToBa BKIIIOYBA ¥ BCHUKH BH3MOKHU HEXKETAHH PEeaKIN{, HEONMMCAHH B Ta3M JINCTOBKA. MoOXKeTe ChII0
JIa ChOOIIUTE HEXKENIaHU PeakLui JUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChoOIIaBaHe, MOCOYeHa B
[punoxenue V. Karo chobiaBare HexenaHu peakUK, MOXKeTe J1a aJeTe CBOsI MPUHOC 3a
MoJTydaBaHe Ha MoBeue HHPpOpManrsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

Kak na coxpansisare Hukyndra
Ja ce cpxpaHsiBa Ha MACTO, HENOCTBIIHO 32 JAeLa.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOTHOCT, OTOEINA3aH BhPXY €THKETa H KapTOHEHATa
omakoBka cien ,,EXP” u ,,['onen 10*“. CpokbT Ha TOAHOCT OTTOBaps HA IMOCIICIHUS JICH OT IIOCOYCHUSI
Mecell.

Ha ce cpxpansiBa B xnmammmHUK (2 °C — 8 °C). Jla He ce 3ampa3ssiBa.
CoxpaHsBaiiTe MpeABapUTEIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA ONAKOBKa, 32 J1a Ce
npeanasy OT CBETIHHA.

AnTepHaTUBHO ChbXpaHEHUE:

Korato e HeoOxomuMo (HanpuMep, KoraTo mbTyBaTe), IPeIBApUTETHO HAITbIHEHATa CIIPUHIIOBKA 32
enHokpatHa ymotpeba Hukyndra mosxe ma ce cwxpanssa npu 20 °C go 25 °C 3a MakcHUMaleH Mepuos
1o 30 qHM — MPOIYKTHT TPsIOBa a ObJe 3aIuTeH OT cBeTinHa. Cien KaTo ObJie U3BaJICHA OT
xJagunHuka 3a cbxpanenue mnpu 20 °C no 25 °C, cipuHIoBKaTa TpsidBa a ce M3M0JI3Ba B PAMKHUTE
Ha 30 IHM WM 1A ce M3XBBPJIM, JOPH aKO € BbPHATA B XJIAJAUITHUKA.

TpH6Ba Ja 3aluiIeTe aaTrara, Korato ClipuHOOBKATa € U3BaJZICHA 3a IbPBU IIBT OT XJIaAUJIHHUKA U
Jarara, CJICd KOATO Tp516Ba Ja C€ U3XBBPJIIN.

He u3non3Baiite ToBa JI€KapCTBO, aKO TEYHOCTTA € MBTHA, C IPOMEHEH LIBAT WM ChAbPKa JIFOCIIU UIN
YAaCTUIIN.

He uzxBbpisiite nekapcTBaTa B KaHAIU3aLUATA WIM B KOHTEMHEpaA 3a TOMAIIHU OTIAIbIIH.
[Momuratite Bamus apMaleBT Kak j1a U3XBBPIISTE JIEKapCcTBaTa, KOUTO Bede He M3MNo3Bare. Te3n
MEPKH 1€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa Cpefa.

6. C'b)l'bp)l(a]—ll/le Ha OMAKOBKAaTa U JO0IIbJHUTE/IHA m{(l)opMaum[

Kaxkso cpabp:xa Hukyndra

AKTHUBHOTO BEII[ECTBO € afaTnMymMao.

Jpyrure cbCcTaBKH ca HATPUEB XJIOPU, 3aXapo3a, noiarcopdar 80, Boja 3a MHKEKIUH,
XJIOPOBOIOPO/IHA KHCeNInHa (3a Kopekuus Ha pH), HaTpues xunpokcun (3a kopekuus Ha pH)

Kak n3rae:xxna Hukyndra n kakBo cbabpika onaKoBKaTa

Hukyndra 40 mg nHXeKIMOHEH pa3TBOP B MPEABAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA C IPEINa3uTel Ha
urjaTa ce npejyiara Karo crepuiieH pa3reop Ha 40 mg aganumyma0, pasteopes B 0,4 ml pa3tBopuTel.
Hukyndra npejiBapuTeIHO HaTbJIHEHA CIIPUHIIOBKA € CTHKIIEHA CIPUHIIOBKA, ChIbpIKaIlla pa3TBop Ha
aganmumMymao.

Bcesika onakoBka cpabpka 1, 2 mim 6 mpeaBapuTeIHO HAITbIHEHA(M) CIPUHIIOBKA(H), ONTakoBaHa(1) B
onmctep, ¢ 1, 2 wu 6 TaMIIoOH(M), HATIOEHH CHC CITUPT.

He Bcuukn BHIOBEC OIMAKOBKH MOTIar Ja 6’I>,I[aT ITyCHATHu B npoz[a>i<6a.

Hukyndra moxe 1a ce npezyiara KaTo peBapuTEIHO HAITBIHEHA CIIPUHIIOBKA W/HMJIM TPEIBAPUTEIIHO
HaITbJIHEHA MTUCAaJIKa.
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IlpuTeskaTes HA pa3pelIeHUETO 32 YIOTpeda
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'epmanus

IIpousBoauTenu
Ivers-Lee CSM
Marie-Curie-Str.8

79539 Lorrach,
I'epmanus

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Hcnanmms

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
T'epmanus

3a JOIIBJIHUTCIIHA I/IH(pOpMaHI/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIS, CBBPIKETC CC C JIOKAJTHUA

NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 24797878

Buarapus
STADA Bulgaria EOOD
Ten.: +359 29624626

Ceska republika
STADA PHARMA CZ s.r.o.
Tel: +420 257888111

Danmark
STADA Nordic ApS
TIf: +45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB,,STADA Baltics*
Tel: +370 52603926

EAlhada
RAFARM A.E.B.E.
TnA: +30 2106776550

Espafia
Laboratorio STADA, S.L.
Tel: +34 934738889

Lietuva
UAB ,,STADA Baltics*
Tel: +370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747

Malta
Pharma.MT Ltd
Tel: +356 21337008

Nederland
Centrafarm B.V.
Tel.: +31 765081000

Norge
STADA Nordic ApS
TIf: +45 44859999

Osterreich
STADA Arzneimittel GmbH
Tel: +43 136785850

Polska

STADA Poland Sp. z.0 o.
Tel: +48 227377920
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France
EG LABO - Laboratoires EuroGenerics
Tél: +33 146948686

Hrvatska
STADA d.o.o.
Tel: +385 13764111

Ireland
Clonmel Healthcare Ltd.
Tel: +353 526177777

Island
STADA Arzneimittel AG
Simi: +49 61016030

Italia
EG SpA
Tel: +39 028310371

Kvmpog
STADA Arzneimittel AG
Tnh: +30 2106664667

Latvija
UAB ,,STADA Baltics*
Tel: +370 52603926

Portugal
Stada, Lda.
Tel: +351 211209870

Romania
STADA M&D SRL
Tel: +40 213160640

Slovenija
Stada d.o.o.
Tel: +386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: +358 207416888

Sverige
STADA Nordic ApS
Tel: +45 44859999

]IaTa Ha MOCJCAHO MPpepasrjac;kaaHne Ha JIMCTOBKaTa

JApyru u3rouHuuu Ha uHpopMauus

IToapoOHa nHdopMaLus 3a TOBa JIGKAPCTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus

1o JiekapcTBata: http://www.ema.europa.eu.

[Toapo6Ha u akTyanu3upana HHGOPMAIHS 3a TO3U JICKAPCTBEH MPOIYKT, BKIIOYMTEIHO BUIEO 33 TOBA
KaK Jla M3I10JI3BaTe NMPEABAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA, € JOCTHITHA Ype3 CKaHupane Ha QR
KOJ1a, IIOCOYEH MMO-I0JTy WM BhPXY KapTOHEHATa OIAaKOBKa, ChC cMapTdoH. Chiata nHbOpMAIns ce
npeznara u Ha cieqaus URL aapec: hukyndrapatients.com

QR ko, KOHTO IIe Ob/Ie BKIIIOUEH

215


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

7. Yka3anus 3a ynorpeda
YKA3AHUSA 3A YIIOTPEBA

Hukyndra (axanqumyma0) npeaBapuTeJJHO HAITbJIHEHA CIPUHIOBKA
40 mg/0,4 ml uHKeKUHOHEH PAa3TBOP, 32 MOAKOKHO MPHI0KEHHE

IIpoyeTeTe BHUMAaTEIHO Te3U YKa3aHus 3a ynoTpeda, npeau aa usnosare Hukyndra
NpeABAPUTE]HO HAITbJIHEHA CIIPUHIIOBKA 32 eIHOKPATHA YyNOTpeda

Hukyndra npeaBapure/iHO HAITBJIHEHA CIIPUHIIOBKA

Mscro 3a
| \ 1pbcTuTe
[Ipeanazuren A
Ha MIJIaTa ) il

=m0 - Byrano
- o O

Baxna nngopmanus, kosiTo Tpsi0Ba Aa 3HaeTe, npeau na nH:kektupare Hukyndra
NpeABAPUTE]HO HAITbJIHCHA CIIPHHIIOBKA 32 €AHOKPATHA yNOTpeda

Basxkna undopmanmus:

Camo 3a MoJK0oKHA MHXKEKITHS

He n3non3saiiTe cripuHIIOBKAaTa B ce 00aneTe Ha Bammust mocTaBuiK Ha 31paBHU TPHKHU HITH
(hapmareBT, aKo:

TEYHOCTTA € MBTHA, C POMEHEH LBSIT WU ChABPKA JIFOCIIU WU YaCTHUIIH;

CPOKBT Ha FOJTHOCT € U3TEKbJI;

TEYHOCTTA € Onyia 3aMpassBaHa (JIOpHY U Jla € pa3Mpa3eHa) WK U3jiaraHa Ha IpsKa CTbHYeBa
CBETJINHA;

MPEIBAPUTETHO HAITbJIHEHATA CIIPUHIIOBKA € OMJia M3IyCKaHa HIIM CUyIICHA.

He cpansiite npennasuTens Ha uriara 40 MOMEHTa HEMOCPEACTBEHO MPEAU UHKEKTUPAHETO.
Croxpanssaiite Hukyndra Ha mMsicTo, HeJJOCTBITHO 3a Jiena.

BukTe Touka 5 B IMCTOBKATa 3a TOBA Kak Jia chxpansaBaTe Hukyndra nmpenBaputenHo HambaHeHA
CIIPHUHIIOBKA 32 €THOKpATHA yrnoTpeoda.

IIpeay MHKEeKTHpPAHE:

BamusaT nocraBunk Ha 37ApaBHU IPrKU TpssOBa na Bu nokaxe xak aa uznon3Bate Hukyndra
NpeIBAPUTETHO HATBIIHEHA CITPUHIIOBKA 3a €IHOKpaTHA YIOTpeda ¢, eIy Ja s M3I0JI3BaTe 3a IbPBU
BT.

Xopa, KOUTO ca U3MOJ3BAJIN CIPHHIOBKH € afaIMNMyMao:

Jlopu ako B MHHAJIOTO CT€ M3II0JI3BAJIM JAPYTH [Ipe/UlaraHy Ha I1a3apa CIPUHIIOBKHU C afaluMyMal,
MOJIsI, IPOUYETETEe M3ISIIO YKa3aHUATa, 3a Ja pa3depere Kak Ja U3Io3BaTe TOBa YCTPOUCTBO
MIPABUJIHO, TIPEH J1a CE OTMUTATE J1a MHKEKTUPATE.

HNmate Bbnpocu 0THOCHO M3n0J3BaHeT0 HAa Hukyndra npeaBapureiHo HATbJIHEHA

CNIPUHIOBKA?
T'oBopere ¢ Bamus noctaBuMk Ha 3[IpaBHU YCIyTH, aKO UMATE HIKAKBU BBIPOCH.
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IloaroroBka 3a mH:xkekTUpane ¢ Hukyndra npeaBapuTeiH0 HabJIHEHA CIPUMHIIOBKA

CTBIIKA 1: U3BageTe CHPUHIOBKATA OT XJAAMJIHHKA H 51 ocTaBeTe Aa ce 3atomin 1o 20 °C no
25 °C 3a 15-30 munyTu

1.1 UzBagere Hukyndra ot xnangunanka (Bx. @urypa A).

1.2 OcraBere Hukyndra na ce 3arorum npu Temmeparypa 20°C no 25 °C B npoasmkeHue Ha 15 o
30 MuHYTH NIpeu HHXeKkTupane (Bx. durypa b).

He npemaxsaiite npeanaszutens Ha urnata, fokato Hukyndra nocturne 20°C no 25 °C

He 3aromurstiite Hukyndra mo aukaxsB npyr HaunH. Hampumep He 3aTOMIIsiTe B MUKPOBBITHOBA MEYKa
WIN B ropelia Bojaa

He u3non3saiite npenBapuTeHO HAITBJIHEHATA CIIPHHIIOBKA, aKO TEYHOCTTA € OMila 3aMpassiBaHa
(mopu u na e pa3mpaseHa)

®urypa b

CTBIIKA 2: IIpoBepere cpoKa HA TOAHOCT M JIeKAPCTBEHHs Pa3TBOP

2.1 [IpoBepete cpoka Ha TOJHOCT BHPXY €THKETAa Ha TPEIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA (BXK.
Odurypa B).

He u3mnon3BaiiTe mpeBapuTEITHO HAITBIHEHATA CIIPUHIIOBKA, aKO CPOKHT Ha roaHocT (I'omeH 10:) e
N3TEKBII.

2.2 TlpoBepeTe JIeKapCTBEHUs pa3TBOP B CHPUHIIOBKATA, 3a J]a CE yBEpUTE, Ue € OHCTPO U Oe31BETHO
(Purypa B).

He m3nion3Baiite cipiHIIOBKaTa U ce o0aeTe Ha Bamms 1ocTaBumK Ha 30paBHU YCIYTH WITH
(apmareBT, aKO TEYHOCTTa € MbTHA, C IPOMEHEH LBAT MU ChABPXKAa JIOCIH HIH YaCTUIIH.

I[TpoBepere cpoka Ha TOJHOCT Ha
JIEKApCTBEHUSI Pa3TBOP

s - PN

=\

T'onmen mo:
MM/IITIT

®urypa B
CTBIIKA 3: Ch0epere KOHCYyMaTHBHTE M H3MHUITE pbLeTe CH
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3.1 IlocTaBeTe BHpXy YHCTA U TIaAKa MOBBPXHOCT (BX. Purypa I):

1 mpeBapUTETHO HAITBJTHEHA CITPUHIIOBKA 3a €IHOKPATHA YIOTpeOa U TAMITOH, HAIIOCH ChC CITUPT
1 maMydeH TaMITOH WK Mapiis (He ca BKITFOYCHH)
VYcroitunB Ha MpoOWBaHe KOHTEHHEP 3a U3XBBPIISTHE HAa OCTPHU IIpenMeTH (He ¢ BKiIodeH). Bxk. CThitka

9.

AT

E——
Tammow,
HaIocH
ChC S
Qurypa I’

3.2 Wzmuiite u noacymere pwlete cu (Bx. Ourypa /).

®@urypa /I

HNnskektupane ¢ Hukyndra npeaBapuTeIHO HANLJIHEHA CIPHHIIOBKA

CTBIIKA 4: U36epeTe M moyncTeTEe MSACTOTO HA MHAKEKTHPaHe
4.1 U3bepere msicTo Ha nHXeKkTHpaHe (Bx. Durypa E):

Ha npennara moBbspXHOCT Ha O€pOTO WK

Ha xopema Hali-masiko Ha 5 cM pa3CTOSIHUE OT ITbIIA.

PasznuyHo oT mocnegHoTO BU MsACTO Ha MHXKEKTHpaHe (Haii-MalKo Ha 3 cm OT MOCIEAHOTO MCTO Ha
WHXEKTUPAHE).

4.2 Ilouncrere ¢ KPbroBU ABHKEHUS MSCTOTO 32 MH)KEKTHPAHE C IIOMOIITa HAa TAMIIOHA, HAIIOEH ChC
CIIUPT.

He unmxektupaiite npes3 Apexure.

He umkekTupaiite B Koka, KOSTO € Bbh3IaleHa, HACHHEHA, 3a4epBeHa, TBbp/a, ¢ 0ee3u, CbC CTPUU
WM B 00JIACTH C TICOPHATHYHH TUTAKH.
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Qurypa E

®urypa XK
CTBIIKA 5: CpaJyieTe npeana3ureJisi Ha UrJjaTa
5.1 XBaHeTe NpenBapUTEIIHO HAITbIHEHATA CIIPUHIIOBKA ¢ eaHaTa pbKa (Bx. urypa 3).

5.2 C gpyrarta pbKa BHUMATEIHO U3AbpHaiTe 03 1a orpBaTe MpeAna3uTens Ha urinara (Bx. durypa
3).

M3xBbpaeTe npeanazutess Ha uriaTa.

He ro nocrassiite 0THOBO.

He moxocaiiTe urnaTta ¢ IpbCTH U HE MTO3BOJISBANTE UrJIaTa J1a c€ JOKOCHE J0 HUIIO.

)ImeTe npeleapHTenHo HaITbJIHCHATA CHpI/IHIIOBKa C urjiarta Harope. Mome Ja BUAUTC B’I)SJIYX B
MpeIBapUTETHO HAIThTHEHATa CIPUHIIOBKA. baBHO HaTHCHETe OyTaNoToO, 3a 1a U3KapaTe Bb3yXa OT
HTIIaTA.

BB3M0XHO € 1a BUANTE Kalka TeYHOCT B Kpas Ha uriara. ToBa € HOPMaIHO.

CTDBIIKA 6: [IpbKTe CIPUHLIIOBKATA U 3aXBaHeTe KOKATa
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6.1 [IpBxTe TANOTO Ha IPEeBapUTEIIHO HAITbIHEHATA CIIPUHIIOBKA B €IHATa PbKa MEXy Najlena u
MoKasalera, KakTo ce Ibpku MonuB (Bxk. @urypa M). Hukora He narerssiite 0yTanoTo Ha3al.

6.2 Jlexo 3axBaHeTe 00JIACTTA HA TIOYHCTEHATa KO)Ka Ha MSICTOTO Ha MHXKEKTHpaHe (KopeMa HilH
0enpoTo) ¢ mpyrata cu pbka (Bx. durypa ). JIpwxre Koxkata 31paBo.

®urypa U

®urypa
CTBIIKA 7: UH:kekTHpAiiTE JIEKAPCTBOTO

7.1 BpBenere uriara B 3aXxBaHaTaTta Koka I0J] BI'bJ OT OK0JIO 45 rpamyca ¢ O66p30 JBMKEHUE,
mo100HO Ha XBBpJIsiHE Ha cTpenndka (Bx. urypa K).

Cnenx KaTo uriara e BBTPEC, OTIIYCHETC KOKaTa.

7.2 baBHO HaTHCHETE OYTAJIOTO JOKpai, JOKATO IsUIaTa TEYHOCT C€ MHXKEKTHPA U MPEIBAPUTEITHO
HaIThJIHEHATa CIPUHIIOBKA ce u3npa3Hu (Bx durypa JI).
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Qurypa JI

CTBIIKA 8: OcraBeTe npeiBapuTeTHO HAITBJIHEHATA CIPMHUOBKA 12 U3TEIJIM UIJIaTa OT
KOXKaTa

8.1 baBHO moBaUrHeTe NpbeTa cu oT Oyranoro. byranoTo 1me ce npuaBwXH Harope ¢ npbera Bu u me
W3TETJIN UrjlaTa OT MACTOTO Ha MHXKEKTUpaHe B MpeAnazuTens Ha urinata (Bx. @urypa M).

Urnata HsIMa #a ce U3TErIH, JOKaTO He Ob/ie MHKEKTHPAHa Is1aTa TeYHOCT. AKO MHUCIINTE, Ye HE CTEe
MIPUJIOKUIIM LisIaTa 03a, ropopete ¢ Bamus nekap, GpapmaneBT Win MeIUIIMHCKA CECTPA.
HopmanHo e 1a BuauTe npy>kuHa 0Kojo OyTanoTo, cjiell KaTo UIjiaTa € U3TerjaeHa.

8.2 Cnen KaTo MHXEKTUPAHETO € NPUKIIOYMIIO, IOCTaBETE MaMy4eH TaMIIOH HJIM MapJiisl BbPXY KoXKaTa
Ha MSCTOTO Ha MHXEKTHpaHe.

He pastspksaiite.
Jlexo KbpBeHE Ha MACTOTO HA MHIKEKTHPAHE € HOPMAJIHO.

®urypa M

HM3xeoupasane Ha Hukyndra npeaBapuTeIHo HATLJIHEHA CIPHHIIOBKA

CTDBIIKA 9: U3xBbpJjieTe M3M0JI3BAHATA CIIPUHIIOBKA B KOHTEIHEP 32 0CTPHU NpPeaMeTH

9.1 IocTaBeTe U3MOI3BAHUTE UTITH, CIIPUHIIOBKU M OCTPH TMPEIMETH B KOHTEHHEP 32 OCTPH MPEIMETH
BejHara ciiest ynorpeba (Bx. @urypa H).

He PI3XB’pr'I$II>iTC paSXJ'Ia6CHI/I HWI'JIX U CIIPUHIIOBKU B OUTOBUTE OoTIaabIu
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9.2 Ilpenma3uTenaT Ha UTJIaTa, TAMIOHBT, HAIIOCH ChC CIUPT, TAMyYHHUAT TAMIIOH WA MapiiiTa,
KaKTO M OMaKOBKaTa MOTar 1a ObJaT U3XBBPISHA BHB Bammmnre OMTOBH OTHATbBIIH.

®urypa H
JonmbanuTenHa nH(pOpMaNus 32 U3XBbPJIsSIHE

AKO HsIMaTe KOHTEHHEp 3a H3XBBPIITHE Ha OCTPH MPEAMETH, MOXKETE Ja N3IOI3BaTe JOMAaKHHCKH
KOHTEUHEp, KOWUTO €:

OT 3/IpaBa IjlacTMaca,

MoOKe Jja ObJie 3aTBOPEH € TUTBTHO MPUIIATAILL, YCTOWYHMB Ha MPOOHMBaHE Karak, Ipe3 KOWTO He Morat
Jla IPOHUKHAT OCTPH MPEIMETH,

W3IIPaBeH U CTAaOMJICH M0 BpeMe Ha yroTpeoa,

YCTONYMB HA TEUOBE U

MIPABIITHO €TUKETUPAH, 32 JIa PEAyIPeXaaBa 3a ONAaCHU OTIAAbIN B KOHTEHHEPA.

Koraro koHTeiiHepbT By 3a U3XBBPJISTHE HA OCTPH MPEIMETH € MOUTH IThJICH, 11Ie TPSOBA J1a ClIe/IBaTe
MECTHUTE YKC3aHHUS 3a MPABUIIHUS HAUMH 32 U3XBBPJISIHETO HA Bamius KoHTelHep 3a U3XBBPIISIHE HA
OCTpH MPEAMETH.

He u3xBBpIsiiTe U3MOI3BaHNUS KOHTEHHEDP 3a OCTPU IpeaMeTy B OutoBute otnaabiu. He
PEUHKIMpANTE U3IIOJI3BAHUS CU KOHTEHHED 3a OCTPU NPEAMETH.

AXo0 nMaTe HIKaKBU BBIIPOCHU, CBBPIKETE CE C Bamus JO0CTaBYMK Ha 3ApaBHU I'PUKU 3a TTOMOI.
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JlucroBka: Mndopmanusa 3a nanmeHTa

Hukyndra 40 mg unskeKIMOHEH Pa3TBOP B NPeIBAPUTETHO HAITbJIHEHA MMHCAJIKA
aganmuMymat

vTo3H JIeKapCTBEH MPOIYKT MOAJIEKHU Ha JOMBIHUTENHO HaOmoaeHre. ToBa e mo3Boiau 0bp30To

YCTaHOBSIBaHE Ha HOBa MH(OPMaLUs OTHOCHO Oe3omacHocTTa. Moxere 1a [afere CBOsI IPUHOC, KaTo
CHOOILINTE BCSIKA HEXXENaHa peakiys, KOSTO CTe MOTYyYMId. 3a HaYrHA Ha ChoOIIaBaHe Ha HEXKeJaH!

peaKuu BIDKTE Kpas Ha Touka 4.

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, IPEIH 1a 3all04YHeTe 1a U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nundopmanus.

3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOXKH J1a S IPOYETETE OTHOBO.

Bammsat nexap me Bu nage cpIno HanoMHSIIA KapTa HA MAIMEHTA, KOSATO ChIbpKa BaKHA
uH(OpMaIHsl OTHOCHO O€30I1acCHOCTTa, C KOSITO TPsIOBA Jja CTE 3aIl03HAT MIPEAHU J1a 3all0YHeTe Ja
npunarare Hukyndra u o Bpeme Ha neuenuero ¢ Hukyndra. CexpansiBaiiTe Ta3yn HAMOMHSIIIA KapTa
Ha nauueHTa y cebe cu o BpemMe Ha Bamero sieyenne u 4 mecena cjeg nociaeanara Bu
unKeknusa ¢ Hukyndra.

AKoO umare BBIIPOCH, MOJIsA, OOBbpHETE ce KbM Baius nekap.

ToBa nekapcTBO € npeanucano JuyHo Ha Bac. He ro mpeorcThnBaiite Ha 1pyru xopa. To Moxe Aa UM
HaBpeAM, HE3aBUCUMO Y€ MPHU3HALUTE Ha TSXHOTO 3a00JsIBaHE ca ChLIUTE KaTto Bamure.

AKO TIoITyunTe HSIKaKBU HEXEJaH! peakiny, yBenromere Bamust nekap win ¢papmaieBt. Tosa
BKJIFOYBA M BCHUKH Bb3MOKHU HE)KEJIaHN PEaKIIMU, HEOMCAHN B Ta3H JIMCTOBKA. BrkTe Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnssa Hukyndra u 3a kakBo ce n3mnonssa
Kakgo Tps0Ba na 3Haere, npeau ga uznonssare Hukyndra
Kak na nznonssare Hukyndra

BB3MOXKHU HEXENIaHN PEaKIuH

Kak na cexpansBare Hukyndra

ChabpkaHue Ha ONIAaKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS
VYka3zanus 3a ynorpeda

NookrowhE

1. Kaxkso npeacraBiasasa Hukyndra u 3a kakBo ce u3noJji3Ba
Hukyndra cpabpprka ak THBHOTO BEIIECTBO aIaiMyMad

Hukyndra ce u3non3Ba 3a ieyenne Ha:
PeBmarounieH aptpur

TTonmapTukynapeH IOBEHUICH HINOTATHICH apTPUT
ApTpUT, CBBp3aH C EHTE3UT

AHKUI03UpAaIT CHOHIATUT

AKCHaJICH CITOHIMUIOAPTPHUT 0€3 peHTreHOrpadCKu TaHHH 32 aHKUIO3UMPAIll CIIOHIHIIAT
IIcopuatuuen apTpur

Ilnakaren ncopuasuc

T'HoeH xuapaneHut

Bonect Ha Crohn

Yiiepo3eH KOIUT

Heundexnmosen yBeut

AxrtuBHOTO BemecTBo B Hukyndra, ananumyma0, € 4oBeIIKoO MOHOKJIOHAITHO aHTUTSLIO.
MOHOKIJIOHAJTHUTE aHTHUTEIA Ca POTEUHH, KOUTO CE€ CBBP3BAT ChC CIICHU(PUIHN MULICHU.
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Mumenara Ha amanumMymab e IpoTenH, HapedeH TyMop-HekpoTtusupar Gakrop (TNFa), koiiTo € gacT
OT UMyHHAaTa CUCTEMA 1 IPUCHCTBA B IIOBUIICHU KOJIMYECTBA IPHU Bh3NAINTEIHUTE 3a00JsIBaHN,
n30poenu no-rope. Ceup3aBaiiku ce ¢ TNFa, Hukyndra namanssa Bbp3maiauteiHus mpolec npu Te3u
3a00JIsIBaHUSI.

PeBmaTounaen apTpurt

PeBMaTOMIHUAT apTPUT € BH3MAIUTEHO 3a00IIIBaHEe Ha CTABUTE.

Hukyndra ce u3non3Ba 3a jiedeHre Ha YMEPEH 10 TSKBK PEBMATOMICH apTPUT IPU BH3PACTHHU.
[IppBOHAYaTHO MOXKeE a Bu ObAaT npennucanu Apyrd MOIUQPUIMpAIIN 3a00IBaHETO JICKAPCTBA,
KaTo METOTpeKcaT. AKO He ce TIOBIHUSAEeTe JOCTaThYHO A0Ope OT Te3U JieKapcTBa, e Bu 0bae

HaszHayen Hukyndra.

Hukyndra mosxe ma ce u3non3Ba u 3a Jie4eHrEe Ha TeXbK, aKTUBEH U MPOTPECHBEH PEBMATOHUICH
apTpuT 0€3 MPEIXOIHO JISYSHNUE C METOTPEKCaT.

Hukyndra mosxe 1a 3a0aBu yBpexJaHETO Ha CTaBUTE, IPUYMHEHO OT BH3MAIMTEIHOTO 3a00sIBaHe, U
MO’KE J1a UM ITIOMOTHE J1a C€ JIBIKAT I0-CBOOOIHO.

Bammst nekap e pemn nanu Hukyndra TpsibBa na ce M3non3Ba ¢ METOTpEKCaT MM CAMOCTOSITEITHO.
IMosmapTukyjJapeH IOBeHWIEH HIHONATHYEH APTPUT

[MonuapTHKyIapHUAT FOBEHUIICH UMONATHYCH aPTPHUT € BH3MAIUTEITHO 3a00JIIBaHE HA CTABUTE.
Hukyndra ce u3no:3sa 3a JieueHUE Ha MOJMAPTUKYJIAPEH FOBSHUIICH HIMOMATHYCH apTPHUT MPH
MaIMEHTH OT 2 TOAUIIHA Bb3pacT. [IspBoHauamHo Moxke Aa Bu ObaaT npeanvicanu Apyru
MOU(PUIMPAIIN 3200JIIBAHETO JICKAPCTBA, KATO METOTPEKCAT. AKO He Ce MOBJIUACTE JOCTATHYHO
no0pe OT Te3u JiekapcTra, e Bu 0b11e HazHauen Hukyndra.

Bamwsr snekap nie pern ganu Hukyndra TpsiOBa aa ce u3nomna3Ba ¢ METOTPEKCAT UIIH CAMOCTOSITEITHO.

ApTpHUT, CBBP3aH C €HTE3UT

ApPTPUTBT, CBBP3aH C €HTE3UT, € BB3NAIUTEIIHO 3a00JI1BaHE HA CTABUTE U HA MECTaTa, KbJETO
CYXOXKWIHATA C€ IPUKPENAT KbM KOCTTA.

Hukyndra ce n3no:nssa 3a jedeHue Ha apTPUT, CBbP3aH C EHTE3UT NPH MAIMEHTH OT 6 TOIUIITHA
BB3pacT. [IbpBOHavaHO Moske J1a Bu Obaat npeanucanu Ipyru MoauduIpaniy 3a00JsIBaHETO
JeKapcTBa, KaTo METOTpeKcaT. AKO He ce MOBJIMsAETE JOCTaThUHO JJOOpe OT Te3H JIeKapcTBa, e Bu
0bae HazHauen Hukyndra.

AHKHJI03UpAall CIOHIUIUT ¥ AKCHAJIEH CIOHAWIOAPTPUT 0e3 peHTreHorpadcku J1aHHU 3a
AHKHWJI03WPAI CHOHTHJIUT

AHKHJIO3UPAIIHUST CIIOHIWINT M aKCHATHHUAT CIIOHIHIIOAPTPUT 0€3 peHTreHorpad)CKH JaHHHM 32
AHKWJIO3HUPAII CTIOHIMINAT Ca BH3MATUTEITHN 3200/ IsIBaHUS HA TPHOHAYHUS CTHIO.

Hukyndra ce u3nosn3Ba 3a JiedeHre Ha TEKbK aHKHIIO3UPAIL] CIIOHAWINT U aKCHAJICH CIIOHIUI0aPTPUT
0e3 peHTreHOrpad)CKU TaHHM 32 aHKUJIO3UPAIIl CIIOHIUINT MPU Bb3pacTHU. [IbpBOHAYATIHO MOXKeE J1a
Bu Obat npuitaranu qpyTy JiekapcTBa. AKO He ¢e TIOBIHSIETE JOCTAThYHO J00pE OT Te3H JIEKapCTBa,
nie Bu 0b11e HazHauen Hukyndra.
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IcopuaTnuen apTpur

HCOpI/IaTI/I‘lHI/I}lT apTpUT € BH3MNAJIUTCIIHO 3a00JIIBaHe Ha CTaBHUTEC, KOCTO OOMKHOBEHO € CBBP3aHO C
rncopuasuc.

Hukyndra ce m3non3Ba 3a iedenne Ha ICOpUaTHIEH apTPUT Ipu Be3pacTHU. Hukyndra mosxxe ma
3a0aBU YBPEKIAHETO HA CTABUTE, IPUYMHEHO OT 3a00JISIBAHETO M MOXKE J]a UM TIOMOTHE J1a CE JIBUKAT
mo-cBo6oHo. [IspBOHAYATHO MOKe 1a Bu ObaaT npuaranu ApyrH iekapcTBa. AKO HE Ce TMOBJIHSIETe
JIOCTaThUHO JOOpPE OT Te3H JIeKapcTBa, e Bu 6b1e HasHauen Hukyndra.

Iinakaren ncopuasuc

[TnakaTHUAT TICOpUA3UC € KOXKHO 3a00Js1BaHe, KOSTO MPEAN3BUKBA 00pa3yBaHETO Ha YCPBEHH,
JIOIIEIIN ce, TBHP/IU METHA M0 Ko¥KaTa, IIOKPUTH ChC cpeOdpucTu ocnu. [lnakaTHUAT ncoprasuc
MOJKE J]a 3aCerHe ¥ HOKTUTE, KaTO BOAM 10 YyIJIMBOCT, 3aA€0esIBaHE U OTIACIISIHE HA HOKBTA OT
HOKBTHOTO JIO’KE, KOETO MOJKE J1a € O0JIE3HEHO.

Hukyndra ce n3non3Ba 3a eueHne Ha

YMEPCH A0 TCKBK XPOHUYCH IIJIAKATCH IICOPUA3nC MPU BB3paCTHU U

TEXbK XpOHUYEH IUIaKaTeH IICOpHUa3nc MpH Jella U IOHOUIM Ha Bb3pacT oT 4 1o 17 roAuHu, Ipu KOUTO
JIOKaJTHAaTa Tepanus 1 GOTOTEepANTMHUTE HE ca MOJAEHCTBAIN MHOTO JOOpE MITH HE ca MOIXOISIIH

I'noen xuapageHuT

I'HOMHMAT XUIpaaeHUT (MOHAKOTa HApHUaH aKHEe MHBEP3a) € XPOHUYHO U YeCTO OOJIC3HEHO
BB3MIAJIUTECIIHO 336OHHB3HC Ha kokata. CHUMIITOMUTE MOraT Ja BKJIFOYUBAT YyBCTBUTCIIHUA BbH3JIN
(moxytuHM) 1 abcriecu (IUpen), OT KOUTO MOXKE Ja 3TH4a THOW. To Hal-4ecTo 3acsra KOHKPETHU
YYacThIM OT KOXaTa, KaTo Mo/l I'bPANTE, TOIMUIITHALINTE, BHTPEITHATA YacT Ha OeapaTa, ClTaOuHUTE U
ceaanuinero. B 3acernarute pailoHu Morar Ja OCTaHaT U OeesH.

Hukyndra ce u3non3sa 3a iedenne Ha
YMEpEH JI0 TeXbK THOCH XUJIPAJICHUT IPH Bb3PACTHH U
yYMEpEH JI0 TeXbK THOCH XHPAJICHUT IPH FOHOIIN Ha BB3pacT oT 12 mo 17 roguan

Hukyndra moxe j1a Hamaiu Opost Ha BB3JIMTE M a0CIIECUTE, IPUUMHEHH OT 3a00JIsIBaHeTO, U 00JIKaTa,
KOSITO YECTO CE CBHP3BA Che 3a00saBaneTo. [IbpBOHAYATHO MOXKE 1a By ObJaT mpuiaranu Ipyru
JIeKapcTBa. AKO HE Ce MOBJIUSAETE TOCTAThUHO JT0OPE OT Te3H JIeKapCcTRa, e Bu Ob/ie Ha3HAUYeH
Hukyndra.

BoJject Ha Crohn
Bonectra Ha Crohn e Bp3nanuTenHo 3a00JsIBaHe Ha XPAHOCMUJIATEIHUS TPAKT.

Hukyndra ce u3nosn3Ba 3a jieueHue Ha
yMepeHa 110 Texka oosect Ha Crohn npu Be3pacTHH U
yMepeHa J1o Texka 6oect Ha Crohn mpu niera v FOHOIIM Ha BB3pacT OT 6 10 17 roguHu

[IspBoHavamHO MOKe 1a By Obaat mpusiaranu Apyru JiekapcTBa. AKO HE CE IMOBJIHAETE TOCTATHYHO
nmo0pe OT Te3u JiekapcTBa, e Bu 0b11e HazHaueH Hukyndra.

Yiauepo3en KoauT
y.HIIep03HI/I$[T KOJIWT € BB3MHaJINTENHO 3a00JIsIBaHE Ha JIC6CJIOT0 YE€pBO.

Hukyndra C€ M3II0JI3Ba 34 JICYCHHC Ha
YMCEPCH A0 TCKBK YIICPO3CH KOJIUT IIPU Bb3PACTHU U
YMCEPCH A0 TCKBK YIICPO3CH KOJIUT IIPU ACIIA U FOHOIIH Ha Bb3pacT OT 6 a0 17 TOAWHHA
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[IspBoHavyamHO MOXKe na By Obaat mpuiaranu ApyrH JiekapcTBa. AKO HE Ce MOBIHAETE TOCTATHIHO
nmo0pe OT Te3u JiekapcTBa, e Bu 0b1e HazHauen Hukyndra.

Heundexunosen ypeur
HeundexunoseH yBeuT € Bb3NATUTENHO 3200 sIBaHe, 3aCATaIl0 ONPEEICHU YaCTH Ha OKOTO.

Hukyndra ce m3non3Ba 3a neueHne Ha

BB3PACTHH C HEMH(EKINO3EH YBEUT, C Bh3MAICHHE, 3aCATaIl0 33/IHaTa YacT Ha OKOTO

Jiera ¢ XpOHWYeH HeMH(EKINO3eH YBEUT Ha BH3PACT HaJl 2 TOAWHM, C BB3MAICHHE, 3aCsTallo
IpejaHaTa yacT Ha OKOTO

ToBa BB3IalICHHE MOJKE Ja JOBEJIC 10 HaMaJIIBaHE Ha 3pPECHUCTO W/WIIH HAJIMYUETO Ha MbTHHHU B
OKOTO (‘ICpHI/I TOYKHU WJIA ThbHKH JIMHUU, KOUTO CC€ JBUIKAT B PAMKHUTEC HA 3PUTCIIHOTO HOJ'IG). Hukyndra
I[eﬁCTBa, KaTo HaMaJIsiBa TOBA BB3IAJICHUC.

[TepBOHaYATHO MOXKeE Ja Bu ObIaT npuiaranu Ipyru jJekapcTBa. AKO HE e MOBJIHACTE T0CTAThUHO
nmo0pe OT Te3u JiekapcTra, e Bu 0b1e HazHauen Hukyndra.

2. KakBo TpsadBa na 3Haere, npeau aa usnoyaspare Hukyndra

He uznonssaiite Hukyndra

AKO cTe aJepruvyHu KbM aaTuMyMal WK HAKOS OT APYTUTE ChCTABKU Ha TOBA JIEKAPCTBO (M30poeHH
B TOYKa 6).

AKO UMaTe aKTHUBHA TYOEpKYJI03a WM OPYTd TEeXKH HHPEKIHu (BUXKTE ,,[IpenynpexneHus u
npennasHu Mepku'). BaxkHo e 1a kaxkeTe Ha Barms jgekap, ako UMaTe CUMIITOMU Ha UH(EKIINH,
HapUMep BUCOKa TEMIIEpaTypa, paHH, YyBCTBO HA YMOpa, AEHTAJIHHU PoOIeMu.

AKO uMaTe ymMepeHa Wi TeXKa Chp/eyHa HeZoCTaThYHOCT. BaxkHo e fa kaxkete Ha Bamms nekap, ako
CTE MMl MM UMaTe CEPHO3HO ChPIEUHO 3a00siBane (BUXKTE ,,IIpenynpexneHus u npeanasHu
MEpPKH‘).

IpexynpesxaeHusi U MpeINa3sHu MePKH
I'oBopere ¢ Bamms siekap winm dapmaresT, npeau na uinonssate Hukyndra.

AJepruydu peakuuu

AKXO TOJTyYHTe aJepruYHy PEaKIuy ChbC CUMIITOMH KaTO CTSATraHe B I'bPUTE, XPUIIOBE, 3aMastHOCT,
NoJlyBaHe WK 00puB, He HHkKeKkTHpaiTe moBeue Hukyndra u ce cBbprkeTe ¢ Bamms nekap BenHara,
TBI KaTo B PEJIKU CIIyYaH Te3H PEaKIMy MOraT Jia ObJaT )KHBOTO3aCTpaIlaBallly.

HNudexnmu

Ako uMaTe WHQEKIHs, BKIIOYATEIHO JBIT0TpaliHa HHPEKIHS WM MHOEKIUS B €IHA YacT Ha TSUIOTO
(nmammpumMmep s13Ba Ha Kpaka), KOHCyJITUpaiiTe ce ¢ Bamus nekap, npeau na 3anoudere Hukyndra. Axo
HE CTEe CUTYpHH, CBbpIKETe ce ¢ Barms sekap.

Mosxe na nonmyunrte HHGEKIUH MO-IEeCHO, 10KaTo nonyvasare geueHue ¢ Hukyndra. To3u puck moxe
Jla ce YBEJIMYH, aKo UMate rmpobnemu ¢ oenute Bu npodose. Te3n nHdpekmu Moxe aa Obaat
CEpUO3HHU U BKIIIOYBAT:

TyOepkyno3a

WH(EKIHY, TPUYUHEHU OT BUPYCH, IbONYKH, TIAPA3UTH HIIH OaKTepHU

TeXKa MHPEKIHs Ha KPBBTA (CEICHC)

B penku cnydau Te3u nHPEKIMN MOTaT Ja ObJIaT KUBOTO3acTpalaBamy. BaxxHo e 1a kaxere Ha
Bamus nexap 3a nmosieata Ha CUMITOMM KaTo TEMIIEpaTypa, paHH, OTIaIHAJIOCT WK IPoOIeMHU CbC
3p0uTe. BamusT nekap Mmoxke 1a Bu kaxe na cnpere na u3noissare Hukyndra 3a nu3BectHo Bpeme.
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o Wudopmupaiite Bamwst nexap, ako )KUBeeTe WK ITbTyBaTe B pallOHU, KbIETO M’BONYHUTE HHPEKITHH
(HampuMep XMCTOIIa3M03a, KOKITMIHONAOMHKO3a MIIH 0JIACTOMHKO3a) Ca MHOTO YECTH.

o HNudopmupaiite Bamms nekap, ako cte nMaau HHPEKIUH, KOUTO IPOIBIDKABaT Ja ce MOBTAPST WK
JpPYTH ChCTOSHUS, KOUTO IOBHUINABAT PHCKA OT HH(EKLINH.
o AKo cTe Ha Bb3pacT HaJ 65 rouHu, MOXKE [1a UMa IO-TOJIsIMa BEPOSITHOCT J1a MOJTyYuTe HH(peKuny,

nmokato npuemate Hukyndra. Bue u Bamusit nexap TpsiOBa ga 00bpHETE CICMATHO BHUMAaHUC Ha
npu3HanuTe Ha nHpeKws, 1okato ce iekyBate ¢ Hukyndra. Baxxno e na undopmupare Bamms nekap
3a rosiBaTa Ha CUMIITOMH Ha MH(EKITUN KaTo TPECKa, paHH, OTIIaHAIOCT WIIH TPOOIEMH ChC 3p0UTE.

TyOGepkynosa

o MHoro e BaxxHO Ja nHpopMuparte Bamms nekap, ako cte 6oieayBanu oT TyOepKyno3a Uik cTe OHITH B
OJIM3BK KOHTAKT C HAKOH, KOWTO € MMall TyOepKyo3a. AKO nMaTe akKTHBHA TyOepKyio3a, He
usnomsBaiite Hukyndra.

o Tbii KaTO MMa chOOIICHUs 3a TYOEePKYJI03a IIPH MAllUCHTH Ha JieueHHe ¢ afanumMymad, Bammsr nekap
me Bu u3cnenBa 3a mpu3Hany ¥ CHMOTOMH Ha TyOepKyIi103a IPean 3aoyBaHe Ha JICYCHUETO ¢
Hukyndra. Toa BkiIt04YBa 00CTOMHA MEIMIIMHCKA OLICHKA, BKIIOYUTEIHO aHAMHE3a, U TTOAXOISIIH
W3CIIEIBAHNS 32 CKDUHUHT (HaIlpUMep PEHTTeHOBA CHUMKA Ha TPhAHMS KOII U TYOEPKYJIHHOB TECT).
[IpoBexxJaHEeTO M pe3ynTaTuTe OT TE3W U3CIIeABAaHMs TPpIOBa Aa ObIaT 3anucaHy BbB Bamara
HAMOMHSIIA KAPTa HA MalMeHTa.

o ITo BpeMe Ha JIeUCHHETO MOXKeE Jla ce pa3BHe TyOepKys03a, JOPU aKo CTe IMPHEMaIH JIeUeHHE 3a
Mpe/na3BaHe OT TyOepKyno3a.
o) AKXO IO BpeMe Ha JICYUCHUETO WU CJIEJ] HETO Ce MOSBIT CHMIITOMH Ha TyOepKyo3a (IIoCTOSHHA

KallUTHIIA, 3ary0a Ha TerJIo, JIMICa Ha CHEPrus, JICKO MOBUIIICHA TeMIIepaTypa) WK HIKaKBa JApyra
uHpeknys, HezabaBHO nHOpMUpaiite Bamwst nexap.

Xenarur B

. Kaxxete na Bamms nekap, ako cre HocuTel Ha Bupyca Ha xenatut B (XBbB), ako umare aktusen HBV
WM aKO MHUCIIUTE, 4Y€ MOKE /1a CTE M3JI0’KEHHU Ha PUCK OT nostydyaBaHe Ha XbB.

o Bamusr sniexap tpa6Ba na Bu uscnensa 3a Bupyca Ha xenatut B (XbB). IIpu xopa, kouro Hocst XbB,
afganuMymMab MoXKe Jja MPUYMHU aKTUBHpPAHE Ha BUPYCa OTHOBO.

o B Hsikou penku ciaydan, 0COOEHO ako IpueMare ApYyrd JIeKapcTBa, KOUTO MOTHCKAT UMyHHATa

CHUCTCMA, IIOBTOPHOTO AKTUBHUPAHEC HA HBYV Mmoxe Ja 6’5[[6 JKUBOTO3acTpaliaBaiio.

Onepam/m WX JCHTAJIHU IIPOUCAYPHU

o Axo Bu npeacron oneparys Wi ASHTAIHHU MPOLEAYPH, MOJIsL, HHpopMupaiite Bamms igekap, ue
B3eMaTe Hukyndra. Bammsit iekap Moske Jia mpernopbya BpeMeHHO TipekpatsiBane Ha Hukyndra.

JleMuennHA3upaIno 3a00ssaBade

. AKO uMare Win pa3BUeTe JEMUESITHHU3UPAIIO 3a00JsBaHe (3a00J1BaHe, KOETO 3acsra H30IUPaIIHs
CJIOM OKOJIO HEPBUTE, KAaTO MHOXKECTBEHA CKJIEp03a), BammsT nexap 1mie pemm ganm TpsoBa aa
MoJTyYaBaTe WU Jla IpoabnkuTe na nmonyvaBare Hukyndra. Kaxxere nezabaBHo Ha Bammms nekap, ako
MOJTyYUTE CUMIITOMH KaTO MTPOMEHH B 3pEHUETO, CIa0OCT B PHIIETE MM KpaKaTa, U3TPhIIBAHE HITU
MpaBY4YKaHE B HAKOA 4aCT Ha TAJIIOTO.

Bakcunanmu

o Hsxown BakcrHUM Morat fa mpuuuHAT HH(EKINY U He TpsOBa Ja ce JaBart, nokato npuemate Hukyndra.

o ITocwBeTBaiiTe ce ¢ Barmms jiekap mpeau MpruiraraHeTo Ha KaKBUTO U 1a OMIJIO BAaKCHHH.

o IIpenopbuBa ce Ha jenaTta, ako € Bb3MOXKHO, J1a ObAaT HAPAaBEHU BCUYKH TUTAHUPAHU BAaKCUHAITUH 32
TAXHATa Bh3pacT, Npeu aa 3anovynar jgedenue ¢ Hukyndra.

o Axo cte npuemanu Hukyndra, noxaro cre Ouna 6peMenHa, 6ed6eto Bu Moke fa ObJie C ITO-BHCOK PHCK

3a pa3BUTHUE HA TakaBa MH(EKIH, 10 T Mecelia cliel mocieanara go3a Hukyndra, kosro cre
MOJTYYHJIH TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHO ¢ fa kaxxeTe Ha JiekapuTte Ha Baiero 6ebe u Ha 1pyru
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MEIMIIMHCKH CIeIMaanucTh 3a Bamara ynmotpe6a Ha Hukyndra mo Bpeme Ha 6pemenHoctTa By, 3a na
Morar Jia pemiar kora Bamero 6e6e TpsiOBa qa momydn KakBaTo U Ja OMiIo BakCHHA.

Cobpaedna HeJOCTATHYHOCT

AKo nMaTe JieKa ChpJIeYHa HeJJOCTaThuHOCT U cTe JekyBanu ¢ Hukyndra, cecTosiHreTo Ha Bamara
Chp/IeYHA HEJIOCTATHYHOCT TPsIOBa Jia O'bJie BHUMATEITHO HaOmoaBano oT Bammus siekap. BaxkHo e na
uHpopmuparte Bammus gekap, ako cTe HMalli UM UMaTe CEpHO3HO 3a00NsABaHe HA ChPLETO. AKO
pasBHeTe HOBH WJIH BJIOIIABAINM CE CUMIITOMH Ha ChpJeYHa HEOCTATHYHOCT (HAIIpUMED, 3aIbXBaHE
WJIM OTOITH TI0 Kpakarta), TpssOBa He3abaBHO Ja ce CBBpkeTe ¢ Bammst nekap. BammsT mekap e permu
nanu TpsioBa na momyyaBare Hukyndra.

IToBuirena reMneparypa, CHHUHH, KbPBEHE HIH OJIEAOCT

[Ipu HsIKOM MALMEHTH, OPraHU3MBT MOXKE Jja HE yCIIee J1a IPOU3BEAE JOCTaThbUHO KPBBHH KIIETKH,
KOMTO J1a ce OOpsAT ¢ MHDEKIUUTE WU JIa ToMarar CIIMPaHeTo Ha KbpBEHETO. BammsT nexap Moxe aa
peLIy ja CIpe JIeYeHHeTo. AKO pa3BHETE TPECKa, KOATO HE MPEMHUHABA, TOJIyYUTE JIEKU CHHUHY WIN
MHOT'0 JIECHO KbPBHUTE WU U3IJICXKIATe MHOTO Oey, BeHara ce CBbpkeTe ¢ Bamust nexap.

PaxoBu 3a0oisiBanus

o

Hma MHOTO peAKH Cilydyad Ha ONpEeAeIeHN BHIOBE PaK IPHU AeLa U Bb3PACTHHU MAaLUEHTH, IPUEMaIi
aganmumyma0 wiu npyru TNF 6mokepu.

Xopata ¢ mo-cepruo3eH peBMaTOMIEH apTPHUT, KOUTO ca UMaJIHM 3a00JISIBAHETO OT JIBJITO BPEME, MOXKE
Jla IMaT T0-BUCOK OT CPEAHUS PUCK OT MuMdpoM (pak, KOITO 3acsra tuMpHATa CCTEMa) U JIEBKEMUS
(pak, KOHTO 3acsira KpbBTa M KOCTHUS MO3BK).

Axo npuemate Hukyndra, puckbT OT TUMQOM, JIEBKEMUS HITH JPYTH BUJOBE paK MOXKE Jia CE YBEIUYH.
B penku cinydan ce HaOIr01aBa HEYECT U TEKBK TUI TMM(OM IIPY MALKCHTH, IPUEMAaId
aganuMymad. Hskou oT Te3n nauueHTy ca JIeKyBaHM ChLIO C a3aTHONPUH WM 6-MEepKaNTOIYPHH.
Kaxere na Bammus nexap, ako nmprueMate a3aTHONPUH Wwin 6-mepkanTonypud ¢ Hukyndra.
HabmromaBanu ca ciy4yan Ha HEMEJIaHOMEH paK Ha KOXKaTa IPU MalUeHTH, IPUEMaIH agaauMymao.
AKO 110 BpeMe Ha WM ClIe/l TepanusiTa ce MOsBH HOBO MOPaXEHUE BHPXY KOXKaTa WK aKo
CBIIECTBYBAIIUTE MTOPAKEHUS IPOMEHSAT CBOSIT BHHIIIEH BUI, MHPOpMupaiite Bamms exap.

Wma citydau Ha pak, pa3indeH oT JuMQoM, IPHU NauueHTH ¢ cnenrdudeH Buj 0e01poOHO
3a0oJsiBaHe, HApEeYeHO XpOHUUHA 00cTpyKTHBHA OenonpobHa 6onect (XOBB), nekysanu ¢ npyr TNF
omokep. Ako crpagare or XObb unu cre 3axier mymad, TpsiOBa 1a oochante ¢ Bamus nexap panu
nedenueTo ¢ TNF Giiokep e moaxoasio 3a Bac.

ABTOMMYHHO 3a00J1s1BaHE

B penxu cnyyan nedenueto ¢ Hukyndra mosxe ma nosene no mymyc-momgodeH cuaapoM. CBBpIKETE ce C
Barmus jiekap, ako ce MosiBAT CUMIITOMH KaTO YIIOPUT HeOOSICHUM OOpHB, BUCOKA TeMIlepaTypa, 00Jika
B CTABHUTE WJIU YMODA.

Jeua v roHOIIN
Bakcunaimu: ako € Bb3MOXHO, Ha Jielata TpsiOBa 1a ObJiaT HalpaBeH! BCUUKU BaKCHHAIIMH, IPE/IU J1a
ce m3non3ea Hukyndra.

JApyrn nekapcrBa u Hukyndra
WNudopmupaiite Bamms nexap nin papmarneBT, ako preMare, HaCKOpO CTe MPUEMaH WK €
BB3MOJKHO J1a [IPUEMATE APYTH JIEKApPCTBa.

He tpsa6sa na npuemate Hukyndra ¢ nekapcTBa, chabpiKaliy CICIHUTE aKTUBHU BEIIECTBA HOPaIn
MOBHIILIEH PUCK OT CEPUO3HA MHDEKIIHS:

aHaKUHpa

abararent.
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Hukyndra moxe na ce B3ema 3aeIHo C:

MeTOoTpeKcar

ompeiesieH! MOTUPHUIMPAIIN 3a00IIBaHETO aHTUPEBMATHYHU CpelIcTBa (HampuMmep cyndacanasuH,
XUIPOKCUXIOPOXUH, JIEQIyHOMH 1 MHKEKLIUOHHY 37aTHH IIPETIapaTH)

CTEPOHIH HITH OOJIKOYCITOKOSBAIIO JICKAPCTBO, BKIFOYUTEITHO HECTCPOUIHH POTHBOBB3MAITUTEITHI
cpencta (HCIIBC).

AKO BMate BBIIPOCH, MOJISI, 0OBbPHETE ce KbM Barmms jrekap.

bpeMeHHOCT 1 KbpMeHe

Tps6Ba na oOMucHHUTE yroTpebdara Ha MOAXOAAIIA KOHTPALCTILUS 3a MPEJOTBpaTsIBaHEe Ha
OpeMeHHOCT U JIa IPOIBJDKAT yHoTpedaTa i moHe 5 Mecera cien nocienHoro edenne ¢ Hukyndra.
AKko cTe OpeMeHHa, MUCIIHTE, Y€ MOXeE Jla CTe OpeMeHHa WM IJIaHupaTe Ja uMare 0eoe,
NIOCHBETBATE ce ¢ Bamms rekap OTHOCHO MpUIJIaraHEeToO Ha TOBA JIEKAPCTBO.

Hukyndra TpsibBa ga ce m3non3Ba mo BpeMe Ha OPEMEHHOCT, CaMO aKoO € He00X0JUMO.

Cnopen npoydyBaHe Ipu OPEMEHHOCT, HsIMa IT0-BHCOK PHCK OT BPOICHH Ae(eKTH, KOraTo MaikaTa e
noJy4aBajia afaluMymMad Imo BpeMe Ha OpEMEHHOCT B CpaBHEHHE C MalKU ChC CBIOTO 3a00JIsIBaHE,
KOWTO HE Ca IOJTy4aBaly agaauMymao.

Hukyndra moxe 51a ce u3mosn3ea 1o BpeMe Ha KbpMEHe.

Axo m3nonsBare Hukyndra o Bpeme Ha 6pemenHocT, Bamrero 6e6e Moske J1a Ma I0-BUCOK PHCK 32
pa3BuTHE HAa WHEKINS.

BaxHo e na kaxxeTe Ha ekapuTe Ha Bamrero 6e6e 1 Ha Apyryu MEIUIIMHCKH CIIENMAINCTH 3a Bamrara
yrnotpe6a Ha Hukyndra o Bpeme Ha 6pemMeHnHocTTa BH, ipen 6e6eto fa moiay4n KakBaTo U Ja Ouiio
BakcHHa. 3a moBevye MH(GOPMAIHsi OTHOCHO BAKCMHHUTE BUKTE pasnen ,,[IpeaynpexaeHus u npeanasHu
MEpKH"‘.

Ilodupane u padoTa ¢ MAIIUHU

Hukyndra mosxe 1a moBnusiBa B Malika CTETIEH CITIOCOOHOCTTA 3a Mo upaHe, KapaHe Ha KOJIeNO WK
pabota ¢ mammau. Crien nmpuiioskeHrneTo Ha Hukyndra Moske 1a ce mosiBU CBETOBBPTEXK M HAPYIICHHE
Ha 3pPEHUETO.

Hukyndra cbabpaxa HaTpuii u nosaucopodar 80.
ToBa JlekapcTBO ChIbprKa Mo-Manko ot 1 mmol Hatpuii (23 mg) na 0,8 ml, T. €. MOXKe Ja ce Kaxe, ye
NPaKTUYECKU HE ChIbPKa HATPUH.

Toga nekapcTBo chabpka | mg nmomucop6ar 80 BsB Bceku Ml. TlomucopbaTute Morar jia IpHYHHSIT
ajlepruyHu peakiuu. TpsoOBa 1a kaxxeTe Ha Bammsd jgexap, ako UMaTe YCTAaHOBEHH aJIepTHH.

3. Kaxk na uznoassare Hukyndra

Bunaru usnonsBaiite ToBa JeKapcTBO TOYHO KakTo Bu e kazan Bammsar nexap wim gpapmaneBT. AKo
HE CTe CUTYpPHU B Helo, onuTaiite Bamus nexkap wnu papmanesT.

[penopbunrennute no3u Hukyndra 3a Besika oo0peHa yrnorpeba ca moka3aHu B ClIeJJHATA TaOIHIIA.
Bammusr nexap moxe na Bu npeanuie Hukyndra ¢ apyro xonmuecTBo Ha aKTUBHOTO BEIIECTBO, aKO
uMare Hy)XJa OT pa3jiiiHa J03a.

PeBMaTONAEH apTPUT, ICOPUATHYEH APTPUT, AHKWJIO3MPAI CIOHIMINT WJIH aKCHaJIeH
CIIOHANJIOAPTPHUT 03 PEHTreHOrPa(CKN JaHHH 32 AHKWJIO3HPALN CTIOHAWUIUT

Bb3pacT uiu TesiecHo TerJjio KakBa 103a u Kos1ko0 4ecTo 1a | 3adenexku

ce npuema?
Bo3pacTau 40 mg nipe3 cenMuIia IIpu peBmaTonieH apTpuT
MIPUIIOKEHUETO HA
METOTpEeKcaT MPOABbIDKaBa Mo
BpEME Ha JICUCHUETO C
Hukyndra. Ako Bamust aekap
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NPEIeHH, Ye MPUIOKSHUETO Ha
METOTpEKcaT He € IMOXOSILIO,
Hukyndra moxe na ce npuiara
¥ CaMOCTOSITEITHO.

AKO0 ©MaTe peBMaTOUACH
apTPUT U HE MpUeMare
METOTpEKCaT Mo BpeMe Ha
nedenueto ¢ Hukyndra,
Bamusr nexap moxe na
MPELeHH, Y€ € HEOOXOIUMO Ja
npunarate Hukyndra 40 mg
Besika ceammuna wim 80 mg
npe3 ceMUIIA.

IloJiuapTUKY/IapeH IOBeHUJIEeH HAMONATHYEH APTPUT

Bb3pacT uiu TesecHo Kaksa 103a 1 K0JIKO 4ecTo aa 3atenexku
TerJyio ce mpuema?

Jena, roHOIIN U BH3paCTHU 40 mg npe3 ceaMHUIIa Hemnpunoxumo
OT 2-TOAMILIHA Bb3PACT C

terio 30 kg wim noeeue

Hena u roHOImMU OT 2- 20 mg npe3 cenmMuIia Hemnpunoxumo
TOJUIITHA BB3PACT C TETIIO OT

10 kg mo mox 30 kg

ApTpHT, CBBP3aH C €HTE3UT

Bn3pacT uan TesiecHo KakBa 103a 1 K01K0 4YecTo Aa 3alenexku
TerJio ce npuema?

Jeta, 1oHOIIN ¥ BE3pACTHH 40 mg npe3 ceamuIa Henpunoxumo
OT 6-TOAMIIIHA BB3PACT C

terno 30 kg nim moBeye

Jena u roHOIIHN OT 6- 20 mg npe3 ceamuua Henpunoxumo
TOJUIIIHA BB3PACT C TEJIO OT

15 kg mo mos 30 kg

IlnakaTeH ncopuasuc

Bb3pacT uiu tenecHo KakBa 103a 1 K0OJIKO 4ecTo Aa 3alenexku

TErJ10

ce mpuema?

Bo3pactau

Hauwamna mo3a 80 mg (nBe
uHxekuuu 1o 40 mg B e1MH
JieH), mociensanu ot 40 mg mpe3
ceaMMIIa, 3aII0YBAMKH eqHa
CceIMHUIIa ClIe/ HadajHaTa 403a.

AKO UMaTe HeaJeKBaTeH
0TroBop, BammsT nexap Moxe
Jla yBeianuu jgo3ata 10 40 mg
Besika ceammuna i 80 mg
pe3 ceIMUIIA.

Jlena 1 1oHOIIM HA BB3pacT IIspBa no3a 40 mg, nocnensana | Hempunoxumo
oT 4 1o 17 ToauHu C TErjIo ot 40 mg cien exHA ceaMUIIA.
30 kg wmu moBeye Crnen ToBa obnuaiitHaTa 1032 €
40 mg npe3 cenMuIIa.
Hena u roHOIIM Ha BB3pacT [IspBa noza 20 mg, Henpunoxnmo
oT 4 1o 17 ToauHu C TErjIo nociensana ot 20 mg cuex
ot 15 kg mo mox 30 kg eHa CeaMUIIA.
Cnen ToBa, oOnuaiinara 103a €
20 mg mpe3 ceaMuIia.
I'HoeH xuapageHuT
Bn3pacT uiu TenecHo KakBa 103a 1 K0JIKO YecTo 1a 3atenexku

TEIrJa0

ce mpuema?
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Bw3pactan

Hauanna nosza 160 mg (4etupu
umkekun mo 40 mg B euH IeH
Wi aBe ukekiuu mo 40 mg
JTHEBHO B JIBa MOCJIE0BATEITHH
ITHW), TIOcJIeABaHo OT mo3a 80 mg
(mBe mmkeknyn ot 40 mg B eIMH
JICH) IBE€ CEAMHIIN TO-KbCHO.
Crnen omie ABe CeqMUIIN
nmpoabinkere ¢ 1o3a 40 mg Beska
ceamuna win 80 mg mpe3
cenMulla, KakTo Bu npeanuiie
Bamusdar nekap.

[TpenopbUYUTENHO € BCEKH JACH
Jla TIpUjIaraTe aHTHCEITUIHO
M3MUBAHE HA 3aCETHATUTE
o0nactu.

IOnomm Ha BB3pacT ot 12 g0
17 rogunu, ¢ terao 30
kg mu moseue

Hauamna mo3za 80 mg (nBe
umxekuu 1o 40 mg B eAMH
JieH), ocienBana ot 40 mg npe3
CeaMMIIA, 3aITOYBAKH eqHa
CeaMHUIIA TT0-KbCHO.

AKO UMaTe HeaJeKBaTeH
otroBop kbM Hukyndra 40 mg
mpe3 ceamuua, Bammsr nexap
MOKe J1a YBEJIMYH J03aTa JI0
40 mg BcsiKa CeIMHUIIA UITH

80 mg npe3 cenmuIia.
[IpenopbUUTENHO € BCEKU ACH
Jla IpUJIaraTe aHTHCENTUIHO
W3MHUBaHE Ha 3aCErHATHTE
oOnacT.

Boaect Ha Crohn

Bn3pacT uin tesecHo
TerJo

KaxBa 103a n Ko0JIKo 4ecTo 1a
ce mpuema?

3a0ee:KKn

Heua, roHOLIN U BB3PACTHU
OT 6-rOAMILIHA Bb3PACT C
terno 40 kg unu noeeye

Hauamna mo3za 80 mg (nBe
uHxekuuu 1no 40 mg B e1MH
IleH), mociensado oT 40 mg nBe
CeJIMHIIN TIO-KBCHO.

AKO ce M3UCKBa 110-0bp3
OTToBOD, Bamusr nexap Moxe 1a
npeanuile HayaiHa go3a 160 mg
(uetupu umxekuuu no 40 mg B
€JIMH JICH WIN JBE WHKEKIINH OT
40 mg MHEBHO B JBa
MTOCJICTOBATEITHY JTHH),
nociensanu oT 80 mg (nBe
uHKekun 1mo 40 mg THEBHO)
JIBE CEIMUIIM IO-KHCHO.

Crex ToBa oOMUaiiHaTa 103a €
40 mg npe3 cenMuIIa.

Bamusr nexap moxe aa
yBenuuu go3ata a0 40 mg
Besika ceammuna mwim 80 mg
npe3 ceaMUIIa.

Jleta v 1oHOIIN Ha BB3pacT
oT 6 10 17 roguHu ¢ TErIo
no-maiko ot 40 kg

Havanna no3za 40 mg,
nociensana oT 20 mg nBe
CEIMUIIM TI0-KBCHO.

AKO ce M3HUCKBa M0-0Bp3
OTToBOD, Bamusar nexap Moxe 1a
npeanuile HavanHa go3a 80 mg
(mBe mmkekmuu o 40 mg B equH
IleH), mocieaanu ot 40 mg aBe
CEIMUIIU MTO-KbCHO.

Crenx ToBa oOMUaiiHaTa 103a €
20 mg npe3 ceamuua.

Bamusr nexap moxe aa
YBEJIUYH YECTOTaTa Ha
npuemMuTe Ha fo3ata a0 20 mg
BCAKA CEIMHIIA.
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Yiuepo3eH KOJIUT

Bb3pact uiiu TejiecHO
TerJo

Kaxsa 103a n KoJ1xo0 4ecTo ga
ce mpuema?

3a0ei1eKKn

Bo3pacTau

Hauanna no3za 160 mg (4etupu
umkekun mo 40 mg B enuH IeH
Wi aBe ukekiuu mo 40 mg
JTHEBHO B JIBa MOCJIEOBATEITHH
ITHW), TIOcJIeABaHo OT mo3a 80 mg
(mBe mmkeknyn ot 40 mg B eIuH
JICH) IBE€ CEAMHIIN TTO-KbCHO.
Crnen ToBa obnyaiitHaTa 103a €
40 mg npe3 ceaMHUIIA.

Bamusr nexkap moxe na
yBenmn4u no3ata 10 40 mg
Besika ceamuiia uiu 80 mg
Mpe3 ceaMuIia.

Jeua u roHOIIN HA BB3pacT
0T 6 TOJTMHU C TETJI0 MOJ
40 kg

Hauamna no3za 80 mg (nBe
umxekuu 1o 40 mg B eAMH
IleH), mociaenadu oT 40 mg
(emna mmkeknus o 40 mg) nBe
CEAMMUIIU ITO-KBCHO.

Crnen ToBa oOMuaiiHata 103a €
40 mg mpe3 ceaMuIIa.

Tps6Ba na mpoaBIKHUTE 1
npremare ajanuMymad BbB
Bamara obnyaitaa no3a, gopu
cjes HapbplUIBaHE Ha 18
TOJIMHHU.

Jeua u roHOIIN Ha BB3pacT
ot 6 roauuu ¢ Termo 40 kg
WM TIOBEYE

Hauanna no3za 160 mg (4etupu
uHxeKkuuy 1o 40 mg B €AUH IEH
WK JBe UHXKeKuuu 1o 40 mg
JIHEBHO B J[Ba IOCJICA0BATEIIHI
IHK), mocaeaBanu ot 80 mg (aBe
uHKekun 1mo 40 mg B evH JIeH)
JIB€ CEIMUILIM IO-KHCHO.

Crnenx ToBa oOMuaiiHaTa /1034 €

80 mg mpe3 cenmMuna.

TpsiOBa 1a MpOABIKKTE J1a
npreMare afanuMymad BbB
Bamara obnyaitna no3a, nopu
cje HaBbpIIBaHe Ha 18
TOAWHMU.

HenHdexkunoseH yBeuT

Bb3pacT uin tesecHo
TerJyio

Kaxsa 103a 1 K0JIK0 4ecTo aa
ce mpuema?

3a0ee:KKn

Bo3pactau

Hauwamna mo3za 80 mg (nBe
umxeknmu 1o 40 mg B eIMH
IieH), mociensanu oT 40 mg npe3
CeIMUIIA, 3aIl0YBaliKU €IHa
ceJMHUIIA e HadajiHaTa 703a.

[TpueMbT Ha KOPTHUKOCTEPOUIN
WJIM PYTHU JIEKapCTBa,
MOBJIMSIBAII UIMYHHATA
cHCTEMA, MOXKe 1a Obe
MPOBIDKEH, JI0KATO
usnomBare Hukyndra.
Hukyndra moxe na ce naBa u
CaMOCTOSITEITHO.

Jema u roHOIIM OT 2-
TOJIUIIIHA BBH3PACT C TEIJIO
mo-manko ot 30 kg

20 mg npe3 cenmMuiia

Bamust nexkap Mmoxe 1a
MpeanuiIe HadaiaHa qo3a 40
mg, KOSTO Ce Mpuiiara eHa
CeJIMHMIIA TIPEIU HAYAIOTO Ha
obnuaiinara go3a 20 mg mpe3
ceamura. [IpenoppuBa ce
Hukyndra na ce npunara B
KOMOWHAITHS C METOTPEKCAT.

Jlemna v 1oHOIIN OT
2-TOJIMIIHA BB3PACT C TETJIO
Haii-manko 30 kg

40 mg npe3 ceaMHuIIa

Bamust nexkap Moxe na
MpeANuIIe HadyalHa J103a

80 mg, KosATO ce mpujara eHa
ceIMUIIA MTPEIM HAYaJIOTO Ha
oOunuaitnara no3a 40 mg npes
ceIMUIIA.
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[Mpenopwrusa ce Hukyndra na
ce Tprtara B KOMOMHAITHS C
METOTpEKCaT.

Hayun Ha npuio:keHue U MbT HA BbBEXkK/IaHe
Hukyndra ce npunara ape3 nrxeKkTupaHe Mo KoxaTa (TI0JK0KHA MHXKEKIIHS).

IlogpoOHu yka3aHusi OTHOCHO TOBa Kak Aa uH:kekTHpaTte Hukyndra ca nagenu B Touka 7,
,» YKa3aHus 3a ynorpeda“.

AKO cTe H3M0JI3BAJIM MTOBevye 0T HeoOxonmmaTa 1o3a Hukyndra

Axko ciydaiino nmxekTupare Hukyndra mo-gecto ot ykasanoto ot Bammms nexap win papmarnenr,
obaneTte ce Ha Bammms nexap nin (papmarieBT u kaxere, e CTe IIPHeNH moBede. BuHaru HoceTe cbe
ce0e cH BbHITHATA KApTOHEHA OMAaKOBKA Ha JIEKApCTBOTO, IOPH U /1a € Mpa3Ha.

AKko cte nponycHaau aa usnoassare Hukyndra

Axko 3a0paBUTE J]a CH MIOCTABUTE UHXKEKIHSI, TPSAOBA Ja MHXKEKTHpaTe cieaBamniara no3a Hukyndra
Be/lHara mowm ce cerure. Cies| ToBa B3eMeTe clleJBallaTa CH 103a, KaKTo OMXTe 5 B3eIU B
I'BPBOHAYAIHO IUIAHUPAHUS [IEH, aKo He Os1XTe 3a0paBWIIM aieHa 103a.

AKko cte cripesan ynorpedara Ha Hukyndra
Pemennero na cnpere na mnon3sate Hukyndra tpsioBa qa 6b1e o6chaeHo ¢ Bamms nekap. [pu
CIHMpaHe Ha JCYCHUETO, CHMITOMUTE Ha 3a00JIIBAHETO MOKE J1a C€ Bb30OHOBSIT.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTANTEe
Bamus nekap wnu gpapMarieBT.

Bb3MOXKHHM He:KeJIaHU peaKkl U

KakTo BcHYKH JieKapcTBa, TOBA JIEKAPCTBO MOXKE Ja IPSIU3BHKA HEXKEITaHU PEaKIMHU, BhIIPEKH Y€ He
BCEKH 't noyuasa. [ToBeueto crpaHndHH e()eKTH ca JIeKH 10 ymepenu. Hskon obade moxe j1a ca
CEpPHO3HH U J]a M3UCKBAT JieueHne. Hexxenanure peakiny Morar Jia Bb3HUKHAT Haif-MaJko 10 4
Mecella clie]l OoCIeHOTO nkekTupane Ha Hukyndra.

HNudpopmupaiite Bammus jexap He3a0aBHO, AKO YCTAHOBHUTE CJIEJHOTO
TEXbK OOpUB, KONIPUBHA TPECKA WM JPYTH MPU3HALM HA aJleprUyHa PeaKLus
OTOLY IO JILIETO, PBLETE, KpaKaTa

3aTpyAHEHO JUIIAHE U T'hIITaHEe

3a1yX IIPHU YCWIINE WIIH [P JIATaHE MM OTOLM MO Kpakarta

Nupopmupaiite Bammus jekap KoJIKOTO ce MOKe II0-CKOPO, AaK0 YCTAHOBHTE CJIEIHOTO
NPU3HAIM Ha HHPEKIHS KaTo TeMIIepaTypa, TaJeHe, paHu, podJeMU Che 3b0UTE, MapeHe pu
YpUHUpPaHE

YyBCTBO Ha CJ1a00CT WIIH yMOpa

Kalumua

MpaBy4KaHe

CKOBAaHOCT

BOMHO BIDKIAHE

c1abocCT B pBIETE WM KpakaTa

IIOAYTHHA WIA OTBOPEHA Bh3MAJIEHA HE3apacTBalla paHa

IMpU3Hal U CUMIITOMHU, IIPpEATIOIIArallii KPbBHU HAPYUICHWA, KaTO IMTOCTOAHHA TEMIIEpAaTypa, NosABa Ha
CHUHMHH, KbPBEHE, 0JIe10CT

Omnuca"uTe mo-r Op€ CUMIITOMU MOTarT Ja 6’LZ[aT MMpu3Haly Ha OIPEACTABCHUTC IMO-A0JY HCIKCIaHN
pCaKkIun, KOUTO ca ounu Ha6J'IIO,Z[aBaHI/I C a,[[aJ'II/IMYMa6:
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Mmuoro yectu(Moxe 1a 3acerrar nosede ot 1 Ha 10 gymm)

peaxIuy Ha MSCTOTO Ha MHKEKTHPaHe (BKIIOUUTENHO 0OJIKa, TIO{yBaHe, 3a4ePBSIBAHE HITH CHPOEK)
WH(EKINY Ha JUXaTEITHUTE MHTUINA (BKIIOYATEHO MIPOCTY1a, XpeMa, HHPEKITNSI Ha CHHYCHUTE,
MTHEBMOHHSA)

riraBobosme

KopeMHa 00JIKa

rajicHe M MOBphIIaHe

00puB

MYCKYJTHO-CKeJIeTHa O0JKa

Yectu (Moxe ma 3acersar g0 | Ha 10 xymm)

cepro3HU NHPEKIHNH (BKITFOUYNTEITHO OTPaBsHE Ha KPBBTA U TPHIT)
9peBHU MHGEKINH (BKIFOYUTEITHO TACTPOSHTEPHT)

KOXXHH WH(PEKINHN (BKIFOUYUTEITHO IETYIUT U XEPIIeC 30CTeP)
WH(EKINN Ha YIIUTE

WH(EKINY Ha YCTHATA KyXUHA (BKIFOYNTEITHO WHPEKIINH Ha 350UTE U XepIiec)
MH(EKINY Ha Bb3NPOU3BOANUTENHATA CHCTEMA

MH(EKIHA Ha MMKOYHUTE ITbTHIIA

rpONYHY WHEKIHN

CTaBHU MH(EKINH

I0OOpPOKAYECTBEHH TyMOPH

pak Ha KoXarta

aJIepTUYHU Peakiuy (BKIFOYUTEITHO CE30HHA AIePTHs)
00e3BOIHsIBaHE

MIPOMEHH B HACTPOSHUETO (BKIIFOUUTEITHO JETIPECHS)
TPEBOXKHOCT

TPYZIHO 3aCIMBaHe

CETHBHU HapyILIEHUs, KATO U3TPBIIBAHE, ,,ATTIMYKH, CKOBAHOCT
MUIpEHa

NPUTHCKAaHE Ha HEPBHO KOpeHYe (BKIIOUMTENHO 0O0JIKa B JOJIHATA YacT Ha I'bpba 1 O0JiKa B Kpaka)
HapylleHne Ha 3pEHUETO

Bb3MAJICHUE HA OYUTE

Bb3NAJICHUE Ha KJIETIaYnTe U NOAyBaHE HA OUUTE

BEPTUTO (1yBCTBO Ha 3aMastHOCT MJIM CBETOBBPTEX)

yCelllaHe 3a y4ecTeHo OMeHe Ha chpieTo (ChpiedneHe)
MOBHIIEHO KPBbBHO HAJIATAHE

TOpeIIy BbJIHU

XeMaToM (HaTpyIlBaHe Ha KPbB U3BbH KPhBOHOCHUTE CHI0BE)
KallTUIa

acTMa

3a0yX

KbPBEHE OT CTOMAIIHO-YPEBHUS TPAKT

Jucnercyst (HapylnieHo XpaHOCMMIIaHe, TI0lyBaHe, KUCEINHH)
KHCeTMHHA pediykcHa OosecT (BphIllaHe Ha KUCEITMHHU OT CTOMAaxa)
“cuka cuHIpoM™ (BKJIFOYBAIIO CYXOTa B OYHUTE U CyXOTa B yCTaTa)
ChpOeK

cbpOsI 00pHB

NosIBa Ha CHHUHU

Bb3NaJICHHE Ha KOXKaTa (KaTro eK3ema)

HallelIBaHEe HOKTHUTE Ha PBLIETE U KpaKaTta

MOBHUIIIEHO MOTEHE

Kocomnas

OTKJTIOYBAHE WJIH BJIOIIABAHE HA IICOPHA3HC
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MYCKYJIHU CIIa3MHU
KPBB B ypHHATA
0B0peuHn mpodaemMu
OOJIKU B TPBIHMUS KOIII
OTOK (TI0/TyBaHe)
BHCOKA TeMIlepaTypa
HaMaJisiBaHe Oposi Ha TPOMOOIIMTHTE B KPHBTA C MOBUILCH PUCK OT KbPBEHE MM MOSIBaTa HA CHHUHU
HapyIICHO 3a3paBsiBaHEe HA PaHU

Heuectu (Moxe na 3acersnat mo 1 va 100 mymm)

OTIOPTIOHUCTUYHH WHGEKITNH (BKIIIOUYUTEITHO TyOepKyiI03a U APYTH HH(EKIIHH, BH3HUKBAIIH IIPH
HaMaJsBaHe YCTOWYMBOCTTA HA OPTraHW3Ma KbM 3a00JIIBaHMS)

HEBPOJIOTHYHU HH(PEKIH (BKIIOYUTEITHO BUPYCEH MEHIUHTHUT)

MH(EKITUH Ha OUHTE

OaxTepuaHi UHPEKITUN

MUBEPTUKYIHT (Bb3NaIeHUe U WHPEKINS Ha 1eOeT0TO YepBO)

pax

pax, 3acsramni TuMdHaTa CUcTeMa

MeJlaHOMa

WMYHHU HapyIIeHUs, KOUTO MOTaT J1a 3aceTHaT OennTte ApoOoBe, KoxkaTa M TUMGPHUTE BB3JH (Haii-
YECTO CapKOUI03a)

BaCKyJIHT (Bb3MajeHue Ha KPbBOHOCHUTE ChJIOBE)

TpeMop (TpernepeHe)

HeBpomaTus (3a00sIBaHe HA HEPBUTE)

WHCYIT

3ary0a Ha ciIyXa, IIyM B yIIUTE

YyBCTBO 32 HEPUTMHYHO OMEHe, IpecKayaHe Ha ChPIETO

npoOJIEMHU ChC CHPIETO, KOUTO MOXKE J1a IPUUMHSIT 33yX MM OTOK Ha TJIE3EHUTE

ChpAeUYCH UHPAPKT

TOPOOBUIHO PA3LIMPEHHE HAa CTEHATA HA TOJIsiMa apTepHsi, Bb3MaJeHUe 1 ChCUPEK BHB BEHA,
3aIlylIBaHe Ha KPbBOHOCEH ChJl

OenonpoOHY 3a00IIIBaHNS, IPUIUHSBAIIH 321yX (BKIFOYHTEITHO BH3MAICHHUE)

OemonpoOHa eMOomHs (3aITymIBaHe Ha apTepus Ha Oenust 1poo)

IUIEBpaJieH U3IMB (HeoOMYaiiHO 3aIbpKaHe Ha TEYHOCT B IUIEBpaJIHATa KyXHUHA)

Bb3NAJICHUE Ha AHKpeaca, KOETO NPUYMHSBA CHIIHA 0OJIKa B KOpeMa U I'bpba

3aTPyAHEHO IPETIbIIaHe

OTOK Ha JIMLETO (MOAyBaHE Ha JIUIIETO)

Bb3NAJICHUE Ha *KIBUYHHUA MEXYP, KAMBHHU B >KITBYHUS MEXYD

MAaCTHO M3paXKaHe Ha YePHOIPOOHUTE KIETKU

HOLIHO M3MOTSBaHE

Oenesun

pasnaj Ha MyCKyJIHau ThKaH CUCTEMEH JIyIlyC epuTeMaToiec (BKJIIOYUTEIHO Bh3NalIcHHE Ha KOXKaTa,
chpLeTo, 6emuTe JpodoBe, CTAaBUTE U JPYTH OPTaHU U CHCTEMH)
NPEeKbCBaHUS Ha CHhHS (YECTH CHOYKIaHNs)

UMIIOTEHTHOCT

Bh3NAICHUS

Penxu (Moxe na 3acersar jo 1 Ha 1 000 mymm)

NeBKeMUs (pak, 3acsran] KpbBTa M KOCTHUS MO3BK)

TEXKa aJIEPTUYHA PEAKIIUHU C IOK

MHOJKECTBEHA CKIIEPO3a

HapyIlICHUs Ha HepBUTE (Bh3MAJICHUE Ha OYHUS HepB U cuHpoM Ha ['mneH-bape, kolito Moxe 1a
JIOBEJIC 10 MYCKYJIHA CJIa00CT, MPOMEHEHH YCCIaHus, H3TPhIIBAHE Ha PBIIETE U rOpHATA YacT Ha
TSITIOTO)
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CIHpaHe U3MOMIIBAHETO Ha KPBBTA OT ChPLETO
oenonpobHa pubpo3a (cpacTBanus B Oenus Apo0)

nepdopaums Ha 4epBo (MPOOHUB HA YEPBOTO)

XeTaTUT

MOBTOPHO aKTHBUpAaHE HA XenaTtuT B

ABTOMMYHEH XeMaTHT (Bb3MaJIEHNe Ha YepHHS AP0, MPUIMHEHO OT COOCTBEHATa UMYHHA CUCTEMa Ha
OpraHu3Ma)

KO>KEH BACKYJIUT (Bb3MaJIeHHE Ha KOKHUTE KPhbBOHOCHHU CHIOBE)

cuHapoM Ha CTHBBHC-/[)KOHCHH (paHHHUTE CUMIITOMU BKJIIOYBAT HEPA3MOJIOKEHUE, TEMIIEpaTypa,
rinaBobome u 00prB)

OTOK Ha JIMIETO, CBBP3aH C aJJepruyHa peaKmuus

epureMa myitudopme (Bb3NATUTENICH KOKEH 00pHB)

TyITyc-1o100€H CHHIPOM

aHTHoe/IeM (JIOKATHO TTOIyBaHe Ha KOXKaTa)

JTUXEHOWTHA KOYKHA peakius (ChpOsI Y4epBEeHUKAaBO-ITNIIaB KOXKEH 0OPHB)

C Hen3BecTHA 4eCTOTA (OT HUIMYHUTE JaHHU HE MOXKE J1a O'b/ie HallpaBeHa OICHKa)

xemnaTonueHaneH T-kineTb4eH TuMQoM (PSIIKO 37I0KaYeCcTBEHO 3a00IsIBaHe HA KPBBTA, YECTO (aTaHo)
Mepken-kieTbueH KapiimHoM (BUJT paK Ha KOXKaTa)

capkoM Ha Karmomy, psiiko pakoBo 3a00J1siBaHe, CBBP3aHO ¢ HH(MEKIUS ¢ YOBEIIKU XepIec BUpYC 8.
CapkombT Ha Kamnomu Haii-4ecTo ce mosiBsIBa KaTo JIMJIABU JIE3UHU IO KOXKaTa

YepHOAPOOHA HEOCTATHYHOCT

BJIOIIIaBaHE HA ChCTOSHHE, HAPEYCHO IEPMATOMHO3HT (HAOIF01aBaT ce KOXKHH OOPHBH,
MPHUIPYKaBaHU OT MyCKYJTHa ¢1abocCT)

HaJ|/JaBaHe Ha TErJIOo (3a MOBEYeTO MAlMEHTH HAJaBaHETO Ha TErJI0 € OHJI0 MAJIKO)

Hsxou cTpannday eexT, HAOMOJaBaHU MIPH aJATUMyMa0, MOXKe J1a HIMaT CHMIITOMH H MOTaT J1a
OBIIaT OTKPUTH CaMO 4pe3 KPbBHU HU3cIieIBaHUsA. Te BKIIIOYBAT:

Mmuoro yectu(Moxke 1a 3acerrar nosede ot 1 Ha 10 gymm)
HUCKH CTOWHOCTH Ha OeNHUTe KPHBHU KICTKH

HUCKHU CTOWHOCTH Ha YEPBEHUTE KPHBHU KICTKH
MOBUIIICHUE HA TUTTHANTE B KPHBTA

MTOBUIIICHU YePHOIPOOHN EH3UMHU

Yectn (Moxe aa 3acersar g0 1 Ha 10 xymm)
BHCOKH CTOMHOCTH Ha OEITUTE KPHBHU KJIETKU
HUCKH CTOWHOCTH Ha TPOMOOILIMTHTE B KPHBTA
MOBHIIIEHA TMKOYHA KUCEJIHA B KPHBTA
HapyIllIeHHE B CTOMHOCTUTE HA HATPHs B KPHBTA
HUCKU CTOMHOCTH Ha KaJILUH B KPBBTA

HUCKH CTOWHOCTH Ha pocdatu B KpbBTa
BHCOKA KPbBHA 3aXap

BHCOKH CTOMHOCTH Ha JIAKTaT JAEXUAPOreHa3aTa B KpbBTa
HaJM4Yhe Ha aBTOAHTUTENA B KPbBTa

HUCKU CTOMHOCTH Ha KaJIMi B KPbBTa

Heuectu (Moxe na 3acernat no 1 Ha 100 mymm)
MIOBHIIIEHU CTOMHOCTH Ha OMIMpyOWH (4epHOAPOOEH KPBBEH TECT)

Penxu (Moxe na 3acernar 70 1 va 1 000 mymm)
HHUCKH CTOMHOCTH Ha OeuTe KPBbBHU KJIECTKH, YEPBCHUTEC KPBbBHHU KIICTKU U 6pO$I Ha TpOM6OI_II/ITI/ITe B
KpPBBTa

Cpo0maBaHe HA HEeKeJIAHU pPeakIun
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AKoO TIoITyunTe HSIKAKBU HEXKEJIaH! peakiny, yBegpomere Bamms nekap winn hapmarent. ToBa
BKIIFOYBA M BCHYKY BH3MOKHU HEXKEJIaH! PEaKIii, HEOMCAH! B Ta3M JIUCTOBKA. MOXeTe ChINO 1a
CHOOLINTE HEXENAHU PeaKMK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOILIaBaHe, MOCOUeHA B
[punoxenue V. Karo cro0miaBare HexkenaHU peakliy, MOXETe J1a 1aIeTe CBOS MPUHOC 32
MoJTydaBaHe Ha MoBeue HHPpOpManrsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

Kak na coxpansisare Hukyndra
Ja ce cpxpaHsBa Ha MACTO, HEOCTBIIHO 32 JA€La.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOTHOCT, OTOEINA3aH BhPXY €THKETa H KapTOHEHATa
omakoBka cien ,,EXP“ u ,,['onen 10*“. CpokbT Ha TOAHOCT OTTOBaps HA IMOCIICTHUS JIEH OT IIOCOYCHHSI
Mecell.

Ha ce cpxpansiBa B xmammHUK (2 °C - 8 °C). Jla He ce 3ampa3siBa.
CpxpaHsiBaiiTe IpeJBAPUTEIHO HAITBIHEHATa MICAJIKa B KAPTOHEHATa OIIAKOBKa, 3 Ja Ce MpeAnasH oT
CBETJIMHA.

AnTepHaTUBHO ChbXpaHEHUE:

Korato e HeoOxomumo (Hanpumep, korato mbTyBate), Hukyndra nmpenBapuTenHo HamrbiIHEHA MHCANIKA
3a eTHOKpaTHa ynorpeda Moxe 1a ce cbxpansasa mpu 20 go 25 °C 3a makcuMmaieH nepuon 10 30 mHu —
NPOAYKTHT TpsiOBa a Obie 3amuTeH oT cBeTiinHa. Cies kato ObJe N3BajicHa OT XJIAAMITHUKA 32
cwpxpanenue npu 20 °C go 25 °C, nucankara TpsidBa aa ce H3noja3Ba B pamkute Ha 30 THM WK 1a
ce M3XBBPJIM, JOPH aKO € BbpPHATA B XJIaIUIHHUKA.

Tps0Ba na 3anuiiere garara, Ha KOSTO MECAJIKATa € U3BaJICHA 3a MbPBH BT OT XJIAJMJIHUKA U 1aTaTa,
CJIe]] KOSITO TPsiOBa /1a ce M3XBBHPIIH.

He u3non3Baiite ToBa JI€KapCTBO, aKO TEYHOCTTA € MBTHA, C IPOMEHEH LIBAT WM ChAbPKa JIFOCIIU UIN
YAaCTUIIN.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aLUATA WIK B KOHTEHHEpaA 3a JOMAITHA OTNAabIIH.
[Momuraiite Bamus apMalieBT Kak jia U3XBBPIIATE JIEKapcTBaTa, KOUTO Beue He u3noissare. Te3n
MEPKH 1€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa Cpefa.

6. C'b)l'bp)l(a]—ll/le Ha OMAKOBKAaTa U JO0IIbJHUTE/IHA m{(l)opMaum[

Kaxkso cpabp:xa Hukyndra

AKTHUBHOTO BEII[ECTBO € afaTnMymMao.

Jpyrure cbCcTaBKH ca HATPUEB XJIOPU, 3aXapo3a, noiarcopdar 80, Boja 3a MHKEKIUH,
XJIOPOBOIOPO/IHA KHCeNInHa (3a Kopekuus Ha pH), HaTpues xunpokcun (3a kopekuus Ha pH)

Kak n3rae:xxna Hukyndra n kakBo cbabpika onaKoBKaTa

Hukyndra 40 mg nHXEeKIMOHEH pa3TBOP B MIPEABAPUTEIHO HAITBJIHEHA MUCAJIKA CE TpeyIara Karo
0,4 ml nHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBIHEHA MH)KEKIIMOHHA CUCTEMa Ha OCHOBAaTa Ha
uria (aBTOMH)KEKTOP), ChAbPIKaIlla MPeIBapUTEIHO HAITbJIHEHA CIIPUHIIOBKA OT CTHKJIIO ¢ (PUKCUpaHa
uria u riasa Ha Oytanorto (OpomoOyTunoBa ryma). [lucankara € ppuHO, MEXaHUYHO MHKEKITHOHHO
YCTPONCTBO 3a €AHOKPATHA yIIOTpeba U N3XBHPIISHE.

Bcesika onakoBka chirbpka 1, 2 wim 6 mpeBapuTeTHO HAIThJIHeHA(H) TTHcaiKa(H), OllakoBaHa(u) B
onucrep, ¢ 1, 2 nnu 6 TamIoH(a), HAOEHU CbC CHUPT.

He Bcuuku BHIOBE OITAKOBKM MOTaT fa ObJIAT MyCHATH B IPOAAK0a.
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Hukyndra Moxe na ce npejyiara kato npeBAPUTENHO HAITBIHEHA CIIPUHIIOBKA /WM TIPEBAPUTEITHO

HAaITBbJIHCHA ITHCAJIKa.

IIpurekaTen Ha pa3pelIeHHETO 32 YIOTpeda

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
T'epmanus

IIpousBoauTenu
Ivers-Lee CSM
Marie-Curie-Str.8

79539 Lorrach
I'epmannus

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Hcnanmms

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
T'epmanus

3a AOBIHKUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 24797878

Bbarapus
STADA Bulgaria EOOD
Ten.: +359 29624626

Ceska republika
STADA PHARMA CZs.r.o.
Tel: +420 257888111

Danmark
STADA Nordic ApS
TIf: +45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB,,STADA Baltics*
Tel: +370 52603926

E)\LGoa
RAFARM A.E.B.E.
TnA: +30 2106776550

Lietuva
UAB ,,STADA Baltics*
Tel: +370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747

Malta
Pharma.MT Ltd
Tel: +356 21337008

Nederland
Centrafarm B.V.
Tel.: +31 765081000

Norge
STADA Nordic ApS
TIf: +45 44859999

Osterreich

STADA Arzneimittel GmbH
Tel: +43 136785850
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Espafia
Laboratorio STADA, S.L.
Tel: +34 934738889

France
EG LABO - Laboratoires EuroGenerics
Tél: +33 146948686

Hrvatska
STADA d.o.o.
Tel: +385 13764111

Ireland
Clonmel Healthcare Ltd.
Tel: +353 526177777

Island
STADA Arzneimittel AG
Simi: +49 61016030

Italia
EG SpA
Tel: +39 028310371

Kvnpog
STADA Arzneimittel AG
TnA: +30 2106664667

Latvija
UAB ,,STADA Baltics*
Tel: +370 52603926

Polska
STADA Poland Sp. z.0 o.
Tel: +48 227377920

Portugal
Stada, Lda.
Tel: +351 211209870

Romania
STADA M&D SRL
Tel: +40 213160640

Slovenija
Stada d.o.o.
Tel: +386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: +358 207416888

Sverige
STADA Nordic ApS
Tel: +45 44859999

JlaTa Ha nocjaeqHo npepasriexaane Ha gucropkata {MM/I'TTT} {mecen I'TTT?}.

JApyru u3rouHuuu Ha uHpopmMauus
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHus
1o JiekapcTBata: http://www.ema.europa.eu.

IMoapobHa 1 akTyanu3upaHa nHGOPMAIIKS 3a TO3H JIEKAPCTBEH MPOAYKT, BKIFOYUTEIIHO BHUIEO 33 TOBA
KaK Jla U3IM0JI3BaTe MPEABAPUTEHO HAITbIHEHATA TIMCaNKa, € JOCThITHA Ype3 cKkanupane Ha QR koja,
MOCOYEH MO-/I0JTy WA BbPXY KapTOHEHATA OTMAKOBKa, Chc cMapTdoH. Chilata nHPOpMALUS Ce
npeznara u Ha ciaeqaus URL aapec: hukyndrapatients.com

QR ko, KOHTO 11Ie OB/IC BKIIOUCH
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7. Yka3anus 3a ynorpeda

YKA3AHUA 3A YIIOTPEBA
Hukyndra (axanumyma0) npeaBapuTeTHO HAITbJIHEHA MHCATIKA
40 mg/0,4 ml uHsKeKUHOHEH Pa3TBOP, 32 MOAKOKHO MPHJIOKEHHE

IIpoyeTeTe BHUMAaTEIHO Te3U yKa3aHus 3a ynorpeda, mpean aa usnoassare Hukyndra
NpeABAPUTENHO HAITbJIHEHA NHCAJIKA 32 eAHOKPATHA YyHoTpeda

IIpeayu MH:KEKTHpPaHE

BammsT nocraBunk Ha 3ApaBHU YCIyTH TpAOBa 1a Bu mokaxe kak na m3nonssare Hukyndra
NpeBapUTEIHO HATBIHEHA MMUCAKa 3a eJHOKpaTHa ynoTpeba, Mpeau Ja s IPUIOKUTE 33 TbPBH IIBT.

AKO B MUHAJIOTO CTE WU3MOJI3BANIN IPYTH MpPE/IaraHy Ha ma3apa MUCAIKU ¢ afaluMyMa0, ¢ Ta3u
nucaika ce 00paBu pa3uyHO OT APYruTe. MoJist, IpoYeTeTe U3IHUIO TE3H YKa3aHus 3a yrnoTpeda, 3a
Jla paz0bepere Kak npaBWiIHO aa u3non3Bare Hukyndra npeaBapuTeiHO HAaIThJIHEHA MHCAJIKA TPEIH
HHKCKTHUPAHE.

Basxna undopmanus

He m3nomn3BaiiTe nucankara u ce obazere Ha Bamms mocTaBunk Ha 37paBHU TPIKU WK (hapMalleBT,
aKo

TEYHOCTTA € MBbTHA, C IPOMEHEH LIBSIT WU ChABPXKA MapIajiecTa yTaika Wik YaCTHIIH;

CPOKBT Ha TOJHOCT € U3TEKbJ;

TycalikaTa e Onira OcTaBeHa Ha MpsKa CIIbHYEBa CBETIIMHA;

nucajgkarta ¢ Ouia u3IycHaTa Wid CUyIeHa.

He cBansiite mpo3paunara Kamnayka 10 MOMEHTa HETIOCPEICTBEHO MPEIN HHXEKTUPAHETO.
Croxpansaiite Hukyndra npeiBapuTtenHo HalrbIHEHa MTUCAJKa 3a €JHOKpaTHA yrmoTpeda Ha MsICTO,

HCOOCTBIIHO 3a ACIa.

IIpouetere ykazaHusITa Ha BCHUKK CTPaHULM, pean Aa u3nonssare Hukyndra npenBapurento
HaIThJIHEHA MTUCAaJIKa 3a €IHOKpaTHA yrmoTpeoa.
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Hukyndra mpeaBapuTe/iHO HallbJIHEHA MHCAJIKA

CuBa 30Ha 3a XBallaHe Ha
TSIIOTO

=
== KOHTPOJIHO IIpO30pUe
=t
: O OpamkeB Tpena3uTes Ha UriaTa

5‘} pemmEm I/IFHa

IIpo3pauHa kamauka

Kak na coxpanssam Hukyndra npenBapuTteiHO HalrbJIHEHA MUCAJIKA 32 eIHOKPAaTHA ynoTpeda?
Croxpanssaiite Hukyndra nmpenBapurenHo HammbIHEHa TIICaIKa 3a €IHOKpATHA YIIoTpeda B
OpUTMHaTHAaTa KapTOHEHA ONAaKOBKa B xJjaamnHuka Mexay 2 °C u 8 °C. Ako e Heo0X0AUMO,
HanpuMep, KoraTo IIbTyBaTe, MOXeTe ChIIo Ja cbxpaHsaBare Hukyndra npenBapuTteHo HamrbJIHEHA
nucasnka rnpu temrneparypa ot 20 °C no 25 °C 3a nepuoa o 30 aHu.

BwxTe Touka 5 B IMCTOBKATA 3a MOBEYE MOAPOOHOCTH.

CTBIIKA 1: U3Bagere Hukyndra npenBaputeiHO HATbJIHEHA MUCAJIKA OT XJIAJWIHUKA U
octageTe Aa ce 3aTomu npu temneparypa npu 20 °C - 25 °C 3a 15 go 30 munyTH npeau
HHKEeKTHPaHe

Crenka la. UzBagere Hukyndra npeaBapureTHo HATbJIHEHA MU CAJIKA OT XJAJMIHHKA (BIK.
®urypa A).

T

Crpnka 16. OcraBere Hukyndra npenBapuTenHo HamrbJIHEHA MHUCANIKA /1A CE 3aTOILUIN IPU
temneparypa 20 °C go 25 °C 3a 15 no 30 Munytn npenn nrxextupane (Bx. durypa b).

®urypa b
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He otctpansBaiite mpo3paunaTa kamnadka, fokato Hukyndra npenBapurenHo HamrbIHEHA THICaIKa
nocturne temmepatypa ot 20°C go 25°C.

He 3aroruisiite Hukyndra npenBapuTeHo HanbJTHEHA MUCAJIKA IO HUKAKBB YT HauuH. Hanmpumep
He 3aTOIUISHTE B MUKPOBBITHOBA TI€YKa WM B TOPEIa BOa.

He n3nomn3BaiiTe penBapuTeIHO HAITBTHEHATA MHCAJKa, aKO TEYHOCTTA € OmIia 3aMpassiBaHa (JopH U
Jla € pa3Mpas3eHa).

CTBIIKA 2: IIpoBepeTe cpoka Ha FOAHOCT, chOepeTe KOHCYMATUBHUTE U U3MHUIITE pbLETe CH

Crpnka 2a. [IpoBepeTe cpoka Ha roIHOCT BhpXY eTukeTa Ha Hukyndra mpeaBapuTenHo HamrbJiHEHA
nucanka (Bx. @urypa B).

He u3nonssatite Hukyndra npensapurenHo HambIHEHA MHCATKa, aKO CPOKBT Ha rogHocT (["oaeH no:)
€ U3TEKBIL.

T'omen no: MM/TTTT

®urypa B

Crbnka 20. [loctaBeTe BhpXy UncTa U TIa7Ka MOBBPXHOCT (BXK. Durypa I'):

1 Hukyndra npeasapurenHo HarbJIHEHA NMUCAIKA  TAMIIOH, HAIIOEH ChC CIIUPT

| mamy4eH TaMIOH WM MapJisl (He ca BKIIOUYEHH)

YcroituuB Ha npoOMBaHe KOHTEHHED 32 U3XBBPIISIHE HA OCTPH NpeAMETH (He € BKIIIoUYeH). Brxre
Crbprka 9 B Kpast Ha T€3W yKa3aHHs 3a yIoTpeda 3a TOBa Kak /1a U3XBbPJINUTE (YHUILIOXKUTE) CBOSITA
Hukyndra npeapaputenHo HarbIHEHA MTHUCAITKA.

/ -\

Qurypa I’

Crpnka 2B. U3muiite 1 noacymiere polete cu (Bx. Gurypa J1).

ChC CIIUPT
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®urypa /I
CTBIIKA 3: U36epete u mouyncTeTe MSACTOTO HA MHAKEKTHPAHe
Crpnka 3a. N3bepere MsacTo 3a nmkekTupane (Bx. @urypa E):
Ha npennaTa noBbpXHOCT Ha OEIPOTO HIIH

Ha xopema Haii-Masiko Ha 5 CM pa3CTOsIHUE OT ITbIla
Haif-manko Ha 3 ¢M OT MTOCIIETHOTO MSCTO Ha HH)KCKTHpPAHE

Qurypa E

Crbnka 30. [louncTeTe ¢ KpBroBU ABIKCHUS MSICTOTO 32 HHXKEKTHPAHE C TTIOMOIITa Ha TAMIIOHA ChC
cnupt (Bk. Durypa XK).

®urypa XK
He vnxxexkTupaiite mpe3 IpexuTe
He umxekTupaiite B KOXa, KOATO € Bb3MaleHa, HACHHEHA, 3a4ePBEHa, TBbP/a, C Oelie3u, ChC CTPUH
WK B 00JIaCTH C TICOPUATUYHU TUTAKH.

CTBIIKA 4: IIpoBepeTe JeKapcTBOTO B KOHTPOJIHOTO IPO30pUe

Crpnka 4a. /[pexTe peBapuTeIHO HamrbIHeHaTa mucanka ¢ Hukyndra cbe cuBaTa 30Ha Ha XBariane
Ha TSJI0TO, HacodeHa Harope. [IpoBepere KOHTpOTHOTO mpo3opue (Bx. durypa 3).

HopmanHo e B mpo3opueTo 12 uMa 1 uim noBeue Mexypyera.
YBepere ce, ue TeYHOCTTa € bucTpa 1 6e31BeTHA.

He u3noin3saiite Hukyndra MNPpEABAPUTCIIHO HAITBJIHCHA MMUCAJIKA, aKO TCYHOCTTA € MbTHA WA

CBIBPKA TACTUYIKH.
He uznonssaiire Hukyndra npensapuTeiHo HaIrbJIHEHA TIHCANKA, aKO € OWIIa M3ITyCKaHa U CUYTICHA.
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Ourypa 3
He m3non3BaiiTe npenBapuTenHo HambiIHeHAaTa nrcanka ¢ Hukyndra, ako TeqnocTTa € MBTHA WITH
ChIbPKa YACTHUKH.
He uznonseaiite npenBaputenHo HamrbiHeHaTa nucanka ¢ Hukyndra, ako e 6una usmyckana uiu
cuyIeHa.
CTDBIIKA 5: CBaJjieTe npo3payHaTa Kanauka
Crbnka Sa. M3gppmaiite npo3pavynara kanadka (Bx. @urypa ).
HOpMaJIHO € JJa BUAUTEC HAKOJIKO KaIlKM TCHHOCT Ja U3Thu4datrt OT urjarta.

Crenka 50. 13xBbppieTe npo3payHara Kanadka.

He nocrapstiiTe nmpo3padnara Kamadyka OTHOBO BEPXY IUCaNKaTa. ToBa MOXKE Jia TIOBPEIU UTiiaTa.
IIucankara e ToTOBa 32 yroTpeda cien CBAISHE Ha MPO3pavyHaTa Karmayvka.

Crbnka 58, 3appprere Hukyndra npeBapuTesiHO HallbJIHEHA MMHACAJIKA TaKa, Y€ OPAH)KCBHST
MIPeIa3nuTeN Ha UIJIaTa 1a COYM KbM MACTOTO Ha WH)KEKTHpaHe.

®Gurypa U

CTDIIKA 6: 3axBaneTte koxata u nocraBere Hukyndra npenBapureiHO HabJIHEHA MUCAJIKA

HaJ{ MACTOTO HA MHIKEKTHPaHE
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Crpnka 6a. CTrcHeTe KoXKaTa Ha MSCTOTO Ha MHXKEKTHUPaHe, 32 J1a TIOBIUTHETE Y9acThKa U A
3aJIPBKTE 3/PABO.

Ctbnka 66. [ToctaBeTe opaHXeBHs TPEANa3UTeN Ha UIJIaTa moJ npae sI'ei (90°) crpsMo MACTOTO Ha
nmxektupane (k. Gurypa N).

JlpbXKTe mucaikara Taka, 9e 1a MOXKeTe Ja BIDK/IaTe KOHTPOIHOTO IPO30pye.

Qurypa "
CTBDBIIKA 7: IlocTaBeTe HHKEKIMATA

Crpnka 7a. HaTucHeTe U poabIDKeTe 1a IPUTHCKATE MUCaIKaTa Halody KbM MSCTOTO Ha
nmxektupane (Bx. urypa K).

[IspBOTO ,,II[paKBaHe™ Ille CUTHAIM3UPA 332 HAYAIOTO Ha HHXKeKTUpaHeTo (Bxk. Purypa K). Crexn
II'BPBOTO ,,IIpaKBaHe" MoXke J1a MUHAT A0 10 ceKyHIH 10 MPUKIIOUYBAHETO.

[Ipoabkere Aa NpUTHCKATe MUCATIKATa HALOMY KbM MSCTOTO Ha MH)KEKTHpaHE.

WHKeKTHpaHeTo € IPUKITI0YIII0, KOTaTO OPaHKEeBUAT WHAUKATOP MPECTaHe /1a ce ABMKU U MOXKeE Ja
4yyeTe BTOPO ,,pakBane’ (Bx. @urypa JI).

He nosauraiite u He cIMpaiTe HATUCKA BEPXY MACTOTO Ha MHXKEKTHUPAHE, JOKATO CE YBEPUTE, Ue
MHXEKIMATA € 3aBbpLICHA.

W3uakaiite
1o 10

1-B0
IIpaKBaHe

2-po
IIpaKBaHe

Ourypa K @urypa JI

CTBIIKA 8: U3Bagere ¢ Hukyndra npeaBapuTe/iHO HAbJIHEHA MUCAJIKA ¢ BHUMATETHO OT
KOXKaTa
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Crpnka 8a. Koraro nmkekrupanero nmpukiodn, 6aBHo nareriiere Hukyndra mpensapurenso
HaI'bJIHEHA MUCANKa OT Koxara. OpaHKeBHT MPEIAa3nUTEIl Ha UIJIaTa IIe IOKpUe BbpXa U (BXK.
®urypa M).

AXo0 Ha MACTOTO Ha MHXXCKTHPAHE UMaA ITIOBCYEC OT HAKOJIKO KaIllK1 TECYHOCT, CBBPIKETE CC C Bamms
AO0CTaBYMK Ha 3JpaBHU I'PUIKU 3a TTOMOIII.

Crpnka 80. Cireq; KaTo MHXKEKTHPAHETO € TPUKITIOUIIIO, TOCTABETE MTAMyYeH TaAMITOH HITH MapIIst
BBPXY KOKaTa Ha MSICTOTO Ha MHXEKTHUPAHE.

He pa3TbpkBaiite.
Jlexo kbpBEHE HA MSCTOTO HA MHXKEKTUPAHE € HOPMAJTHO.

®urypa M

CTBIIKA 9: Kak 1a u3XxBbpJisi H3M0JI3BAHATA NPEeABAPUTEIHO HATBJIHEHA MM CAJIKA ¢
Hukyndra?

Crbnka 9a. [locTaBete U3MON3BAHNTE TUCATIKH, COIPUHIIOBKY M OCTPU IPEIMETH B KOHTEHHED 32
OCTpH IIpeIMETH BeAHara ciies1 ynorpeba (Bx. Gurypa H).

He n3xBbpasiiiTe nucajakata B OMTOBHTE OTHABIH.

Crbnka 96. [Ipo3pauynara kanadka, TAMIIOHBT, HAIOEH ChC CITUPT, TAMYYHUSIT TAMIIOH WJIU MapJisTa,
KaKTO U OIlaKOBKAaTa MOTar jia ObJaT U3XBBHPJISHU BbB BainTe OUTOBH OTIAAbIIN.

AKo HIMaTe KOHTeﬁHep 3a USXBBPJIAHE HA OCTPU NPECIAMETHU, MOXKETE Jia U3I10JI3BATC JOMAKNHCKH
KOHTEHHEp, KOUTO €:

. OT 37paBa Il1acTMaca,

. MoOKe Jja ObJie 3aTBOPEH C IUTHTHO MPWIIATALL, YCTOMYMB Ha MPOOHMBaHE Karak, Ipe3 KOWTO He Morat
Jla IPOHUKHAT OCTPU NPEAMETH,

. M3MpaBeH U CTa0MUIIeH 10 BpeMe Ha ynotpeoa,

. YCTOHYMB Ha TEUOBE U

. IIPaBUJIHO €TUKETHPAH, 32 J1a NPEAYIPEXIaBa 3a ONacHU OTIAIbLUU B KOHTEHHEPA.
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Koraro konTeitHepsT Bu 32 U3XBBHpIsTHE HA OCTPH MPEAMETH € TIOUTH IThJICH, I TPSAOBA Ja ClieaBaTe
MECTHHTE HACOKH 3a MPaBHIITHUS HaYMH 32 OCBOOOKJaBaHe Ha Bammms KoHTeiHep 3a U3XBBPIISHE HA
OCTpH MPEAMETH.

He u3xBBpiisiiTe U3M0N3BaHMsI KOHTEHHED 32 OCTPH MPEIMETH B OUTOBUTE CU OTIAIbIIN.

He penukinpaiite U3Moia3BaHus Cd KOHTEHHEP 32 OCTPHU MIPEAMETH.

®urypa H
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JlucroBka: Mndopmanusa 3a nanmeHTa

Hukyndra 80 mg un:keKkumoneH pa3TBop B NPeIBAPUTETHO HATbJIHEHA CIIPUHIIOBKA
aganmuMymat

vTosn JIeKapCTBEH MPOIYKT MOAJIEKHU Ha JOMBIHUTENHO HaOmoaeHue. ToBa e mo3Boiau 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OPMaLUs OTHOCHO Oe3omacHocTTa. Moxere 1a [afere CBOsI IPUHOC, KaTo
CHOOILINTE BCSIKA HEXXENaHa peakiys, KOSTO CTe MOTYyYMId. 3a HaYrHA Ha ChoOIIaBaHe Ha HEXKeJaH!
peaKuu BIDKTE Kpas Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, PEIH 1A 3all04YHeTe 1A U3I10J13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nundopmanus.

3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOXKH J1a S IPOYETETE OTHOBO.

Bammst nexap me Bu nage cpIno HanoMHSIIA KapTa HA MAIMEHTA, KOSATO ChIbpKa BaKHA
uH(OpMaIsl OTHOCHO O€30IacHOCTTa, C KOSITO TPsIOBA Jja CTE 3aIl03HAT IIPEAHU J1a 3all0YHeTe Aa
npunarare Hukyndra u o Bpeme Ha neuenuero ¢ Hukyndra. CexpansiBaiiTe Ta3yn HAMOMHSIIIA KapTa
Ha MauueHTa y cede cu mo BpemMe Ha Bamero ieuenne u 4 mecena cjen nocjaegnara Bu
unkeknusa ¢ Hukyndra.

AKO UMaTe HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus exap wiu gapmaiieBt.

ToBa nekapcTBO € npeanucano JuyHo Ha Bac. He ro mpeorcThnBaiite Ha 1pyru xopa. To Moxe Aa UM
HaBpeAM, HE3aBUCUMO Y€ MPHU3HALUTE Ha TAXHOTO 3a00JsIBaHE ca ChLIUTE KaTo Bammre.

AKO TIoITyuHTe HSKaKBU HEXEJIaH! peakini, yBeaomere Bamms nekap win apmaneBt. ToBa
BKJIFOYBA M BCHUKH Bb3MOKHU HE)KEJIaHN PEaKIIMU, HEOMCAHN B Ta3H JIMCTOBKA. BrkTe Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnssa Hukyndra u 3a kakBo ce u3monssa
Kakgo Tps6Ba na 3Haere, npeau ga uznonssare Hukyndra
Kak na nznonssare Hukyndra

BB3MOXKHU HEXENIaHN PEaKIuH

Kak na cexpansBare Hukyndra

ChabpkaHue Ha ONIAaKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS
VYka3zanus 3a ynorpeda

NookrowhE

1. Kaxkso npeacraBiasasa Hukyndra u 3a kakBo ce u3noJji3Ba
Hukyndra cpabpprka ak THBHOTO BEIIECTBO aIaiMyMad

Hukyndra ce u3non3Ba 3a ieyenne Ha:
PeBmaTounen aptpur

Ilnakaren ncopuasuc

T'HoeH xuapaneHut

Bonect va Crohn

Yiiepo3eH KOIUT

Heundexnmosen yBeut

AXTHUBHOTO BCIICCTBO B Hukyndra, aaanHMyMa6, € YOBCIIKO MOHOKJIOHAJIHO aHTHUTAJIO.
MOHOKJIOHaJTHUTE aHTHTEJIA ca IMPOTENHH, KOUTO C€ CBHP3BAT ChC CHCIJ;I/I(i)I/IT-IHI/I MUIICHU.

MuieHara Ha afanuMyMab e IPOTeHH, HapeueH TyMop-HekpoTusupail gaxtop (TNFa), koliTo e yact
OT UMYHHAaTa CUCTEMA U MPUCHCTBA B IIOBUIICHU KOJIMYECTBA ITPU BB3NMAJIUTCIITHUTC 3a6OHHBaHI/IH,
n3opoenu no-rope. Cebpasaiiku ce ¢ TNFa, Hukyndra HamansiBa Bb3maiuTeHus poliec Ipyu Te3n

3a00JIsIBaHUA.

PeBmaTounsen apTpur
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Pepmarongaust apTpUT € BB3MNAJIUTEIIHO 3a00JIIBaHE HA CTABUTE.

Hukyndra ce u3non3Ba 3a neueHre Ha yMepPeH A0 TeKbK PEBMaTOUIECH apTPHUT IPH BH3PACTHHU.
[TepBOHAuanHO MOKe 1a Bu Obaat npeanucanu apyru Moauduupay 3ab0asBaHeTo JeKapcTBa,
KaTO METOTpeKcaT. AKO HE ce MOBIHAETE JOCTaThuHO 100pe OT Te3H JIeKapcTBa, me Bu Ob1e
HazHayeH Hukyndra.

Hukyndra mosxe ma ce m3non3Ba u 3a Jie4eHrEe Ha TeXbK, aKTUBEH M MPOTPECUBEH PEBMATOHICH
apTpuT 0€3 IPEIXOIHO JIYEHNE C METOTPEKCaT.

Hukyndra mosxe n1a 3a0aBu yBpeKJaHETO Ha CTAaBUTE, IPUYMHECHO OT BB3MAIMTEIHOTO 3a00IIsIBaHE, U
MO>KE J1a UM IIOMOTHE J1a C€ IBMKAT I10-CBOOOIHO.

Bammusr nexap me pemn ganu Hukyndra TpsioBa a ce n3nom3Ba ¢ METOTPEKCAT UM CAMOCTOSATEIHO.
Ilnakaren ncopuasuc

[TnakaTHUAT TIcOpUA3HC € KOXKHO 3a00JsIBaHe, KOETO IPEAN3BUKBA 00pa3yBaHETO HAa YCPBCHH,
JIFOCTIECTH, TBBPAU IE€THA MO KOXKaTa, IOKPUTH CbC cpeOpucty itocnu. [lnakaTHUAT ncopuasuc Moxe
Ja 3aCCrH€ U HOKTUTEC, HpHHHHHBaﬁKH pyuicHe, 33H€6€HHB3H€ 1 OTACIAHE Ha HOKBTA OT HOKBTHOTO
JI0’K€, KOETO MO>Ke J1a € OOJIe3HEeHO.

Hukyndra ce u3nosnssa 3a je4eHne Ha yMEpEH /10 TEXbK IUIaKaTeH IICOPUA3UC NIPU Bb3PACTHU.
I'Hoen xuapageHuT

I'HOMHUAT XUAPaACHUT (IOHSIKOTa HAPUYaH aKHEe UHBEP3a) € XPOHUYHO B 4eCTO O0JIE3HEHO
BB3MAINTEIHO 3a00/sBaHe Ha KoskaTa. CHUMITOMUTE MOTraT Ja BKJIFOYUBAT YyBCTBUTCIIHUA BbH3JIN
(momyTuHM) M abcuecH (IUpeH), OT KOUTO MOKE J1a M3Tn4a THOM. To Hali-uecTo 3acsira KOHKPETHU
y4aCTbliM OT KOXKaTa, KaTo 1o I'repAUTE, IOJMUITHUIIUTE, BHTPCIIHATA YaCT Ha 6e11paTa, CIT1a0MHATE U

ceaanuinero. B 3acernaruTe pailoHu Morar Ja OCTaHaT U OenesH.

Hukyndra ce n3non3Ba 3a ieueHre Ha
YMEpEH JI0 TeXbK THOCH XHJIPAJIEHUT IPH Bb3PACTHH U
yYMEpEH JI0 TeXbK THOCH XHUPAJICHUT IIPH FOHOIIX Ha Bb3pacT oT 12 no 17 roauHu.

Hukyndra mosxe 1a Hamanu 6post Ha BB3JIHTE U a0CIIECUTe, MPUIMHEHH OT 3a00JIsIBaHeTO, U OO0JIKaTa,
KOSITO YECTO Ce CBHP3BA Che 3a00sBaHeTo. [IbpBOHAYATHO MOXKE 1a Bu ObJaT npuiaranu Ipyru
JIeKapcTBa. AKO HE Ce MOBJIHUSAETE TOCTAThUHO JT0OPE OT Te3H JIeKapCcTRa, e Bu Ob/ie Ha3HaUYeH
Hukyndra.

BoJaect na Crohn

Bonectra Ha Crohn e Bp3maauTeIHO 3a00/ISIBAHE HA XpaHOCMHUJIATCIIHUSA TPAKT.

Hukyndra ce u3nosn3Ba 3a iedeHne Ha
yMmepeHa Jio Texxka oosect Ha Crohn mpu Bb3pacTHU U
yMepeHa 110 Texka oosect Ha Crohn mpwu jiena v F0OHOIIK Ha Bb3pacT OT 6 10 17 roauHH.

[IspBoHavamHO MOKe 1a By Obaat mpusiaranu Apyru JiekapcTBa. AKO HE CE IMOBJIHAETE TOCTATHYHO
no0pe OT Te3u JiekapcTra, e Bu 0b1e HazHauen Hukyndra.

Yiauepo3en KoauT
V1epo3HUAT KOJIUT € BB3MATUTEITHO 3a00JIIBaHe Ha JeOeT0TO YePBO.
Hukyndra CC M3II0JI3Ba 3a JICUCHHUEC Ha
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YMCEPCH A0 TCKBK YIICPO3CH KOJIUT IMIPU Bb3PACTHU U
YMEPCH A0 TCKBK YIICPO3CH KOJUT IIPU ACIIa U FOHOIIH HAa BB3pacT OT 6 a0 17 TOAWHU

[IspBoHavyamHO MOKe 1a By Obaat mpuaranu Apyru JiekapcTBa. AKO HE Ce MOBIHUAETE JOCTATHIHO
nmo0pe OT Te3u JiekapcTra, e Bu 0b1e HazHauen Hukyndra.

Heundexumnosen ypeur
HeundexunoseH yBeuT e Bb3MaIUTENHO 3a00JIsIBaHE, 3acCATallo ONPEIEIeHH YaCTH Ha OKOTO.

Hukyndra ce m3non3Ba 3a neueHne Ha

BB3PACTHH C HEMH(EKIINO3EH YBEUT, C Bh3MAJICHHE, 3aCATaIO0 33/IHaTa YacT Ha OKOTO

Jiera ¢ XpOHWYeH HeMH(EKINO3eH YBEUT Ha BH3PACT HaJl 2 TOAWHM, C BB3MAICHHE, 3aCsTralio
IpejHaTa yacT Ha OKOTO.

ToBa BBp3MaseHNe MOXKE J1a JOBEJIE 0 HaMaJsIBaHEe Ha 3PEHUETO W/MIH HATMINETO HA MBTHHHU B
OKOTO (YepHU TOYKHU WU THHKH JJMHUH, KOUTO CE€ IBMKAT B PAMKUTE Ha 3puTenHoTO none). Hukyndra
JeiicTBa, KaTo HamaJsiBa ToBa Bb3najeHue. [IbpBoHavyanno Moxe 1a Bu Obaat npunaranu npyru
JeKapcTBa. AKO HE Ce MOBIUAETE TOCTATHYHO M00pe OT Te3H JIeKapCcTBa, e Bu O0b/1e Ha3HAUYeH
Hukyndra.

2. Kakso TpsdBa na 3Haere, npeau aa usnojaspare Hukyndra

He u3noassaiite Hukyndra

AXO CTe aJlepruuHy KbM aJaTIMyMal WITH HIKOS OT JPYTHUTE ChCTABKH Ha TOBA JIEKAPCTBO (M30pOeHU
B TOYKa 6).

AKO UMaTe aKTUBHA TYOEpKYJI03a WM JPYTH TEeXKKH HHPEKIHH (BUXKTE ,,[IpenynpesxxaeHus u
npeanasHu Mepku). BaxxHo e na kaxxere Ha Bamms iekap, ako nmare CUMIITOMH Ha HH(EKIINY,
HarpruMep BHUCOKA TEMIIEpaTypa, paHH, YyBCTBO Ha yMOpa, JACHTAIHU MIPOOIIEMH.

AKO uMaTe ymMepeHa WM TeXKa Chp/edHa HeAOCTaThYHOCT. BaxkHo € 1a kaxkeTe Ha Bammsg iexap, ako
CTe MMaJIi WM MMaTe CEPUO3HO ChPJCYHO 3a0osaBaHe (BUKTE ,,IIpenynpekaeHus u npeamnazHu
MEpPKH‘).

Ilpenynpesxnenust ¥ MpeanasHu MEePKH
I'oBopere ¢ Bamms nexap win dapmauesT, npeau aa nznonssare Hukyndra.

AJIepruyHu peakimu

AKO TOJTyYHTe aJepruyHy PEaKIuy ChbC CUMIITOMH KaTO CTSATaHe B I'bPIUTE, XPUIIOBE, 3aMastHOCT,
NoJIyBaHe Wi 00puB, He MHKeKkTHpaiTe moBeue Hukyndra u ce cBbprkeTe ¢ Bamus nekap BenHara,
THI KaTO B PEIKH CITy4au TE3W PEakIiy Morat Jia Ob/IaT )KUBOTO3aCTpaIIaBalllH.

HNudexnmu

Ako umare nHGEKIUS, BKIFOYATEIHO TBITOTPaiiHa MHPEKIUS WM MHPEKIHs B €JHa YacT Ha TsUIOTO
(Hammpumep s3Ba Ha Kpaka), KOHCYJITUpaiite ce ¢ Bamms nekap, npeau na 3anounere Hukyndra. Ako
HE CTE CUTYPHH, CBBP)KETE ce ¢ Barmms ekap.

Moske na mosmyuute nH(EKIIUY NO-JIECHO, ToKaTo mnoxy4aBare siedeHre ¢ Hukyndra. To3u puck moxe
Jla ce YBEJIMYH, aKo uMate mpobiemu ¢ 6enute apodoBe. Te3n HHPEKIUN MOXKe Ja ObIaT CEpUO3HH U
BKJTFOYBAT:

TyOepKymo3a

WH(EKIUU, MPUYUHEHU OT BUPYCH, ThOMYKH, TTAPA3UTH WU OaKTepHH

TeXKa HHPEKINS Ha KPBBTA (CETICHC)
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B penku cnydan Te3u nHQEKIMK MoTrart Jia ObJIaT dKUBOTO3acTpalnaBaiy. BaxHo e 1a uadopmupare
Bamus iekap 3a mosiBaTa Ha CHMITOMH KaTO TeMIIEpaTypa, paHu, OTHaIHAIOCT WIH MPOOIeMHU ChC
3p0uTe. Bammst nexap moxe aa Bu xaxe na cripere na nznonszpare Hukyndra 3a u3sectHo Bpeme.

. Wudopmupaiite Bammst nexap, ako )KuBeeTe WK ITbTyBaTe B paliOHU, KBIETO IbOMYHNTE HH(PEKITIH
(HampuMep XMCTOIIa3M03a, KOKITMIHONAOMHUKO3a HIIH 0JIACTOMHKO3a) Ca MHOTO YECTH.

. Wudopmupaiite Bammst nexap, ako cte nMainy HHPEKIHH, KOUTO MPOIBIDKABAT JIa CE MOBTAPST WIH
JIPYTH CHCTOSHUS, KOUTO TTOBHIIIABAT PUCKA OT UH(EKITHH.

. AKO cTe Ha Bb3pacT HaJ 65 TOJAMHU, MOXKE J]a KMa TO-TOJIsIMa BEPOSTHOCT Ja MOJIy4YnTe MH(EKITHH,
nmokato npuemate Hukyndra. Bue u BammusaT nexap TpsioBa ga 00bpHETE CienHaTHO BHUMAaHUE Ha
npu3HanuTe Ha nHpEKIys, 1okato ce JiekyBate ¢ Hukyndra. Baxxno e na undopmupare Bamwst nexap
3a MosiBaTa Ha CUMIITOMM Ha MH(EKIMH KaTo TPeCcKa, PaHH, OTIAIHATIOCT WM IPOOJIeMH ChC 3bOUTE.

TyOGepkymno3za.

. MHoro e BaxHO ga nHpopMupate Barmms jgekap, ako cte 0oleayBanu OT TyOepKyJI03a Wil cTe OWITH B
OJIM3BK KOHTAKT C HAKOH, KOWTO € MMall TyOepKyo3a. AKO UMaTe akKTHBHA TyOepKyio3a, He
usnomsBaiite Hukyndra.

o Tbit kKaTO MMa CHOOIIEHUS 3a TYOSPKYJI03a MPH MAIUEHTH Ha JICYCHHE ¢ afaiuMymad, Bammusr jgekap
me Bu u3cnensa 3a mpu3Hany ¥ CHMIOTOMH Ha TyOepKys103a Mpey 3all0uBaHe Ha JICYUCHUETO C
Hukyndra. ToBa mie BkirouBa ImaTeaHa MEAWIIMHCKA OLICHKA, BKIIOUUTENTHO Bammara menuunacka
WCTOPUS M OJXOISIIN CKPUHHHTOBHY M3CTie/IBaHus (HampuMep peHTreHorpadus Ha TpbCH KOIIl 1
TyOepKynuHOB TecT). [IpoBexkmaHeTo 1 pe3ynTaTure OT Te3u H3CIIeABAaHMS TPsOBa qa ObaT 3aucaHu
BHB Bamara HanmoMHsIma KapTa Ha NalHEHTA.

o ITo Bpeme Ha JICUCHUETO MOXKE JIa ce pa3BHe TyOepKyJI03a, JOPH aKO CTE MPUEMAIH JICUCHHE 32
mpeJna3BaHe oT TyOepKyio3a.
o AKO 10 BpeMe Ha JICUCHHUETO HITH CJIe]] HErO e TOSABAT CUMIITOMHU Ha TyOepKyJio3a (MIOCTOsTHHA

KallUIMIIA, 3ary0a Ha TerJIo, JIMICA Ha eHEPrus, JICKO MOBHUIIICHA TeMIIepaTypa) Wi HiIKakBa JApyra
uHpeknys, HezabaBHO nH(OpMUpaiite Barst nexap.

Xemnatut B

. Kaxxere Ha Bammst nexap, ako cre HocuTel Ha Bupyca Ha xenatut B (XbB), ako umare aktuen XbB
WIN aKO MHUCJIMTE, Y€ MOKE J1a CTE M3JI0KEHU Ha PUCK OT mnoyryyaBane Ha XbB.

o Bammst nexap tpsOBa ga Bu nscnena 3a Bupyca Ha xenatut B (HBV). Ilpu xopa, xouto Hocst XbB,
aganuMyMab MoXKe Jja MPUUMHU aKTUBHpPaHE Ha BUPYCa OTHOBO.

o B Hsikou penku ciaydan, 0COOEHO ako IpuemMare ApYyrd JIeKapcTBa, KOUTO MOTHCKAT UMyHHATa

cucTeMa, TOBTOPHOTO akTuBHpaHe Ha HBV More na 6b1e )KuBOTO3acTpaliaBaiio.

Onepaunﬂ WK JCHTAJIHHU NIIPOUCAYPHU

. Axo Bu nipesicron onepariysi WiiH AEHTATHH PoIielypH, Mouis, nHGopMupaiite Bamus nekap, ue
B3emate Hukyndra. Bammsit nekap Moske 11a mpernopbya BpeMeHHO npekpatsiBane Ha Hukyndra.

JleMuenruHU3UpaIno 3a00ssBade

. AKO MMaTe WK pa3BUETe AEMHUEMHU3UPAILO 3a00saBaHe (3a00ABaHe, KOETO 3acsira U30JUPaILus
CJIOM OKOJIO HEPBUTE, KAaTO MHOXKECTBEHA CKJIEP03a), BammsT nekap 1mie pemm gainm TpsoBa aa
MoJTy9aBaTe WM Ja IpoIbibkuTe fna nonydyapare Hukyndra. Kaxere HezabaBHO Ha Bamist sekap, ako
MOJYYHUTE CUMIITOMH KaTO IIPOMEHH B 3DEHUETO, CI1a00CT B PhLETE MM KpakaTa, U3TPBIIBaHE HIIH
MpaBYYKaHE B HAKOS 4acT Ha TAJIOTO.

Bakcunaiuu

. Hsxou BakcuHU Morat fa MpuYuHAT HH(EKIMY U He Tp10Ba aa ce aaBart, nokaTto npuemarte Hukyndra.
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ITocwBeTBaiiTe ce ¢ Bammms jiekap peau MpruiraraHeTo Ha KaKBUTO M J1a OMIIO BAKCHHH.

[IpenopbuBa ce Ha AenaTa, ako € Bb3MOXKHO, J1a ObJIaT HAPABCHN BCHUYKH IJIAHUPAHN BaKCHHAIINH 32
TSAXHATa BB3pacT, peau Aa 3anovnart gedeHue ¢ Hukyndra.

Axo cre npuemanu Hukyndra, nokato cre 6una 6pemenHa, 6e6eto Bu moxe 1a ObJe ¢ M0-BUCOK PUCK
3a pa3BUTHE Ha TakaBa MHQEKIH, 0 TIeT Mecena ciex mocieanara go3a Hukyndra, kosaro cre
MIOJTYYHIIH TI0 BpeMe Ha OpeMeHHOCTTa. BaxxHO e /1a kakeTe Ha Jexapurte Ha Bamero 6e6e u Ha npyru
MEIMIIMHCKH crieinanucTu 3a Bamara ynmotpe6a Ha Hukyndra mo Bpeme Ha OpemenHoctTa By, 3a na
Morar Jia pemiar kora Bamero 6e6e TpsiOBa qa moydn KakBaTo U 1a OMiio BakCHHA.

Cobpaedna HEJOCTATHYHOCT

AKO UMare JeKa Chp/IedHa HeIOCTAaTRYHOCT | cTe JeKyBanu ¢ Hukyndra, cecTosiHueTo Ha Bamara
ChpACYHA HEJOCTATHYHOCT TPsiOBa Aa Obae BHUMATENHO HaOmogaBano oT Bamms nekap. Baxkno e na
uHpopmuparte Bammus jgekap, ako cTe UMalld UM UMaTe CEpHO3HO 3a00NsABaHe HA CHPLETO. AKO
pas3BUeTe HOBU WM BJIOIIABAILM CE CUMIITOMH HA ChpJAeYHa HEAOCTaThYHOCT (HAIIpUMED, 3abXBaHEe
WJIH OTOITH 110 Kpakara), TpsOBa He3a0aBHO Ja ce CBbhpKeTe ¢ Bamms nekap. Bammst nekap mie permm
nanu TpsiOBa na nmomyyaBare Hukyndra.

IToBuirena reMneparypa, CHHUHH, KbPBEHE HMIH OJIEAOCT

IIpu HAKOM MallMEHTH, OPTraHU3MbT MOJKE J1a HE yCIee Ja MPOou3Beie JOCTaThYHO KPbBHHU KIIETKH,
KOMTO J1a ce 00psAT ¢ MH()EKLUUHUTE WU J1a ToMarar 3a CIIMPaHeTo Ha KbPBEHETO. BamusaT nekap Moxe
Jla pelIy Jia Cripe JIeueHUeTo. AKO pa3BUETe TPecKa, KOsITO He MPEMHUHABA, OYyYUTe JEKH CHHUHU
WJIK MHOTO JIECHO KbPBHTE WJIM U3TJIEKAATE MHOTO OJIeIn, BeJJHAra ce CBhpKeTe ¢ Bamms nekap.

PaxoBu 3a0oisiBanus

o

Hma MHOTO peJKu cilyyau Ha ONpeiesieH! BUJIOBE pak MpH Jela U Bb3PaCcTHHU MalMeHTH, IpUeMalln
aganmumymab wiu npyra TNF 6moxepwu.

Xopara ¢ 1o-cepro3eH PeBMaTOUJIEH apTPUT, KOUTO Ca MMaJK 3a00JISIBAHETO OT JIBJITO BpEME, MOKE
Jla IMaT MO-BUCOK OT CPEeIHUsSI PUCK OT TUM(OM (pak, KOHTOo 3acsra muM¢HaTa CHCTEMA) H JICBKEMUS
(pak, KOHTO 3acsira KpbBTa M KOCTHUS MO3BK).

Axo npuemate Hukyndra, pucksT oT TuMQOM, JIE€BKEMUS MM JPYTH BUJOBE PAaK MOXE Ja C€ YBEJIHYH.
B penxu ciydan ce HaOr0/1aBa HEUECT U TEXKBK TUI JTUM(OM NP TALUEHTH, IPHEMAIIU
aganuMymad. Hskou oT Te3n mauueHTy ca JIeKyBaHH ChLIO C a3aTHONPUH WM 6-MEepKaNTOIYPHH.
Kaxere Ha Bamus nekap, ako nprueMate a3aTHONPUH Win 6-MepkanTonypud ¢ Hukyndra.
HabnronaBanu ca ciiy4an Ha HEMETaHOMEH paK Ha KOKaTa MU MMallUeHTH, TPUEMaIly aaaauMymao.
AKO 10 BpeMe Ha WU ClIe]] TepanuaTa ce MMosiBU HOBO MOPaXeHHE BbPXY KOXkaTa W aKko
CBILECTBYBALIUTE MIOPAXKEHUS IPOMEHAT CBOSIT BRHILIEH BU, MHPOpMupaiite Bammus nekap.

Wwma citydau Ha pak, pa3iudeH oT JUMQOM, IIPH NaUEeHTH ¢ crenuduieH Byl 6e101pooHO
3a0oJsiBaHe, HApEeYeHO XpOHUUHA 00cTpyKTHBHA OenonpobHa bonect (XOBB), nekysanu ¢ npyr TNF
omoxep. Ako crpagare oT XObBb unu cre 3akier mymad, TpsiOBa 1a oochante ¢ Bamus nexap ganu
nedenueto ¢ TNF Gnokep e moaxoasmio 3a Bac.

ABTOI/IMVHHO 3a00JIsIBaHE

B penxu cinyyan nedenueto ¢ Hukyndra mosxe 1a noBene 1o nymyc-momgoder cuaapoM. CBbpIKETeE ce ¢
Barmus jiekap, ako ce MosiBAT CUMIITOMH KaTO YIIOPUT HEOOSICHUM OOpHB, BUCOKA TeMIlepaTypa, 00Jika
B CTABUTE WJIU YMODA.

Jeua v roHOIIM
Bakcunanuu: ako € Bb3MOXKHO, Ha Jierara TpsioBa Aa ObAaT HallpaBeHH BCUYKHM BaKCUHALIMH, IPEAN Aa
ce n3nonzea Hukyndra.

Apyru aexkapcrea u Hukyndra

Wndopmupaiite Bammst nexap uinn papManeBT, ako IpueMaTe, HaCKOpO cTe MpHeMald Wi €
BB3MOXHO J1a IpHUeMaTe ApYyry JeKapcTBa.
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He tpsioBa na npuemarte Hukyndra ¢ nekapcTBa, ChbpiKalliy cIeIHUTE aKTHBHU BEIECTBA, MOPaIN
TIOBUIIIEH PUCK OT CEPUO3HA MH(DEKIIHS:

aHaKWHpa

abararent.

Hukyndra moxe na ce B3ema 3aeiHO C:

METOTpEKCaT

ompezaeneHN Moar(HUIpaI i 3a00ISIBAHETO aHTUPEBMATHYHA CPECTBa (HampuMep cydacanasuH,
XUJIPOKCUXJIOPOXUH, JIeITYHOMH] U MHKEKIIUOHHH 37IaTHU MIPETapaTH)

CTEpOUAM WIN OOJIKOYCIIOKOSBAIIIO JIEKAPCTBO, BKIIOYUTEIHO HECTEPOUIHU MPOTHBOBB3MAIUTEIHN
cpeacta (HCIIBC).

Axo nmare BBIIPOCHU, MOJIA, O6’I>pHeTC ce kbM Bamus JICKap.

BpeMeHHOCT 1 KbpMeHe

Tpsi6Ba na oOMuUcTHUTE yroTpebdara Ha MOAXOAIIA KOHTPALCTILUS 3a MPEJ0TBpaTsIBaHE Ha
OpeMeHHOCT U JIa IPOIBJDKAT yHoTpedaTa i moHe 5 Mecera cien nociaenHoro edenne ¢ Hukyndra.
AKo cTe OpeMeHHa, MUCIIHTE, Y€ MOXe JIa CTe OpeMeHHa WM IJIaHupaTe Ja nMate 0eode,
HOChBETBalTE ce ¢ Bamus nekap OTHOCHO PUJIaraHEeToO Ha TOBA JIEKapCTBO.

Hukyndra Tpsi6Ba na ce u3mnon3sa no BpeMe Ha OpPeMEHHOCT, CaMO aKo € HEOOXOAUMO.

Cnopen npoydBaHe 3a OpeMEHHOCT, HsIMa TT0-BUCOK PHCK OT BPOJICHH JeheKTH, KOraTto Maikara e
noJy4aBajia afaluMymMad Imo BpeMe Ha OpEMEHHOCT B CpaBHEHHE C MalKU ChC CBILOTO 3a00JIsIBaHE,
KOMTO HE ca M0JIy4aBaiu agaauMymao.

Hukyndra mose ma ce u3non3sa o Bpeme Ha KbpMEHe.

Axo uznomsBare Hukyndra mo Bpeme Ha OpemenHocTTa, Bamrero 6e6e Moxke 1a MMa Mo-BHCOK PHCK 3a
pasBuTHE Ha MHDEKIHS.

BaxHo e n1a kaxkere Ha Jiekapute Ha Bamero 6e6e 1 Ha Jpyru MeJULMHCKHU CIIeNUaIicTy 3a Bamara
ynotrpeba Ha Hukyndra o Bpeme Ha 6pemenHocTTa By, mpeau 6edeTo fa momydn KakBato U ja Ouio
BaKCHHA. 3a roBe4ye MH(OPMAIUsi OTHOCHO BAKCUHHUTE BHXKTE pasnien ,,[IpenynpekieHus u mpeana3Hu
MEpKHU*.

lopupane u padora ¢ MAILIUHU

Hukyndra moze 1a moBiusBa B Majka CTEIICH CIIOCOOHOCTTA 32 Io(pUpaHe, KapaHe Ha KOJIENIO WIIH
pabota ¢ mammHK. Cnexn npuioxenuero Ha Hukyndra Moske 1a ce osiBU CBETOBBPTEX M HapyILIEHHE
Ha 3pEHHETO.

Hukyndra cbabpska natpuii u mosaucopdar 80.
To3u nexapcTBeH NPOAYKT ChIIbpkKa 1mo-Maiko oT 1 mmol Hatpuit (23 mg) Ha 0,8 ml, 1. e. MOXe 1a ce
Kaxke, 4e MPaKTHYECKH HE ChIIbpKa HATPHH.

To3su nekapcTBeH MPOAYKT chabpxa 1 mg monucopbat 80 6B Beeku ml. [omucopbarute Morar aa
MPUYUHAT aJepriuyHu peakiuu. TpsaoBa qa kaxere Ha Bammus nekap, ako IMaTe YCTAaHOBEHHU aJlepryu.
3. Kaxk na uznoaseare Hukyndra

Bunarum n3nosnspaiiTe ToBa JIEKapCTBO TOYHO KakTo By e kazan Bammsat nekap wim papmareBt. AKo
HE CTe CUTYPHU B Hello, onuTaiite Bamus iekap wiu gpapmaresT.

[penopbuntennure no3u Hukyndra 3a Bcsika omoOpeHae yrmorpeba ca oka3aHU B ClIeJiHATa TaOIHIIA.
Bammusr nexap moxe na Bu npeanuine Hukyndra ¢ apyro xonuuecTBo Ha aKTHBHOTO BEIIECTBO, aKO
uMare Hy)XJa OT pa3jiMiHa J03a.

| PeBmaTonaeHn apTpur
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Bw3pacTt mim TesecHoO Teryio

KakBa 103a ¥ KOJIKO 4ecTo 1a
ce mpuema?

3a0eeKKn

Bn3pactHu

40 mg nipe3 ceaMuIia

[Ipu peBmMaTonieH apTpUT
MPUIOKEHUETO Ha
METOTpeKCaT MPOABJIKABA IO
BpEMeE Ha JICYEHUETO C
Hukyndra. Ako Bamust nekap
MPELECHH, Ye MPUIOKEHUETO Ha
METOTpEKCaT He € MOAXOIIIIO,
Hukyndra moxe na ce mpunara
1 CaMOCTOSTEIHO.

AKO0 ©MaTe peBMaTOUACH
apTPUT U HE IpHeMaTe
METOTpEKCaT Mo BpeMe Ha
nedenueto ¢ Hukyndra,
Bamust nexkap Mmoxe na
MPELeHH, Y€ € HE0OXOMMO Ja
npunarate Hukyndra 40 mg
Bcsika ceamuiia uiau 80 mg
npe3 ceIMUIIA.

IlnakaTeH ncopuasuc

Bb3pacT win TesiecHO TerJjio

Kaxkga 103a 1 K0JIKO 4ecTo J1a
ce npuema?

3a0eaexKn

Br3pacTau

Hauanna no3a 80 mg (exna
uHxekus ot 80 mg B eAuH
IeH), mocienadu ot 40 mg
pe3 ceIMUIIA, KOETO 3alo4Ba
€/IHa CeJIMHIIA CIIe]] ThpBaTa
J103a.

AKO UMaTe HeaJeKBaTeEH
0TroBOp, BamusT nexap Moxe
Jla yBenuuu gosara 10 40 mg
Besika ceammuna mwim 80 mg
Mpe3 ceaMuIia.

I'HoeH XuapageHuT

Bb3pacT wiu TesiecHO TerJjio

KaxkBa 103a u K0JIK0 4yecTo 1a
ce npuema?

3a0eaexKn

Br3pacTau

Hauanna no3a 160 mg (nBe
uKekuy mo 80 mg B eAuH
JIeH WY eHa uHxkekius 80 mg
JIHEBHO B JBa MOCJIEA0BATEIHU
JTHU), TIOCJIEIBAHU OT /1032

80 mg (eqHa UHXKEKIUS 110

80 mg) nBe cenMuIy mo-
KbcHO. Cres oIie ABE CEAMULIN
npoasipkeTe ¢ go3a 40 mg
Besika ceamuna wiu 80 mg
npe3 ceaMula, Kakto Bu
npeanuiue Bamumsar gekap.

[IpenopbUYUTETHO € BCEKU JIeH
Jla TIpyjiaraTe aHTUCEIITUYIHO
M3MUBAHE Ha 3aCETHATUTE
obnactu.
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IOnommu Ha BB3pact ot 12 10
17 roguan, ¢ termo 30 kg mmn
MoBeye

Havanna noza 80 mg (enna
nmxekius 80 mg), mocneaBana
ot 40 mg npe3 cenMuiia,
3aMo4YBaiiky eqHa ceaMHUIIA I10-
KbCHO.

AX0 UMaTe HeaJeKBaTCH
otroBop kpM Hukyndra 40 mg
mpe3 ceamuna, Bammsr nexap
MOJKE J]a YBEJIMYH J103aTa JI0
40 mg BcsKa CeMHUIIA HITH

80 mg npe3 ceqmuIia.

ITpenopbYHTENHO € BCEKH JACH
Jia TIpUjIaraTe aHTHCEIITUIHO
M3MUBAHE HA 3aCETHATUTE
obnacTu.

BoJect na Crohn

Bb3pacT win Tes1ecHO TerJio

KakBa 1032 ¥ KOJIKO 4eCcTo 1A
ce mpuema?

3a0eexKKn

Heua, FOHOIIX U Bb3PaCTHU OT
6-romumrHa BH3pacT C TETIIO
40 kg wim moBeue

Havamna noza 80 mg (enHa
nmxekius 80 mg), mocieaBaHo
ot 40 mg nBe ceaMUIIU T10-
KBCHO.

AKO ce M3HCKBa 1Mo-0bp3
OTroBOp, Bamusr nekap Moxe
Jla TIpeINrIIe HavallHa 1032
160 mg (1Be MHKEKIIUU IO

80 mg B euH JIeH WK eIHA
umkekus 80 mg NTHEBHO B JBa
MTOCJIeIOBATETHH JTHH),
nocnensanu oT 80 mg (eqHa
umkekusa 80 mg) nee
CEIMHIIN TIO-KBCHO.

Crnepn ToBa oOMuaiiHaTa J103a €
40 mg npe3 ceamuIa.

Bamusr nexap moxe aa
yBenuuu go3ata a0 40 mg
Besika ceamuiia wiu 80 mg
Mpe3 ceaMuIia.

Jlenia ¥ FOHOIIHM HA BB3PacT OT
6 10 17 roguHU ¢ TETIO I10-
matko ot 40 kg

Hauanna noza 40 mg,
nociensana ot 20 mg nBe
CEIMUILIM II0-KbCHO.

AKO ce H3HCKBa 1M0-0bp3
oTroBop, BammsT nexap moxe
Jla TIpeIUIIe HadaaHa

no3a 80 mg (emHa 80 mg
HWHKEKITHS ), TTIOCJICIBAHN OT
40 mg nBe ceaMUITH TTO-KBCHO.
Cnen ToBa oOMUaiiHaTa J103a €
20 mg npe3 ceaAMHLIA.

Bammmsr siexap Moske 1a
YBEJIWYM YECTOTAaTa Ha
npueMuTe Ha go3arta a0 20 mg
BCSIKA CEIMHMIIA.

Yuepo3eH KOJIUT

B'b3paCT HJIA TE€JECCHO TEIJI0

Kaxksa 103a 1 K0JIKO 4ecTo 1a
ce mpuema?

3a0eieKKn

Br3pactau

Havamna nmo3a 160 mg (nBe
uKekun mo 80 mg B eArH
JleH Win eqHa umkekims 80 mg
JIHEBHO B JBa MOCJICA0BATCIIHU
ITHU ), TIocienBany ot 80 mg
(enna mmxeknusa 80 mg) aBe
CEeIMUILIM II0-KbCHO.

Barmsr nekap Moxe aa
yBenuuu jro3ara jgo 40 mg
Besika ceammuna wim 80 mg
pe3 ceaMuIia.
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Cnen ToBa oOMyaiHara 103a €
40 mg npe3 ceaAMHMIIA.

Jena v roHOIIIM Ha BB3PacT OT
6 roaunu ¢ Tero mox 40 kg

Haganna noza 80 mg (enHa
nmxekius 80 mg), mocieaBaHa
ot 40 mg (eqHa HHXEKITUS

40 mg) nBe ceIMUIIA TIO-
KBCHO.

Cren ToBa obuyaiiHara 103a €
40 mg nipe3 cenMuIIa.

Tps6Ba 1a MpoIBIKATE 1A
npreMare ajanuMymad BbB
Bamrara obngaiina mo3a, mopu
cjen HaBbpIIBaHe Ha 18
TOJTUHM.

Jena u roHOIIN HA BB3pacT OT
6 roqunm ¢ Terio 40 kg nm
oBeye

Hauanna noza 160 mg (nBe
nmxekun mo 80 mg B enuH
JleH WK eqHa Hkekims 80 mg
JTHEBHO B JIBa MOCJIEIOBATETHH
IHH), Tocaeasanu ot 80 mg
(emna mmkeknus 80 mg) aBe
CEIMUIIH TIO-KBCHO.

Cren ToBa obuyaiinara 103a e
80 mg mpe3 cenmuIia.

TpsiOBa 1a MpoABIDKUTE /1A
npreMare afannMymad BbB
Bamrara obngaiina mo3a, mopu
cje HaBbpIIBaHe Ha 18
TOJTUHM.

HenndexkumnoseH ypeur

B'b?.paCT HJIA TCJIECCHO TEIJI0

Kaxksa 103a n K0JIKO 4ecTo 12
ce npuema?

3a0ee:KKn

Bw3pactau

Havanna noza 80 mg (enHa
umKekus ot 80 mg B eAuH
JieH), mociaensanu ot 40 mg
pe3 ceAMuIla, KOETO 3a104Ba
e/IHa CeMMLIA cTIell ITbpBaTa
J03.

[TpueMbT Ha KOPTHUKOCTEPOUIN
WM JPYTHU JICKapCTBa,
MOBJIMSIBAII UIMYHHATA
cHcTeEMa, MOXE J1a ObJie
MPOJBIKEH, IOKATO
usnomBare Hukyndra.
Hukyndra moxe na ce naBa u
CaMOCTOSTEIHO.

Jema v roHOIIM OT 2-TOUIITHA
BB3PACT C TETJIO MO-MAJIKO OT

30 kg

20 mg npe3 ceaMuia

Bamust nexkap Mmoxe 1a
MpeanuiIe HadaiaHa qo3a 40
mg, KOSITO Ce Mpuiiara eHa
CeZIMHIIA TIPEIU HAYAIIOTO Ha
obOuyaiinara no3a 20 mg mpe3
cenmuia. [Ipenopwrusa ce
Hukyndra na ce npuara B
KOMOWHAIIMS C METOTPEKCAT.

Jema v roHOIIM OT 2-TOaUIITHA
BB3pacT ¢ Terio 30 kg nm
oBeYe

40 mg npe3 ceamuIia

Bamust nexkap Mmoxe na
NpeaNuIIe HadyalHa J103a

80 mg, kosATO ce mpujara eHa
ceIMUIIA MTPEM HAYAIOTO Ha
obnuaiinara go3a 40 mg mpe3
ceMuUIA.

[IpemopruBa ce Hukyndra na
ce Tpuiara B KOMOMHAITHS C
METOTpEKCaT.

Hauun Ha npu/ioxkeHue U MbT HA BbBEXKIaHe
Hukyndra ce npunara upe3 uHKEKTHpaHe 10| KoXKaTa (TOKOXKHA HHIKEKITHS).

IHoapoOoHu yka3aHusi 0THOCHO TOBA Kak Aa uHxkekTupate Hukyndra ca nagenu B Touka 7

» YKa3aHus 3a ynoTpeoa.

AKO cTe H3M0JI3BAJIN ITOBevye 0T HeoOxoammaTa 1o3a Hukyndra
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Axko ciydaiino nmxekTupate Hukyndra mo-gecto oT ykazanoto ot Barmus jiekap wiu papmariesr,
obanete ce Ha Bamms nekap nin papmareBT u kaxere, 4e CTe MPHUETH moBeve. BuHaru Hocere che
ce0e cH BbHIITHATA KApTOHEHA OMAaKOBKA Ha JIEKApCTBOTO, IOPH U /1 € Mpa3Ha.

AKko cte nponycHajau aa uznoassare Hukyndra

AKo 3a0paBHTe /1a CH MIOCTaBUTE MHXKEKIWSA, TPAOBA 1a MEKEKTHUpate ciieasaimara no3a Hukyndra
BeAHara mom ce ceture. Cren ToBa B3eMeTe ciieBalaTa CH /1033, KaKTo OUXTe s B3eJH B
IPBOHAYATHO TUIAHUPAHUS JIeH, aKo He OgxTe 3a0paBmiiu 1ajeHa 103a.

Axko cTe cnipesin ynorpedara na Hukyndra
Pemenuero na cnpere na m3non3sare Hukyndra tpsioBa qa 0b11e 06cheHo ¢ Bamms nekap. [pu
CMHpaHe Ha JIEYCHHETO, CHMIITOMHTE Ha 3a00JIIBAHETO MOJKE J1a CE BH30OHOBST.

AKO UMate HIKaKBH JIOMBIHUTEIIHA BIIPOCH, CBBP3aHU C YIOTpedaTa Ha TOBa JICKapCTBO, TOMUTANTE
Bammis mexap i gpapmareBT.

Bb3MOKHH He:KeJIaHU peaKklun

Kakrto Bcuuku jiekapcTBa, TOBa JIEKAPCTBO MOXKE Ja MTPEN3BHKA HEXXEIaH! PEaKli, BIPEKU Ue He
BCEKHU I'u noiy4dana. [loBeuero ctpannuny edextu ca Jeku 10 ymepeHu. Hsaxou obade moxe 1a ca
CEpHO3HH U J]a M3UCKBAT JedeHne. Hexxenanure peakuy Morar /1a Bb3HUKHAT 70 Hail-Maiko 4
Mecelna ciie]l IOCJIeAHOTO nHkekTupane Ha Hukyndra.

HNupopmupaiite Bammus jexap He3a0aBHO, AKO YCTAHOBHUTE CJIEAHOTO
TEXbK OOpUB, KONIPUBHA TPECKA MJIM OPYTH MPU3HALM HA aJleprUyHa PeaKLus
OTOLIY IO JIULETO, PBLETE, KpaKaTa

3aTpyJHEHO JUIIaHE U T'hITaHe

3ayX [P YCWIINE WIIH MIPHU JIATaHE MM OTOLM MO Kpakara

Nudopmupaiite Bamus jgekap KOJKOTO ce MOKe I0-CKOPO, aKO YCTAHOBHUTE CJICAHOTO
NpU3HALM Ha HHEKIHS KaTo TeMIIEpaTypa, TaieHe, paHu, IpobjIeMy CbC 3b0UTE, TapeHe Npu
YpUHUpPaHE

YyBCTBO Ha CI1a00CT WIIH yMOpa

KallUTALA

MpaBy4KaHE

CKOBAaHOCT

JBOMHO BIDKIAHE

c11a0oCT B pBLETE WM Kpakara

IIOAYTHHA WIA OTBOPEHA BB3MAJIEHA HE3apacTBalla paHa

IMpU3Hal U CUMIITOMU, ITPEATIOIIArallli KpPbBHU HAPYUICHHWA, KaTO IMOCTOAHHA TEMIICpAaTypa, NosABa Ha
CHUHMHH, KbPBEHE, 0JIe10CT

OmnucaHure IIO-rope€ CMMIITOMU MOrart Jia 6’b)IaT IIpU3Halu Ha NPEACTABCHUTE I10-A0J1y HEXKCIIaHN
pC€aKkuum, KOUTO Ca ounu Ha6J'IIOI[aBaHI/I C a,[[aJ'II/IMYMa6:

MHoro 4yectu (Moxe f1a 3acerHaT nmosede ot 1 Ha 10 gymmn)

peaKIMy Ha MSCTOTO Ha MHXKEKTHPaHe (BKITFOUMTEITHO 00JIKa, IT0IyBaHe, 3aUepBsBaHe WIN ChPOeK)
MH(EKIUY Ha AUXATEIHUTE IbTUILA (BKIIOYUTEIHO NPOCTyaa, XpemMa, HH)EKL U Ha CHHYCHUTE,
MTHEBMOHHSA)

riaBobonme

KOpeMHa 0oJiKa

rajieHe U MOBpPbILAHE

00puB

MYCKYJTHO-CKeJeTHa OonKa

Yectu (Moke ma 3acersat 1o 1 Ha 10 gymmm)
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CepHO3HM MH(DEKIMN (BKITIOYUTEITHO OTPaBSHE Ha KPBBTA U TPUIT)
9peBHU MHGEKINH (BKIFOYUTEITHO TACTPOSHTEPHT)

KO>KHU MH(EKIUH (BKIIOYUTEITHO LETYITUT U XEpIIeC 30CTeP)
MHQEKIUY Ha yIIUTe

nH(pEKINY Ha YCTHATA KyXUHA (BKIIFOYNTEITHO WHEKITNN Ha 360UTE U XepIec)
MH(EKINY Ha Bb3IPOU3BOANUTENHATA CUCTEMA

MHQEKIHA Ha MUKOYHHUTE ITbTHIIA

rBOMYHN HHEKITIH

CTaBHH WH(DEKITNH

JI00pOKaueCTBEHU TYMOPHU

pak Ha KoXKata

aJICPTUIHH peaKIuy (BKIIOYUTEITHO CE30HHA aJIePTHs)
00e3BOTHSIBaHE

MPOMEHHU B HACTPOCHHUETO (BKIIOUUTETHO JICTIPECHS)

TPEBOXKHOCT

TPYZHO 3aCIMBaHE

CETHBHU HapyILIEHUsI, KATO U3TPBIIBaHE, ,,ATTTHYKH’, CKOBAHOCT
MUIPEHA

MIPUTHCKaHE Ha HEPBHO KOpeHYe (BKIFOYUTETHO OOJIKa B JJOJTHATA YacT Ha rbpOa 1 O0JKa B Kpaka)
HapylIeHNEe Ha 3PCHUETO

Bb3MaJICHUE Ha OUUTE

Bb3NAJICHUE Ha KJIETIaYUTe U NIOAyBaHE Ha OUUTE

BEpPTUTO (IyBCTBO Ha 3aMasiHOCT HJIK CBETOBBPTEXK)

ycellaHe 3a YYeCTeHO OMeHe Ha ChpLEeTo (ChpleOueHe)

MOBHUIIEHO KPBbBHO HAJIATaHE

TOPELIH BbJIHU

XeMaToM (HaTpyIlBaHe Ha KPbB U3BBH KPHBOHOCHUTE CHIOBE)
KaluTuIa

acTMa

3ayX

KbPBEHE OT CTOMAIIIHO-YPEBHUS TPAKT

JMCTIeTicust (HapyIIeHO XpaHOCMUJIAHE, TTOlyBaHe, KHCEIHHH)
KHCeJMHHA pedIyKcHa OoJecT (BphIlaHe Ha KUCEITMHHU OT CTOMAaxa)
“cuka cunapomll] (BKIFOUBAIIO CyXOTa B OYHUTE U CyXOTa B ycTaTa)
ChpOexK

CBpOsIT 00pUB

NosiBa Ha CHHUHU

BB3MAJICHUE HA KOKaTa (KaTo eK3eMa)

HallelIBaHEe HOKTHUTE Ha PBLETE U KpaKarta

MIOBHUIIIEHO MOTEHE

Kocoma

OTKJTIIOYBAHE WJIM BJIOIIABAHE HA IICOPHA3HC

MYCKYJIHH CHa3MH

KPBB B ypHHATA

0BOpeuHu npodaemMu

OOJIKH B TPBIHMS KOII

OTOK (TI0TyBaHe)

BHCOKa TeMIlepaTypa

HamaJsiBaHe Oposi Ha TPOMOOILIUTHUTE B KPBBTA C MOBUIIEH PUCK OT KbPBEHE MJIH M0SBaTa HA CHHUHH
3aTpy/HEHO 3a3/IpaBsiBSHE HA PaHU

Heuectu (Moxe na 3acernat no 1 Ha 100 mymm)

ONOPTIOHUCTUYHHU UHPEKIMHU (BKJIIOYUTEIHO TyOepKy103a U Ipyryu HH()EKLIUH, Bb3HUKBALH [IPH
HaMmaJsBaHe YCTOWYMBOCTTA HA OPraHW3Ma KbM 3a00JIIBAHYIS)

HEBPOJIOTHYHU HH(PEKIHH (BKIIOYUTEITHO BUPYCEH MEHUHTHUT)

MH(EKIUN Ha OYUTE

OakTepuaTHi HHPEKIIUN
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JTUBEPTUKYIHT (Bb3NaJIeHUE U HHPEKIINA Ha 1e0EI0TO YePBO)

pax

pak, 3acsrani auM@HaTa cucTemMa

MEJIaHOM

WMYHHU HapyIIeHUs, KOUTO MOTaT J1a 3acerHaT OennTte ApoOoBe, KokaTa U TMMGHUTE BH3IH (Hak-
YeCTO CapKOHI032)

BaCKyJIHT (Bb3MajeHUe Ha KPbBOHOCHUTE ChJIOBE)

TpemMop (TperepeHe)

HeBpomnatus (3a001sIBaHe Ha HEPBUTE)

WHCYIT

3ary0a Ha ciIyXa, IIyM B yIIUTE

YYBCTBO 33 HEPUTMHUYHO OMEHE, MPEecKayaHe Ha ChPLETO

npoOJeMHU ChC CHPLETO, KOUTO MOXKE /12 IPUUMHSAT 3aJyX HJIM OTOK Ha TJIe3EHUTE
ChpAcYCH UHPAPKT

TOPOOBUIHO PA3LIMPEHNUE HAa CTEHATa Ha roJsiMa apTepysl, Bb3MaJCHUE U ChbCUPEK BbB BEHA,
3aIlylIBaHe Ha KPbBOHOCEH ChJl

0enoapoOHM 3a00IsIBaHMS, IPUIHMHSBAIIH 3a1yX (BKIIOUHATEIHO Bb3MaJICHUE)
OemonpoOHa eMOomHs (3aITymIBaHe Ha apTepus Ha Oenust 1poo)

TUIEBpPAJICH W3NUB (HEOOWYaHO 3aIbpKaHe Ha TEYHOCT B TUIEBpPATHATA KyXUHA)
BB3NaJICHHE Ha MaHKpeaca, KOeTO MPUYMHIBA CHIIHA 0OJIKa B KOpema U rppoa
3aTpyIHEHO MPETIbIIaHe

OTOK Ha JIUIETO (TIOAyBaHE HA JIUIIETO)

BB3MNAJICHUEC Ha XXIIBbYHUA MEXYP, KAMBHU B XIBYHUA MEXYP

MaCTHO M3paXKJaHe Ha YePHOIPOOHUTE KICTKU

HOLIHO U3MOTSBaHE

Oenesn

pasmaj Ha MyCKyJIHa ThKaH

CHCTEMEH JIYIyC epuTeMaroiec (BKIIOUNTEITHO Bh3MaIeHNE Ha KOXKaTa, ChbpLETo, OennTe Ipo0oBe,
CTaBHUTE U APYT'H OPraHU U CUCTEMH)

NPEeKbCBaHE Ha CHhHA (YECTH CHOYKIaHus)

UMITIOTECHTHOCT

Bb3NAJICHUS

Penxm (Moxe na 3acernart g0 1 Ha 1 000 mymm)

neBkeMHus (pak, 3acsArail KpbBTa U KOCTHUS MO3bBK)

TEXKa aJepruuHa peakuus ¢ IIoK

MHO>KECTBEHA CKJIEPO3a

HapyIlIeHUs Ha HepBUTeE (Bb3NAJIEHNE Ha OYHUA HepB U cuHApoM Ha ['mnen-bape, koito Moxe aa
JOBeJle 10 MYCKYJIHa cJ1aboCT, MPOMEHEHHU YCeIllaH!s, U3TPhIIBAHE Ha PhLIETE U FOPHATA YacT Ha
TSIIOTO)

CIMpaHe U3NOMIIBAHETO HAa KPBBTA OT CHPLETO

OenoapoOHa hubpo3a (cpacTBaHus B O6e1us ApoO)

nepdopauus Ha 4epBo (MPOOHUB Ha YEPBOTO)

XeTaTuT

MOBTOPHO aKTHBUpAaHE HA XenaTtuT B

ABTOMMYHEH XeMaTHT (Bb3NaJIeHHE Ha YepHHS APO0, MPUIMHEHO OT COOCTBEHATa MMYHHA CUCTEMa Ha
OpraHmu3Ma)

KO>KEH BAaCKYJIUT (Bb3MaJIeHNE Ha KOKHUTE KPhbBOHOCHH ChJIOBE)

cuHapoM Ha CTHBBHC-J[)KOHCHH (paHHUTE CUMIITOMHU BKJIIOUBAT HEPA3IOJIOKEHUE, TEMIIEPaTypa,
raBo0oIre 1 00pHB)

OTOK Ha JIUIETO, CBBP3aH C allepriyHa PeaKius

epureMa myitudopme (Bb3NATUTEIICH KOKEH 00pUB)

JYITyC-110I00€H CUHIPOM

anruoeneM (JIOKaJTHO IOyBaHE Ha KOXKAaTa)

JTMXEHOUIHA KOXKHA peakus (ChpOsIl YepBEeHUKABO-IHIAB KOXKEH OOpPHB)

C Heu3BeCTHA 4ecTOTa (OT HAIMYHUTE JaHHU HE MOJKE J1a ObJIc HallpaBeHa OLICHKA)
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xemnaronreHaaeH T-kieThueH TuMpoM (PSIKO 37I0KaYeCTBEHO 3a00siBaHe Ha KPBBTA, 9eCTO (haTasHo)
Mepken-KiIeThUeH KapInHOM (B pak Ha KoxKaTa)

capkoMm Ha Kamomy, psinko pakoBo 3a00J1siBaHe, CBBP3aHO ¢ HH(MEKIUS ¢ YOBEILIKH XepIiec BUpYcC 8.
CapkombT Ha Kamomu Hail-uecTo ce mosBsBa KaTo JIMJIABH JIE3UH 10 KOXKaTa

YepHOIPOOHA HETOCTATHUHOCT

BJIOIIIaBaHE HA CHCTOSIHHUE, HAPEUCHO ACPMAaTOMHUO3UT (HaOII0aBaT ce KOKHA OOpPUBH,
NpUApYyKaBaHU OT MYCKYJIHa cl1abocT)

HaJIaBaHe Ha TErJjIo (3a MOBEYETO MAIMEHTH HAAaBaHEeTO Ha TETJIO ¢ OMJI0 MAaJIKO)

Hsxon CTpaHU4YHU C(peKTI/I, Ha6J'IIOI[aBaHI/I Inpu aI[a.]'H/IMyMa6, MOXKE aa HAIMAT CUMIITOMH U MOTaT Ja
6’bHaT OTKPHUTU CaMO 4YpE€3 KPbBHU U3CJICABAHNA. Te BKIIIOYBAT:

Mmuoro yectu(mMoxe aa 3acerHar nosede ot 1 Ha 10 gymm)
HUCKH CTOWHOCTH Ha OeNTuTe KPhBHU KIIETKH

HHUCKH CTOWHOCTH Ha YEPBEHUTE KPbBHU KIETKU
MOBUIICHUE HA JIMIUIUTE B KPBBTA

MIOBHUIIIEHUE HA YePHOAPOOHHUTE CH3UMHU

Yectu (Moxe ma 3acersar g0 1 Ha 10 xymm)
BHUCOKH CTOMHOCTH Ha OENUTE KPHBHU KIETKU
HUCKHU CTOMHOCTH Ha TPOMOOITUTHTE B KPHBTa
MOBHUIIIEHATTMIKOYHA KUCEITNHA B KPBBTA
HapyIlIEHUE B CTOMHOCTUTE HA HATPUS B KPHBTA
HUCKHU CTOMHOCTHU Ha KaJlUil B KpbBTa

HUCKHU CTOWHOCTH Ha (hocdatu B KPHBTA
BHCOKa KpPbBHA 3aXap

BHUCOKH CTOMHOCTH Ha JIAKTaT JICXUAPOTEeHAa3aTa B KPbBTa
HaJU4Me Ha aBTOAHTHUTENIAa B KPHBTA

HUCKHU CTOMHOCTH Ha KaJlui B KPbBTA

Heuvectu (Moxe na 3acernat 1o 1 va 100 xymm)
TTOBHIIIEHU CTOMHOCTH Ha OMIMpPyOWH (4epHOAPOOEH KPBBEH TECT)

Penxm (Moxe na 3acernart g0 1 Ha 1 000 mymm)
HHUCKU CTOWHOCTHU Ha OeNiTe KPBbBHU KJIETKH, YePBEHUTE KPBHBHH KJIETKU U OpOsi HA TPOMOOIIUTHTE B
KpPBBTa

Cho0maBaHe Ha HesKeJAHH PeaKIuu

AKXO TOITyYHTe HAKAKBU HEXKEJIAHU peakluy, yBenoMere Bamms nexap nim ¢gapmanent. ToBa
BKITIOYBA Y BCUYKH BH3MOYKHH HEXKEJIAaHHM PEaKIIMU, HEOMTMCAHU B Ta3u JIUCTOBKA. MoXeTe ChIIo 1a
ChOOIIUTE HEXKENAHH PEaKIUU JUPEKTHO Ype3 HallMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IOCOUYeHA B
[punoxenue V. Karo cho0maBare HexenaHu peakLyuy, MOXeTe J1a JaeTe CBOs IPUHOC 3a
NoJy4aBaHe Ha MoBede HH(OpMaIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

Kak na cexpansisate Hukyndra

Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a JIelia.

He usmnon3paiite TOBa JIEKAPCTBO CJIE CPOKa HAa FOJHOCT, OTOEIsI3aH BbPXY €TUKETa U KapTOHEeHATa
omnakoBka cinen ,,EXP“ u ,,l'omen 1o*“. CpokbT Ha TOIHOCT OTTOBAPs HA TTOCIEAHUS JICH OT ITOCOYCHHUS
Mecell.

Ia ce chxpansiBa B xnagmiHuk (2 °C - 8 °C). Jla He ce 3aMpa3siBa.

C'I)XpaHSIBaf/’ITG MMpCABAPUTCIIHO HAITBJIIHCHATA CIIPUHIIOBKA B KAPTOHCHATA OIIAKOBKA, 34 Jia CC
mnmpeamnasu OT CBETINHA.
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AJNITEepHATUBHO ChXpaHEHUE:

Korato e HeoOxonumo (Hanpumep, korato meTyBate), Hukyndra npeasapurtento HambiHeHa
CIPUHIIOBKA 32 €HOKpaTHa yrnoTpeda Moxke J1a ce cbxpansBa mpu 20 no 25 °C 3a MakcuMalneH
nepuoy 1o 30 THU — MPOAYKTHT TPsOBA 1a ObJe 3aluTeH oT cBeTiunHa. Crielt KaTo Ob/ie U3BaieHa OT
XJTaauiTHuKa 3a cexpanenne mpu 20 °C mo 25 °C, cripuHITOBKaTa TPAOBA 1a ce U3M0J3Ba B PAMKHUTE
Ha 30-Te THM WJIM 12 ce U3XBBPJIU, JOPHU aKO € BbpHATa B XJIaJUIIHHUKA.

TpsOBa ma 3anuirere garara, KOrato CIIPHHIIOBKAaTa € U3BaJcHa 3a IIbPBH ITBT OT XJIATWITHUKA U
JlaTara, cliell KoaTo TpsiOBa Jia ce U3XBBPIIH.

He u3non3paiite ToBa JIEKapCTBO, aKO TECYHOCTTA € MbTHA, C IIPOMEHCH IBAT WKW ChAbPKa JIFOCIIH UIIU
qacTUuIu.

He m3xBbpiasiiTe lekapcTBara B KaHAIM3AIMATA WM B KOHTEHHEpa 3a JOMAITHH OTHaIBIIH.
[Hommratite Bamms nekap wiu dpapMareBT Kak a U3XBBPISATE JeKapCcTBaTa, KOUTO Bede He
u3noa3Bare. Te3n MepKH I1ie CIIOMOTHAT 3a ONa3BaHe Ha OKOJIHATA CPea.

6. Cbm)pma}me Ha OIIAKOBKAaTa U JO0IIbJHUTEC/IHA m{(l)opMaum[

Kakso cbabp:xa Hukyndra

AKTHBHOTO BEILECTBO € aAaIuMyMa0.

Jpyrure cbcTaBKH ca HATPHEB XJIOPH], 3aXapo3a, moircopoar 80, Boma 3a MHKEKIINH,
XJIOPOBOIOPOIHA KHCelnHa (3a Kopekiws Ha pH), HaTtpueB xuapokcun (3a kopekiws Ha pH)

Kak m3riie:kna Hukyndra u kakBo chabp:ka OIaKOBKaTa

Hukyndra 80 mg uHXeKIIHOHEeH pa3TBOP B MPEABAPUTETHO HAITbJIHEHA CIIPUHIIOBKA C MIPEINAa3uTel Ha
urjiaTa ce mpejyiara Kato crepuiieH pa3reop Ha 80 mg aganmumyma0, pasteopes B 0,8 ml pa3tBopuTer.
Hukyndra npensaputesiHO HaITbJIHEHA CITPUHIIOBKA € CThKJIEHA CIIPUHIIOBKA, ChIbpiKallla pa3TBOP Ha
aganmuMymao.

Bcesika omakoBka chlibpika | ipeIBAPUTENHO HAITBIHEHATA CIIPUHIIOBKA, OTIAKOBaHa B OincTep, ¢ 1
TaMIIOH, HalloeH ChC CIHPT.

IIpuTe:kaTes Ha pa3pellieHHETO 32 yNoTpeda
STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmannus

IIpousBoauTenu
Ivers-Lee CSM
Marie-Curie-Str.8
79539 Lorrach
T'epmanus

Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Ucmanans

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
T'epmanus
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3a JOBIHAUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUSI
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tel/Tel: +32 24797878

Bbbarapus
STADA Bulgaria EOOD
Ten.: +359 29624626

Ceska republika
STADA PHARMA CZs.r.o.
Tel: +420 257888111

Danmark
STADA Nordic ApS
TIf: +45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB,,STADA Baltics*
Tel: +370 52603926

EAlhada
RAFARM A.E.B.E.
TnA: +30 2106776550

Espafia
Laboratorio STADA, S.L.
Tel: +34 934738889

France
EG LABO - Laboratoires EuroGenerics
Tél: +33 146948686

Hrvatska
STADA d.o.o.
Tel: +385 13764111

Ireland
Clonmel Healthcare Ltd.
Tel: +353 526177777

island
STADA Arzneimittel AG
Simi: +49 61016030

Italia
EG SpA
Tel: +39 028310371
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Lietuva
UAB ,,STADA Baltics*
Tel: +370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747

Malta
Pharma.MT Ltd
Tel: +356 21337008

Nederland
Centrafarm B.V.
Tel.: +31 765081000

Norge
STADA Nordic ApS
TIf: +45 44859999

Osterreich
STADA Arzneimittel GmbH
Tel: +43 136785850

Polska
STADA Poland Sp. z.0 o.
Tel: +48 227377920

Portugal
Stada, Lda.
Tel: +351 211209870

Romania
STADA M&D SRL
Tel: +40 213160640

Slovenija
Stada d.o.o0.
Tel: +386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: +358 207416888



Kbnpog Sverige

STADA Arzneimittel AG STADA Nordic ApS
TnA: +30 2106664667 Tel: +45 44859999
Latvija

UAB ,,STADA Baltics*
Tel: +370 52603926

JlaTa Ha moc/1eIHO Mpepa3riexKIaHe Ha JJUCTOBKATA
Apyru n3rouHuuu Ha uHpopmauus

IMoapobHa uHpopMaIKs 3a TOBA JIEKAPCTBO € MPeI0CTaBeHa Ha yeOcalita Ha EBpornelickata areHIus
o JiekapcTBata: http://www.ema.europa.eu.

[ToapoOHa u akTyanu3upaHa HHGYOPMAIHS 3a TO3U JICKAPCTBEH MPOIYKT, BKIIOYMTEIHO BUIEO 33 TOBA
KaK JIa M3I10J13BaTe MPEABapUTEIHO HAITbIHEHATA CIIPUHIIOBKA, € JIOCTBITHA Ype3 cKanupaHe Ha QR
KOJ1a, TIOCOYEH IM0-10JTy WA BhPXY KapTOHEHATa OIakoBKa, chc cMapThoH. Chiata nHPpOpMAIUs ce
npeznara u Ha ciaeqans URL agpec: hukyndrapatients.com

QR ko, KoHTO IIe Ob/Ie BKIIIOYEH
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7. Yka3anus 3a ynorpeda
YKA3AHUA 3A YIIOTPEBA
Hukyndra (axanqumyma0) npeaBapuTeJJHO HAITbJIHEHA CIPUHIOBKA

80 mg/0,8 ml nHKeKHHOHEH PA3TBOP, 32 MOAKOKHO MPHJI0KEHHE

IIpoyeTeTe BHUMAaTEIHO Te3U yKa3aHus 3a ynorpeda, npean 1a nznouassare Hukyndra
NpeABAPUTE]HO HAITbJIHEHA CIIPUHIIOBKA 32 eIHOKPATHA YNOTpeda

Hukyndra npeaBapure/iHO HAIIBJIHEHA CIIPUHIIOBKA

Mscro 3a
\

MIPBCTUTE
IIpepnasuren TP
Ha urjara ‘ =
— 4 H—
—— 2 EyTa‘HO
&

Baxna nndopmanus, kosiTo Tpsi0Ba Aa 3HaeTe, npeau na nH:kektupare Hukyndra
NpeABAPUTE/HO HAITbJIHEHA CIPUHIOBKA 32 ¢JHOKPAaTHa ynorpeda

Basxkna undopmanus:

CaMmo 3a MOAKOKHA HHKEKITUS

He n3non3BaiiTe criprHIIOBKATA U ce 00aneTe Ha Bammmst mocTaBuuK Ha 31paBHU TPHKU HITH
(hapmarieBT, aKo:

TEYHOCTTA € MbTHA, C TPOMEHEH LBAT WM CHIBpPXKa JIIOCIH WIIN YaCTHIIH;

CPOKBT Ha TOJTHOCT € U3TEKbI;

TEYHOCTTA € OmIIa 3aMpassiBaHa (JIOPH U Jia € pa3Mpa3eHa) Wil H3jaraHa Ha IpsiKa CIIbHYEBa
CBETJIMHA;

TIpeIBApUTEITHO HAIThTHEHATa CIIPUHIIOBKA € OWiia M3ITyCKaHa MM CUyTICHA.

He cransiite npeamasuTens Ha UTiiaTa 10 MOMEHTa HETIOCPEIICTBEHO MIPEIN HHKEKTHPAHETO.
Croxpanspaiite Hukyndra Ha MsicTo, HEIOCTBITHO 32 Jela.

BuxTe Touka 5 B IMCTOBKATa 3a TOBA Kak Jia chxpansaBaTe Hukyndra npensapurenHo HambIHEHA
CIIPHUHIIOBKA 32 €IHOKpATHA yroTpeoda.

IIpeay MHKEeKTHpPAHE:

Bamusr goctaBuMK Ha 3ApaBHU TPHKH TpsiOBa 1a Bu nokaxe kak nga nznonssate Hukyndra
NpeIBAPUTETHO HATBITHEHA CITPUHIIOBKA 3a €THOKpAaTHA YIOTpeda, Ipeu J1a s IPUIIOKHUTE 3a IbPBU
IIBT.

Xopa, KOUTO ca U3MO0JI3BAJIN CHPUHIOBKH € aaJUMyMao:

Jopu ako B MUHAJIOTO CT€ M3MOJ3BAIN IPYTH MIpeaiaraHi Ha ma3apa CIPUHIIOBKY C aJainMymao,
MOJISI, TIPOYETETE M3IISIIO yKa3aHUATA, 3a 1a pa3depeTe Kak Jla M3M0J3BaTe TOBA YCTPOHUCTBO
MIPaBUITHO, TIPEIH J]a CE€ OMUTATE 1a MHKEKTHUpaTe.

HNmMmate BBIpocH 0THOCHO M3n0J3BaHeTo HAa Hukyndra npeaBapuTe/iHO HAITbJITHEHA

CNIPUHIOBKA?
FOBOpeTe ¢ Bammsa OOCTaBYMUK Ha 3IpaBHU I'PUXKU, aKO UMATC HAKAKBU BBIIPOCH.
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IToaroroBka 3a mH:xkekTUpane Ha Hukyndra npenBapuTe/iHO HATbJIHEHA CIPUHIIOBKA

CTDBIIKA 1: W3BaneTe CHPUHIOBKATA OT XJIAMMJIHUKA U 51 0cTaBeTe Aa ce 3aromiu npu 20 °C
25 °C 3a 15-30 munyTu

1.1 UzBagere Hukyndra ot xnagunanka (Bx. @urypa A).

1.2 OcraBere Hukyndra na ce 3arorum npu temneparypa 20 °C mo 25 °C B mpoabinkeHue Ha 15 1o
30 MuHYTH NIpeu HHXeKkTupane (Bx. durypa b).

He npemaxsaiite npeanasutens Ha uriata, fokato Hukyndra nocturne 20 °C mo 25 °C.

He 3aromurstiite Hukyndra mo aukaxsB npyr HaunH. Hampumep He 3aTOMIIsiTe B MUKPOBBITHOBA MEYKa
WY B ropelia Boja.

He u3non3saiite npenBapuTeHO HAITBJIHEHATA CIIPHHIIOBKA, aKO TEYHOCTTA € OMila 3aMpassiBaHa
(mopm u na e pa3mpaseHa).

®urypa b

CTBIIKA 2: IIpoBepere cpoKa HA TOAHOCT M JIeKAPCTBEHHsI PAa3TBOP

2.1 [IpoBepete cpoka Ha TOJHOCT BHPXY €THKETa Ha MPEeIBAPUTEIHO HAITBIHEHATA CIIPHHIIOBKA (BIXK.
Odurypa B).

He u3mnon3BaiiTe mpeBapuTEITHO HAITBIHEHATA CIIPUHIIOBKA, aKO CPOKHT Ha roaHocT (I'omeH 10:) e
N3TEKBII.

2.2 TlpoBepeTe JIeKapCTBEHUs pa3TBOP B CHPUHIIOBKATA, 3a J]a CE yBEpUTE, Ue € OHCTPO U Oe31BETHO
(Purypa B).

He u3noinssaiite CIIPUHIIOBKATa U CC o6a):[eTe Ha Bamms AO0CTAaBYMK Ha 3paBHU YCIIYT'U UJIU
@apMaueBT, AKO: TECUHOCTTa € MbTHA, C IPOMEHECH UBAT WU CbAbpPiKa JTHOCIIN WIX YaCTULIN.

\ ITpoBepeTe cpoKa Ha TOJHOCT U
JIEKAPCTBEHUSI Pa3TBOP
d
|

T'onen mo:

MM/ITIT
Y

®urypa B
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CTDIIKA 3: Cb0epeTe KOHCYMAaTHUBHUTE M U3MHIITE pblieTe CH

3.1 IlocTaBeTe BHPXY YUCTA U TJIaJIKa MOBBPXHOCT (Bxk. Durypa I):

1 mpenBapuTETHO HATBITHEHA CIIPUHIIOBKA 33 ¢IHOKPATHA yHOTpeOa U TAMIIOH ChC CITUPT
1 maMydeH TaMITOH WK Mapiis (He ca BKITFOYCHH)

YcToiuuB Ha MPOOMBaHE KOHTCHHEP 32 U3XBBHPIISHE HA OCTPH MPEIMETH (HE € BKJIIOUEeH). BrkTe
Crpnka 9.

/ ——

2

Qurypa I’

3.2 Wzmuiite u noacymere pwlete cu (Bx. Ourypa /).

®@urypa /I

HNuxkekTupane ¢ Hukyndra npeasapuresiHo HanbJHEHA CIPHHIIOBKA

CTBIIKA 4: U36epete u moYnCcTETE MIACTOTO HA HHKEKTHPAaHe

4.1 Uzbepere msicTo Ha nHxkekTUpane (Bx. durypa E):

Ha npennara noBbpXHOCT Ha OEIPOTO HIIH

Ha xopema Hail-Manko Ha 5 ¢M pa3CTOsIHUE OT ITbIIa.

PasznuyHo oT mocnegqHoTO BU MsACcTO Ha MHXKEKTHpaHe (Hali-MaJlKo Ha 3 ¢cm OT MOCIEAHOTO MSCTO Ha
WH)XEKTHPAHE).

4.2 Tlouncrere ¢ KPBrOBU ABMKEHHUS MICTOTO 32 MH)KEKTHPAHE C TIOMOIITA Ha TAMITOHA ChC CIHPT.
He unmxektupaiite npes3 Apexure.

He umkekTupaiite B Koka, KOSTO € Bbh3IaleHa, HACHHEHA, 3a4epBeHa, TBbp/a, ¢ 0ee3u, CbC CTPUU
WM B 00JIACTH C TICOPHATHYHH TUTAKH.

266



®urypa E

®urypa XK
CTBIIKA 5: CpaJyieTe npeana3ureJisi Ha UrJjaTa
5.1 3axBaHeTe MpeaBapUTEIHO HATbJIHEHATa CIPUHIIOBKA C efHaTa pbKa (Bx. Purypa 3).

5.2 C gpyrara pbKa BHUMATEIHO U3AbpIaiiTe 03 1a orpBaTe MpeAna3uTels Ha uriara (Bx. durypa

3).

M3xBbprieTe npeanazutess Ha uriaTta.

He ro nocrassiite 0THOBO.

He noxocBaiiTe urnaTta ¢ npbCTU U HE MO3BOJISIBANTE UrjlaTa 1a ¢€ JOKOCHE JO HUUIO.

llmeTe npe)lBapnTenHo HaITbJIHCHATA CHpI/IHIIOBKa C urjiarta Harope. MO)KC Ja BUAUTC BBS}IYX B
MPeIBAPUTETHO HaITbJIHEHATa CIPUHIIOBKA. baBHO HaTHCHETE OyTaNoTO, 3a J1a U3KapaTe Bb3IyXa OT
HTIIaTA.

BBb3M0XHO € 1a BUANUTE KalKa TEYHOCT B Kpasi Ha urjiara. ToBa € HOpMAaJHO.

Ourypa 3
CTDBIIKA 6: [IpbKTe CIPUHIOBKATA U 3aXBaHeTe KOKATa

6.1 JIpbKTe TAIOTO Ha TIPEABAPUTEITHO HAITBIHCHATA CIIPUHIIOBKA B €IHATA PhKa MEXTy Majiena u
MoKasajera, KakTo ce Jpp>ku MonuB (Bx. durypa ). Hukora He appnaiite OyTanoTo Ha3a.
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6.2 Jleko 3axBaHeTe 00JIACTTA HA TIOYHCTEHATA KOXKa Ha MSCTOTO Ha MHXKEKTHpaHe (KopeMa HiIu
Oenporo) ¢ npyrara cu pbka (Bk. @urypa U). [IpexTe KOkKaTa 371paBo.

®urypa U

durypa 1
CTDBIIKA 7: Un:keKkTHpAaiiTe 1€KAPCTBOTO

7.1 BpBepere uriara B 3aXxBaHaTaTa Koka 0] BI'bJ OT OK0JIO 45 rpamyca ¢ Obp30 ABMKEHHE,
moI00HO Ha XBBPIISIHE Ha cTpennuka (Bxk. durypa K).

Cren xaTo uriiata € BbTpe, OTIIyCHETE KOXKara.

7.2 baBHO HaTHUCHETE OyTaIOTO AOKpAil, 1OKATO IsIaTa TEUHOCT C€ MHKEKTUPA U NIPEIBAPUTEITHO
HaI'bJIHEHATa CIPUHIIOBKA ce u3npasHu (Bx Purypa JI).
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Qurypa JI

CTBIIKA 8: OcraBeTe npeiBapuTeTHO HAITBJIHEHATA CIPMHUOBKA 12 U3TEIJIM UIJIaTa OT
KOXKaTa

8.1 baBHO moBaUrHeTe NpbeTa cu oT Oyranoro. byranoTo 1me ce npuaBwXH Harope ¢ npbera Bu u me
W3TETJIN UrjlaTa OT MACTOTO Ha MHXKEKTHpaHe B IpeanazuTens Ha uriata (Bx. Gurypa M).

Urnata HsIMa A2 ce U3TErIH, JOKATO He Ob/ie MHKEKTHPAHa Is1aTa TeYHOCT. AKO MHUCJIHTE, Ye HE CTe
MIPUJIOKUIIM LisIaTa 03a, ropopete ¢ Bamus nekap, GpapmaneBT Win MeIUIIMHCKA CECTPA.
HopmanHo e 1a BuauTe npy>kuHa 0Kojo OyTanoTo, cIe KaTo UIJlaTa € U3TerjaeHa.

8.2 Cnen KaTo MHXEKTUPAHETO € IPUKITIOYMIIO, IOCTaBETe TaMYy4eH TaMIIOH MM MapJiisi BBPXY KoXKaTa
Ha MSCTOTO Ha MHXEKTHpaHe.

He pastspksaiite.
Jlexo KbpBeHE Ha MACTOTO HA MHIKEKTHPAHE € HOPMAJIHO.

®urypa M

M3xeoupasne Ha Hukyndra npeaBapuTeHo HATLJIHEHA CIPHHIIOBKA

CTDBIIKA 9: U3xBbpJjieTe M3M0JI3BAHATA CIIPUHIIOBKA B KOHTEIHEP 32 0CTPHU NpPeaMeTH

9.1 IocTaBeTe U3MOI3BAHUTE UTITH, CIIPUHIIOBKU M OCTPH TMPEIMETH B KOHTEHHEP 32 OCTPH MPEIMETH
BejiHara ciiesi yrnorpeba (Bx. @urypa H).

He PI3XB’pr'I$II>iTC paSXJ'Ia6CHI/I HWI'JIX U CIIPUHIIOBKU B OUTOBUTE OoTIaabIu

269



9.2 Ilpenma3uTenaT Ha UTJIaTa, TAMIOHBT, HAIIOCH ChC CIUPT, TAMyYHHUAT TAMITOH FJIH MapiiiTa,
KaKTO M OMaKOBKaTa MOTar 1a ObJaT U3XBBPISHA BHB Bammmnre OMTOBH OTHATbBIIH.

®urypa H

JonbaHnTe/IHA HH(pOPMALMA 32 U3XBBPJIsHE

AKO HsIMaTe KOHTEHHEp 3a H3XBBPIITHE Ha OCTPH MPEAMETH, MOXKETE Ja N3IOI3BaTe JOMAaKHHCKH
KOHTEHHEp, KOUTO €:

OT 3/IpaBa IjlacTMaca,

MoOXKe Jja ObJie 3aTBOPEH € TUTBTHO MPUIIATAIL, YCTOWYHMB Ha MPOOHMBaHE Karak, Ipe3 KOWTO He Morat
Jla IPOHUKHAT OCTPH MPEIMETH,

W3IIPaBeH U CTAaOMJICH M0 BpeMe Ha yroTpeoa,

YCTONYMB HA TEUOBE U

MIPABIITHO €TUKETUPAH, 32 JIa PEAyIIPexkaaBa 3a ONaCHU OTIAAbIN B KOHTEHHEPA.

Korato xoHTeiHepsT Bu 32 H3XBBpIIsIHE HA OCTPU MPEIMETH € IOYTH ITBJICH, 1Ile TPsAOBa J1a cleiBaTe
MECTHHUTE HACOKH 3a ITPABHIIHHS HaYMH 332 U3XBBPISHETO Ha Bamms KoHTelHHEp 3a U3XBBPIISIHE HA
OCTpH NMPEAMETH.

He u3xBBprsiiTe U3non3BaHus KOHTEIHEp 3a OCTpU NpeaMeTH B OuToBUTE cu oTnaablu. He
PEUHKIMpANTE U3IIOJI3BAHUS CU KOHTEHHED 3a OCTPU NPEAMETH.

AXo0 nMaTe HIKaKBU BBIIPOCHU, CBBPIKETE CE€ C Bamus JO0CTaBYMK Ha 3ApaBHU I'PUKU 3a TTOMOI.
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JIucroeka: Undopmanus 3a nanueHTa

Hukyndra 80 mg unskeKIMOHEH Pa3TBOP B NPeIBAPUTETHO HAITbJIHEHA MMHCAJIKA
aganmuMymat

vTo3H JIEKapCTBEH MPOIYKT MOAJICKH Ha JOMBIHUTEIHO HabmoaeHne. Tosa 1ie mo3Boiau 6p30To

YCTaHOBSIBaHE HA HOBa MH(OPMAIIUs OTHOCHO Oe3omacHocTTa. MoxeTe J1a 1ajieTe CBOs IPHHOC, KaTo
CHOOIIUTE BCSKA HEXXETaHa Peakilys, KOATO CTe MOTYYMIIN. 3a HaurHa Ha ChOOIIIaBaHe Ha HEeKETaH!

peaKInu BIKTE Kpas Ha TouKa 4.

IIpoyeTeTe BHUMATEIHO USJIaTa JUCTOBKA, PeU 1a 3all09HeTe A2 U3I10JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac undopmanus.

- 3amaseTe Ta3u JUCTOBKA. Moke 1a ce HaJIOKU J1a 1 IPOYETETE OTHOBO.

- Bamusr nekap me Bu nage chlo HanmoMHsIIa KapTa HA NalMeHTa, KOATO ChIbp)Ka BaKHA
uH(OpMaIsl OTHOCHO O€30IacHOCTTa, C KOSITO TPsIOBA Jja CTe 3aIl03HAT IIPEAHU J1a 3all0YHeTe Ja
npuiarare Hukyndra u o Bpeme Ha neuenuero ¢ Hukyndra. CexpansiBaiiTe Ta3n HAmOMHSI A
KapTa Ha nalnueHTa y cede cu o BpeMe Ha Bamero jeuyeHue u 4 Mecena cJie/l ocJjeJHaTa
Bu unxexnusi ¢ Hukyndra.

- AKO UMaTe HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.

- Toa nekapcTBO € npeanucano 1uyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Moxke
Jla UM HaBpeIy, HE3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisiBaHe ca chluuTe KaTo Bamure.

- AKO TIoITyuHTe HSIKaKBU HEXXEJIaH! peakini, yBenpomere Bammst nekap win apmaneBt. ToBa
BKJIFOYBA U BCUYKH Bb3MOXXHH HCKECJIIaHU pE€aKlIMU, HCOIMMCAHN B Ta3W JINCTOBKA. BuxTte Touka

4.
Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxso npencrasmsa Hukyndra u 3a kakBo ce n3nonssa
Kakgo Tps0Ba na 3Haere, npeau qa uznonssare Hukyndra
Kak na mznomsBare Hukyndra

BB3MOXKHU HEXENIaHN PEaKIIuH

Kak na cexpansBare Hukyndra

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS
VYka3zaHus 3a ynorpeda

NogabkownhE

1. Kakso npeacrasiasisa Hukyndra u 3a kakBo ce u3nossBa
Hukyndra chabpika ak THBHOTO BEILIECTBO aJaIuMyMad

Hukyndra CC M3II0JI3Ba 34 JICYCHHC Ha:

. PeBmaTouzeH apTpur

. Ilnakaren ncopuasuc

. T'noen xuapaneHuT

. Bonect Ha Crohn

. Yiiepo3eH KOIUT

. HewnndexknnoseH yBeut

AxtuBHOTO BemecTBo B Hukyndra, anannmyma0, € 4oBeIIKO MOHOKJIOHAITHO aHTUTSLIO.
MOHOKJIOHAJTHUTE aHTHTEJIA Ca IPOTEUHH, KOUTO CE CBBP3BAT ChC CIEIM(DUIHNA MHUIIICHH.

Mumenara Ha amanumMymab e IpoTenH, HapedeH TyMop-HekpoTusuparl Gakrop (TNFa), koiiTo € gacT
OT UMYHHATa CUCTEMa M NIPUCHCTBA B MMOBHUIIICHN KOJMYECTBA MPH BH3MAINTCITHUTE 3a00IsIBaHNS,
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n36poenu no-rope. Ceppapaiiku ce ¢ TNFo, Hukyndra HamansiBa Bb3MaauTeIHUS IPOLIEC TIPU TE3U
3a00JIABaHNSI.

PesmaTonieH apTpur
PeBMaTOMAHUAT apTpUT € Bh3NAIUTEIHO 3a00JIIBaHE Ha CTaBUTE.

Hukyndra ce u3mon3sa 3a ieueHre Ha yMEPEH 10 TEKBK PEBMATOUJICH apTPHUT MPH Bb3PACTHH.
ITepBOHaYaTHO MOXeE jJa Bu ObaaT npeanucanu Apyryd Moauduipaniy 3a00JsIBAHETO JIEKAPCTBa,
KaTO METOTpeKcaT. AKO He ce MOBIHSCTE JOCTaThuHO T00pe OT Te3H JIeKapcTBa, e Bu Obae
nasHauen Hukyndra.

Hukyndra MOIXKE J1a CC€ U3MO0JI3Ba 1 3a JICHCHHUC HA TCIKBK, AKTUBCH U IIPOI'PCCUBCH PCBMATOUACH
apTpuT 0e3 npeaAxoaHo JICYCHUEC C MECTOTPCKCAT.

Hukyndra mosxe m1a 3a0aBu yBpexJaHETO Ha CTaBUTE, IPUYMHEHO OT BH3MNAIMTEIHOTO 3a00IsIBaHe, U
MO2K€ J1a UM ITIOMOTHE J1a C€ JIBIKAT 0-CBOOOIHO.

BammsT nekap me pemmn ganu Hukyndra Tps6Ba na ce m3moin3Ba ¢ METOTpeKcaT MIIA CaMOCTOSTEITHO.
IlakaTeH ncopuasuc

IInakatHUST Icopuasuc € KOXHO 3360HHB3HC, KOCTO MPEAN3BUKBA O6pa3YBaHCTO Ha YCPBCHHU,
JIIOmeu ce, TBbpAr NETHA 110 KOKaTa, MIOKPUTHU ChC Cp€6pI/ICTI/I mocnu. [InakatausT rncopuasuc
MOXK€ Jia 3aCE€TrHE U HOKTUTE, KaTO BOAW A0 YYILIIMBOCT, 33.,[[666J'[$[B3.H6 " OTACIIAHC HAa HOKBTA OT
HOKBTHOTO JIOKE, KOCTO MOXKE Ja € 0OJIe3HEHO.

Hukyndra ce nsnon3Ba 3a jeueHne Ha yMEpEeH 10 TEXBK IUIaKaTeH MCOpHa3yc MpH Bb3PaCTHH.
I'Hoen xuapaaeHuT

I'HoitHUST XUIpaneHuT (TOHAKOTa HapHUaH aKHe HHBEP3a) € XPOHUYHO U YeCTO OOJIE3HEHO
BB3MAIUTETHO 3a00JsIBaHe Ha KoxkaTta. CUMIITOMUTE MOTAT J1a BKIFOYBAT YYBCTBUTEIIHN BH3IH
(momyTuHM) U1 abcriecu (IMPeu), OT KOUTO MOXKE J1a M3THYa THOM. To Haii-uecTo 3acsira KOHKPETHH
y4acThIM OT KOXKaTa, KaTo MOJI I'bPANTE, MOIMUIITHAIINTE, BETPEITHATA YacT Ha Oe/ipaTa, CIIa0uHUTE U
cenanuieTo. B 3acermarute pailoHu Morar Jja OCTaHaT U Oenesu.

Hukyndra ce nsnon3sa 3a neueHue Ha
o YMEpPEH 10 TeXbK THOCH XUIPAJICHUT IIPH B3PACTHU U
. YMEpEH /10 TeKbK THOCH XUAPAIEHUT IIPH IOHOIIN Ha Bb3pacT oT 12 1o 17 roaunm.

Hukyndra mosxe 1a Hamaiin Opost Ha Bb3JIMTE M a0CIIECUTE, IPUUMHEHH OT 3a00JIsIBaHeTO, U O0JIKaTa,
KOSITO YECTO CE CBBhP3Ba ChC 3a00isBaneTo. [IbpBoHaYaiHO MOXe J1a Bu Obaar npuiaranu apyru
JeKapcTBa. AKO He Ce MOBJIHUSAETE TOCTATHYHO T0Ope OT Te3H JIeKapCcTBa, e Bu Ob/1e Ha3HaueH
Hukyndra.

Boaect Ha Crohn

Bonectra Ha Crohn e Bp3nanuTenHo 3a00JsIBaHe Ha XPAHOCMUJIATEIHUS TPAKT.

Hukyndra ce u3nosnsBa 3a nedyeHue Ha
o yMepeHa /10 Texxka oonect Ha Crohn mpu Bb3pacTHU U
o yMepeHa J10 Texxka 6onect Ha Crohn mpu ena 1 10HOIIK Ha BB3pacT oT 6 10 17 roguHu.

[IspBoHavamHO MOKe 1a Bu Obaar mpuiiaranu Apyru JeKapcTBa. AKO He Ce MOBIHUIETE T0CTaThYHO
nmo0pe OT Te3u JiekapcTBa, e Bu 0b1e HazHaueH Hukyndra.
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Y.Jmep03eﬂ KOJIUT
yj'IHepOSHI/IHT KOJIUT € BB3IMAJUTEIHO 3a00/ISIBAHE HA IIC6CJ'IOTO YCPBO.

Hukyndra ce n3non3Ba 3a neueHne Ha
J YMEPEH A0 TEeXbK yIIePO3eH KOJIUT NPU Bb3PACcTHHU H
o YMEpPEH A0 TEeXbK yJIIEPO3eH KOJIUT NpH Jiella U FOHOIIU Ha BB3pacT oT 6 10 17 roauHu

[IppBOHAYanHO MOXe 1a Bu ObJaT npuiiaranu ApyrH JeKapcTBa. AKO HE CE MOBJIHACTE TOCTATHYHO
nmoOpe OT Te3u JieKapcTBa, e Bu 0p1e HazHauen Hukyndra.

HeundexumnoseHn ypeur
HeunndexunoseH yBeuT € Bb3NAIUTENHO 3200 sIBaHE, 3aCATalI0 ONPEAETICHN YaCTH Ha OKOTO.

Hukyndra ce nsnon3Ba 3a neueHue Ha

o BB3PACTHH C HEMH(EKIMO3EH YBEUT, C Bb3MAJICHHUE, 3aCSTalllo 3a/{HaTa 4acT Ha OKOTO

o Jiella ¢ XpOHWYEH HeMH(EKIINO3EH YBEUT Ha BH3PAcT HaJl 2 TOAWHH, C Bb3MAJICHHE, 3aCsrallo
HpeHaTa YacT Ha OKOTO.

ToBa Bp3MaJICHUE MOXKE J1a JIOBEJIC /10 HAMAJIIBaHE Ha 3PEHUETO W/WIHM HAIMYMETO HA MBTHUHU B
OKOTO (YepHU TOYKH WU THHKHU JIMHUH, KOUTO CE€ IBIDKAT B paMKUTe Ha 3puTenHoTo moie). Hukyndra
JIeliCTBa, KaTO HaMaJIsiBa TOBA Bh3MaieHue. [IspBoHagamHo Moxe 1a Bu ObpaT npuiaranu 1pyru
JeKkapcTBa. AKO HE ce MOBJMSAETE J0CTaThbuHO J0Ope OT Te3H JeKapcTRa, e Bu Oblie Ha3HaueH
Hukyndra.

2. KaxkBo TpsadBa na 3Haere, npeau aa usnoaspare Hukyndra

He uznonssaiite Hukyndra

- AKO cTe aJIepriyHy KbM aIaTUMyMad WK HIKOS OT JIPYTUTE ChCTABKU Ha TOBA JICKAPCTBO
(n30poenu B TOUKa 6).

- AKO UMaTe akTHBHA TYOEepKYIJI03a WIIN APYTH TeKKHA UHPEKIuH (BUKTE ,,[[pemynpexneHus u
npeanasHu Mepku™). BaxkHo e 1a kaxkeTe Ha Barms jekap, ako vMaTe CUMIITOMHU Ha UH(EKIINH,
HaIpyUMep BHCOKa TeMIlepaTypa, paHu, YyBCTBO Ha yMOpa, AEHTAIHH MPOOIeMH.

- AKO UMaTe ymMepeHa Wi TeXKa Chp/ieuHa HeJJ0CTaThYHOCT. BaxkHO e 1a kakeTe Ha Bamms
JieKap, ako CTe MMaJId WM UMaTe CEpUO3HO ChP/ICYHO 3a00msBane (BHKTE ,,l [penynpexaeHus u
MIpeina3Hu MEpKU™).

IpexynpesxaeHusi ¥ MPeINa3sHu MePKH
I'oBopere ¢ Bamms siekap ninum dapmarnesT, npeau aa usnonssate Hukyndra.

AHGDFI/I‘lHH PCAKIINN

° Axo IMMOJIYYUTE aJICPrudHu p€aKiuu CbC CUMIITOMU KaTO CTATAHE B I'bPANUTE, XPHUIIOBE,
3aMasiHOCT, ITOAYBAaHC UJIN O6pI/IB, HE I/IH)KCKTI/Ipaf/iTC IIOBCUYC Hukyndra " CC CBBPIKCTEC C Bamms
JICKAp B€JHara, THH KaTo B pEAKU Cirydan TE3U PCaKIIMU MOTaT aa 6’B,Z[EIT

YKUBOTO3aCTpaIIaBaIIH.
Wudekumu
. AKo umare nHGEKIKS, BKIFOYUTEIHO IbJITOTpaiHa HHPEKIIUA WM HH(EKIMS B €JjHa YacT Ha

TSUI0TO (HAampHMep sI3Ba Ha Kpaka), KOHCYJITHpaiiTe ce ¢ Bamms nekap, npenu Ja 3arnoqHere
Hukyndra. Axo He cTe curypHH, CBBpKeTe ce ¢ Bamms nekap.

. Moske aa moayuuTe HH(EKIUU 0-IeCHO, 1oKaTo moty4daBare jiedenune ¢ Hukyndra. To3u puck
MOJKe JIa ce YBEJIHYH, aKo uMmare rnpodiemu ¢ oenure Bu npodose. Te3u undeximm Moxe aa
ObJaT CEpPUO3HH U BKIFOYBAT:
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o) TyOepKymo3a
o) WH(EKINH, MPUIUHEHU OT BUPYCH, THOMYKH, TTAPA3UTH WITH OaKTepHH
o TexKa MHQEKIHs Ha KPbBTa (CETcuc)

B penxu cnyuan Te3u nHGEKIIMN MOTaT Aa ObIaT )KUBOTO3acTpalaBamy. BaxkHo e 1a kaxere Ha
Bamms iekap 3a mosiBaTa Ha CHMITOMH KaTO TeMIIEpaTypa, paHu, OTHaIHAIOCT WIH MPOOIeMHU ChC
3p0uTe. Bammst nekap moxe na Bu kaxe na cripere na uznon3Bare Hukyndra 3a u3BectHo Bpeme.

. Wudopmupaiite Bammst nexap, ako )KuBeeTe WK TbTyBaTe B paliOHU, KbIETO IbONTHNATE
uH(pEKIUU (HalpuMep XUCTOILUIa3M03a, KOKITUJIHMOUIOMHKO3a UIH 0JIaCTOMHKO3a) Ca MHOTO
YECTH.

. WNudopmupaiite Bamms jgekap, ako cte mMani HHOEKIIUY, KOUTO MPOIbIDKABAT J]a CE TIOBTAPSIT

WK JPpYTU CbCTOSHUSA, KOUTO IMMOBUIIIABAT PUCKaA OT I/IH(I)CKHI/II/I.

. AKoO cTe Ha Bb3pacT Haj 65 roJIMHU, MOXKE Ja UMa MO-TOIsIMa BEPOATHOCT /1A MTOIYUUTE
uHdeknmu, nokaro npuemare Hukyndra. Bue u Bamms nexap tps6Ba ga o0bpHeETE ClICIIMATHO
BHHMMAaHHE Ha IPU3HANMTE Ha WHGEKIs, ToKaTo ce nexysare ¢ Hukyndra. Baxkxo e ma
uHpopmupare Bamms jgekap 3a nmossata Ha CHUMITOMH Ha MH(EKIINH KaTo TPECKa, PaHH,
OTIAIHAIOCT WU MPOOJIeMHU ChC 3b0UTE.

TyOGepkymno3za.

. MHoro e BaxxHO 1a nHpopMupare Bammmus nexap, ako cre GoneayBanu oT TyOepKyio3a Win cTe
Omin B OTM3BK KOHTAKT C HAKOW, KOHUTO € mMal TyOepKyo3a. AKO UMaTe akTUBHA
TyOepkymno3a, He m3nonsBaiite Hukyndra.

o Twit kaTo UMa cbOOIIEHH 32 TyOepKyI03a Py NAllMeHTH Ha JICYEHUE C afanuMymao,
Bammsit nexap me Bu nscnensa 3a npus3HaIy 1 CHMITOME Ha TyOepKyIio3a Mmpeau
3anoyBaHe Ha jiedeHrero ¢ Hukyndra. ToBa mie BKiIrOYBa IMIaTeIHAa MEAMUIIMHCKA OLICHKA,
BKIIOUMTENTHO Barara MCIUIMHCKA UCTOPUA U TOAXOAAIIU CKPUHHUHI'OBU U3CJICABAHUA
(HarmpuMep peHTreHorpadus Ha IphJieH Koll U TyOepKyInHOB TecT). [IpoBeskaaneTo u
pe3yaTaTiTe OT Te3H M3CIeIBaHus TPsOBa j1a ObJaT 3anucany BbB BamiaTa HamomHsia
KapTa Ha MalueHTa.

o [To BpeMe Ha JIe4eHUETO MOKE JIa ce pa3Bue TyOepKyIo3a, JOPH aKo CTe PUeMaTn
JiedeHHe 3a MpeJna3BaHe oT TyOepKyno3a.
o AKO 10 BpeMe Ha JICUCHHUETO WITH CJIe]] HETO Ce MOSBAT CUMIITOMH Ha TyOepKyIo3a

(mocTosiHHA KaluINIa, 3aryda Ha Tero, JIMIca Ha eHeprus, JeKO MOBUILICHA
TeMIieparypa) Wid HsKakBa Jpyra nHpeknus, HezabaBHo nHGopMupaiite Bamms nexap.

Xenarur B
. Kaxere Ha Bamms nekap, ako cre Hocuten Ha Bupyca Ha xenatuT B (XBB), ako nmare akTuBeH
XBbB win ako MUCIHTE, Y€ MOXKE JIa CT€ U3JI0KEHH Ha PUCK OT nosydyaBane Ha HBV.
o BammsT nexap Tpsi6Ba n1a Bu n3cnensa 3a Bupyca Ha xenatut B (XbB). IIpu xopa, kouto
HocaT XbB, aganuMymad Moske 1a IPUYMHM aKTHBHPaHE Ha BUPYCa OTHOBO.
o B Hsikou penxu ciaydan, oCOOEHO aKo MpueMare Apyrd JIEKapcTBa, KOUTO MOTHCKAT
MMYHHaTa CHCTeMa, TIOBTOPHOTO akTuBHpane Ha XbB mMoxe na 6b1e
KUBOTO3aCTPAIIaBaIIO.

Onepaunﬂ WJIH JCHTAJIHHU IIPOUCAYPHU

. Axo Bu npencron onepanyst Win ASHTaTHH NPOLEAYpH, MoJisl, HH(GopMupaiite Bamus nekap,
ye B3emate Hukyndra. Bammst nekap Mosxe 1a mpernopbyua BpeMEHHO MPEKpaTsBaHe Ha
Hukyndra.

HCMI/ICHI/IHI/IBI/IDaH_IO 3a00JIIBaHE
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. AKO MMaTe WM pa3BUETE AEMHUEITHHU3HpAIo 3a0osiBane (3a001sBaHe, KOSTO 3acsra
W30JTUPAIIIHNS CIIOW OKOJIO HEPBUTE, KATO MHOXKECTBEHA CKIIepo3a), Bamusr ekap mie penm
Jlau TpsiOBa J1a mmoJTyyaBaTe WM Jia MpoabJkuTe Ja norydaate Hukyndra. Kaxere HezabaBHO
Ha Barmms nekap, ako MoJydyuTe CUMIITOMU KaTo MMPOMEHH B 3PEHUETO, CJIA00CT B PHIIETE WIIN
Kpakarta, H3TPhIIBaHE WM MPaBYYKaHE B HAKOS YacT Ha TSUIOTO.

Bakcunanuu

. Hsikon BaKCHHM MOTaT Ja MPUYMHAT HHGEKLIUK 1 He TPsOBa J1a ce IaBar, J0KaTo prueMare
Hukyndra.
o [TocwBeTBaiiTe ce ¢ Baius iekap npenu mpuiiaraHeTo Ha KaKBUTO M J]a OWJIO BaKCHHHU.
o [penopwuBa ce Ha JenaTa, ako € Bb3MOXKHO, 1a ObJaT HAPaBEHH BCUYKH IIAHUPAHU
BaKCHHAIIMY 32 TAXHATa Bb3PacT, peu aa 3anovHar Jieuenue ¢ Hukyndra.
o Axo cre npuemanu Hukyndra, nokato cre 6una 6pemenHa, 6edeto Bu moxe na 0b1e ¢

H0-BHCOK PUCK 3a pa3BUTHE HAa TaKaBa MHPEKINS, 10 TIET Mecela Clie]l ITOCIeHaTa 103a
Hukyndra, xosiTo cTe momydwninm mmo BpeMe Ha OpeMeHHOCTTa. BaxHO € /1a KaxkeTe Ha
nekapute Ha Bamero 6e0e 1 Ha ApYrH MEAWIIMHCKY CTIEUaINCTH 3a Bamara ynotpeba
Ha Hukyndra o Bpeme Ha 6pemMenHocTTa BH, 32 1a Morar ga pemat kora BameTo 6ebe
Tps0Ba Ja MOyYX KaKBaTo ¥ Jja OWJI0 BaKCHHA.

Cobpaedna HeJOCTATHYHOCT

. AKO uMare JieKa ChplIedHa HeJIOCTaThYHOCT M cTe JekyBanu ¢ Hukyndra, chcTosiHMETO Ha
Bamara chpaedHa HeTOCTaThUHOCT TPsIOBa J1a ObJic BHUMATEIHO Ha0II01aBaHo OT Baius
nekap. BaxxHo e na nHpopMupate Bamis jgekap, ako CTe HMalld I UMaTe CEPHO3HO
3a00JsIBaHEe Ha ChPIETO. AKO Pa3BHETE HOBH WIIM BIIOMIABAIIH CE€ CHMIITOMH Ha ChpCYHA
HEJ0CTAaThYHOCT (HAIIPUMEp, 33 bXBaHE MJIM OTOIIM 0 KpakaTa), TpssOBa He3a0aBHO Jia ce
cBbpkeTe ¢ Bamms nexap. Bammst nekap mie pemm ganu tpsaoBa na nomydasare Hukyndra.

IloBuIieHa TeMIIepaTypa, CHHUHH, KbPBEHE MIIH 6HeI[OCT

. IIpu HSIKOM MalMeHTH, OPraHU3MbT MOXKE J1a HE ycIiee Ja MPOU3BeIe 10CTaThYHO KPbBHU
KJIETKH, KOUTO /1a c€ OOPAT ¢ MHPEKIMUTE WIK Aa IoMaraT 3a CHUPaHeTO Ha KbPBEHETO.
BamusT nexap Moxe Aa pely Aa cIpe JeueHueTo. AKO pa3BUETe TPECKa, KOSITO HE IIPEMUHABA,
MOJY4HTE JIEKH CHHUHU WM MHOT'O JIECHO KbPBUTE WIIM M3TJICXKIATe MHOTO OJe, BeHara ce
cBBbpKETE ¢ Bamus nekap.

PakoBu 3a001sBaHus

. Hma MHOTO pesku ciydyau Ha OTpeAesIeH! BUJIOBE paK MpH JIelia U Bb3PacTHH MallUeHTH,
npuemany aganumymad win apyra TNF Gnokepwu.

o Xopata ¢ o-cepruo3eH PeBMaTONIEH apTPHUT, KOUTO Ca UMAJIH 3a00JISIBAHETO OT IBJITO
BpEMe, MOJKE J1a UMaT M0-BUCOK OT CPEAHHUS PUCK OT JTuMpoMm (pak, KOWTO 3acsira
muMmdHaTa CUCTEMa) U JIEeBKEMUS (pak, KOMTO 3acsira KpbBTa M KOCTHUS MO3BK).

o Axo npuemate Hukyndra, puckbsT oT 1uMQom, TeBKeMUs WM APYTH BUAOBE paK MOXe /1a
ce yBenuuu. B penku cinydan ce HabIr01aBa HEYECT U TEKBK TUI JTUM(OM MpH
MAIUeHTH, TpueMany aganuMmymad. Hskon oT Te3n marnueHTy ca JeKyBaH! ChINO C
a3aTHUONPHUH UIIH 6-MEPKaITOITypHH.

o Kaxere na Bamus nekap, ako mpuemare a3aTHONIPUH win 6-MepkanTomypud ¢ Hukyndra.

o HaGroaBanu ca ciiyyan Ha HEMEJIaHOMEH pak Ha KoxKaTa MpH MalUeHTH, IpUeMaliln
amanuMymao.

o AKO TI0 BpeMe Ha WITH CIIe]] TePAIUATa CE MOSIBU HOBO MTOPaXXCHHUE BHPXY KOXKaTa M aKo
CHINECTBYBAIUTE MOPAXKEHHS TPOMEHST CBOST BBHILIEH BHI, HHPOpMupaiiTe Bamus
neKap.

. Nma ciyyau Ha pak, pasjinueH oT JuMGOM, IPU NAIMEeHTH ¢ crielupUIeH Bua 0e10apo0HO

3a0oJsIBaHe, HAPEUCHO XPOHUYHA 00CcTpyKTHBHA OenoapobHa bonect (XOBB), nexkyBanu ¢ apyr
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TNF 6mokep. Axo ctpamgate ot XOBbb mnm cre 3aker mymiad, TpssoBa na oochante ¢ Bamms
nekap ganu gedennero ¢ TNF 610kep e momxomsmo 3a Bac.

ABTOMMYHHO 3a00J1s1BaHE

. B penxu cnyuan nedenneto ¢ Hukyndra moske ma moBene mo myrmyc-mogo6eH CHHAPOM.
CebpikeTe ce ¢ Bamus nekap, ako ce MOSBAT CHMITOMH KaTO YIOPUT HEOOSICHUM 00pHB,
BHCOKA TeMIleparypa, 00JIKa B CTaBUTE WIH yMODA.

Jena v roHOIIM
. Bakcunanmu: ako € Bb3MOXKHO, Ha Jieriata TpsioBa Aa ObAaT HallpaBeHN BCUYKH BaKCUHALINH,
npenu aa ce m3non3sa Hukyndra.

JApyru sgexkapcrea u Hukyndra
Hudopmupaiite Bamms mekap wim papmaneBT, ako IpreMare, HaCKOpo CTe IPHEMalTd WiIH €
BB3MOKHO J1a IPUEMATE APYTH JIEKapCTBa.

He tpsi6Ba na npuemare Hukyndra ¢ nekapctBa, ChabpiKaliin CISAHATE aKTUBHH BELIECTBA, IIOPaIn
MOBUIIICH PUCK OT CEPHO3HA MHPEKIINS:

. aHaKUHpa

. abararenr.

Hukyndra moxe na ce B3ema 3a€IHO C:

. MeTOoTpeKcar

. ompeesIeH! MOIU(PUIMPAIIN 3a00/IBaHETO AaHTUPEBMATHYHH CPEICTBA (HaIpuMep
cyidacanasut, XUIPOKCUXIOPOXHUH, Je(IyHOMHUI 1 HHXEKLIMOHHH 3JIaTHU MPETapaTH)

. CTEepPOHIH WU OOJIKOYCIIOKOSBAIIO JIEKAPCTBO, BKJIIOUUTEITHO HECTEPOUIHH

npotuBoBb3nanuTentu cpeactea (HCIIBC).
AKO umare BBIIPOCH, MOJIs, OOBbpHETE ce KbM Bamus nekap.

BpeMeHHOCT 1 KbpMeHe

. TpsibBa ma oOMucHTE yrIoTpedaTa Ha MOAXO/AIIa KOHTPAIISTIIHS 32 TIPEIOTBpaTsIBaHe Ha
OpeMEHHOCT U J1a TIPOIbJDKAT yroTpedaTa i moHe 5 Mecela cjejl MOCISIHOTO JICYCHUE C
Hukyndra.

. AKo cTe OpeMeHHa, MUCIIHTE, Y€ MOXe JIa CTe OpeMeHHa WM IJIaHupaTe Ja uMare 0eode,
MOChBETBalTE ce ¢ Bams ekap OTHOCHO MpUIJIaraHEeTO Ha TOBA JIEKapCTBO.

. Hukyndra Tpsi6Ba 1a ce u3mnon3sa no BpeMe Ha OpPEeMEHHOCT, CaMO aKo € HeOOXOIUMO.

. Cropen mpoy4BaHe 32 OpeMeHHOCT, HAMa TIO0-BUCOK PUCK OT BPOJICHH JePEeKTH, KOraTo MaiiKara

e MmoJIydaBajia ajanumMyma0 rmo BpeMe Ha OpEeMEHHOCT B CpPaBHEHHE ¢ MalKH ChC CHIIOTO
3a00JIsIBaHe, KOUTO HE Ca MOoJydaBau afauMyMao.

. Hukyndra mose na ce u3mon3Ba 1o BpeMe Ha KbpMEHE.

. Axo m3nonsBare Hukyndra o Bpeme Ha OpemenHocTTa, Bamero 6ebe Moxke 1a MMa 0-BHCOK
PHICK 3a pa3BHTHE HA HHDEKITHUSL.

. BaxHo e n1a kaxxere Ha JiekapuTe Ha Bamero 6e0e 1 Ha Jpyrid MEAMLIMHCKH CHEIUAUCTH 32

Bamara ynorpe6a na Hukyndra mo Bpeme Ha 6pemenHocTTa By, npeau 6e6eto 1a momyqu
KaKBaTo U Jia OWiio BakcuHa. 3a noBede HHGOpMAaIHs OTHOCHO BAKCHHUTE BIKTE pasziell
LI IpEAYTIPEXXICHNS U TIPEAITa3Hu MEPKHU**.

Ilodupane u padoTa ¢ MAIIUHU

Hukyndra Moxe na moBnusiBa B MaJika CTEIEH CIIOCOOHOCTTA 32 mopupaHe, KapaHe Ha KOJIeJo WU
pabota ¢ mammau. Crien nmpuitoskerneTo Ha Hukyndra Mosxe 1a ce mosiBU CBETOBBPTEXK W HAPYIICHUE
Ha 3pEHUETO.

Hukyndra cbabpska Hatpuii u mosaucopodat 80.

ToBa JekapcTBO ChABPiKa MO-Manko oT 1 mmol natpuii (23 mg) na 0,8 ml, T. e. MOXKe 11a ce Kaxe, ye
IPAaKTUYECKU HE ChIbprKa HATpUil.
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Toga nekapcTBo chabpika 1 mg momrcopbat 80 BsB Bceku Ml. TTomucopbaTute Morar Jia MpUYHHST
ajepruyHu peakiuu. TpsOBa 1a kaxxeTe Ha Bamms jnekap, ako UMaTe YCTAaHOBEHU aJIepTUU

3. Kak na uznonszsare Hukyndra

Bunaru u3non3saiiTe ToBa JISKApCTBO TOYHO KakTo Bu e kazan Bammsr nekap wim papmanieBT. AKO
HE CTe CUTYpPHU B HeIlo, onuTaiite Bamus nexkap wmu gpapmarieBT.

[Mpenoppunrtennute Ao3u Hukyndra 3a Besika oT ogoOpennTe ynoTpeOu ca moka3aHH B CleHATA
tabnuua. Bammust nekap moxe na Bu npeanume Hukyndra ¢ apyro konmuecTBo Ha akTHBHOTO
BEIIIECTBO, aKO UMATe HYXJa OT pa3InyHa J03a.

PesmaToneH apTpur

Bb3pacT win Tes1ecHO TerJio

KakBa 1032 ¥ KOJIKO 4ecTo 1A
ce mpuema?

3a0eaeKKn

Bb3pactau

40 mg npe3 ceamuna

[Ipu peBmMaTouieH apTpUT
MPUIOKEHUETO HA
METOTpEKCaT MPOABJIKaBa IO
BpEMeE Ha JICYEHUETO C
Hukyndra. Ako Bamust nekap
MPELEHH, Y€ MPUIOKEHUETO HA
METOTpEKCaT He € MOAXOIIIO,
Hukyndra moxe na ce npunara
U CaMOCTOSITEITHO.

AKo umarte peBMaTouaeH
apTPUT U HE TIpHeMare
METOTpeKcar 10 BpeMe Ha
nedenueTo ¢ Hukyndra,
Bamust nexkap Mmoxe na
MPEleHH, Y€ € HE0OXOMMO Ja
npunarate Hukyndra 40 mg
Besika ceammuna mwim 80 mg
npe3 ceIMUIIA.

IlnakaTeH ncopuasuc

Bb3pacT wiu TesiecHO TerJjio

Kakga 103a 1 K0JIKO 4ecTo Ja
ce npuema?

3a0eaexKn

Br3pacTau

Hauanna no3a 80 mg (exna
uxekus ot 80 mg B eAUH
neH), mociensadu ot 40 mg
Ipe3 CeMUIIA, KOETO 3aIl09Ba
€/IHa CeJIMHIIA CIIC]] ThpBaTa
J103a.

AKO UMaTe HeaJeKBaTeEH
OTroBOp, BamusT nexap Moxe
na yBenmndu go3arta 1o 40 mg
Besika ceammuna i 80 mg
pe3 ceaMuLa.
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I'HoeH xuapageHuT

Bb3pact uiiu TejiecHO Terjao

KaxkBa 103a u K0JIK0 4ecTo 1a
ce nmpuema?

3a0ei1eKKn

Br3pacTau

Hauanna noza 160 mg (nBe
uxKekuu mo 80 mg B eAUH
JleH WK eqHa Hkekims 80 mg
JHEBHO B JBa ITOCIEIOBATEIIHI
JTHH ), TIOCJIC/IBaHU OT /1032

80 mg (eqHa WHXKEKITUS 10

80 mg) nBe ceamuIy 1O-
KbCcHO. Crief1 oI1ie IBEe CeAMHUIN
npoawipkeTe ¢ go3a 40 mg
Bcsika ceammunia wim 80 mg
npe3 ceaMuLa, kakto Bu
npennuiie Bammst gekap.

ITpenopbYHTENHO € BCEKH JACH
Jia IpUjIaraTe aHTUCETITUYHO
M3MHUBAHE HA 3aCECHATUTE
o0mactu.

IOnomu Ha BB3pacT ot 12 g0
17 roauan, ¢ termo 30 kg mmm
noBeye

Havanmna noza 80 mg (enHa
nmxekus 80 mg), mocneaBana
ot 40 mg mpe3 cenMuIia,
3aIlOYBaiKM €JJHa CeIMHIIA T10-
KBCHO.

AKo nUMarte HeaJeKBaTeH
otroBop kpM Hukyndra 40 mg
pe3 ceamuua, Bammusr nexap
MOJKE J]a YBEJHYH J103aTa JI0
40 mg BcsKa ceMHUIIa I

80 mg npe3 cenmuIia.

[IpenopbUUTENHO € BCEKU ACH
Jla IpujiaraTe aHTUCENTUIHO
M3MUBaHE Ha 3aceTHaTUTe
oOnacT.

Boaect Ha Crohn

B'b3paCT HJIA TCJECCHO TEIJI0

Kaxksa 103a 1 K0JIKO 4ecTo 1a
ce npuema?

3a0ee:KKn

Jlenia, YOHOIIU U BB3PACTHU OT
6-rouIHa BH3PACT C TEIJIO
40 kg wim moBeue

Hauanna noza 40 mg,
nociensana oT 20 mg nBe
CEIMMITH T0-KBCHO.

AKO ce H3HCKBa 1M0-0bp3
oTroBop, BammsT nexap moxe
Jla TPEJINUIIE HaYalHa

no3a 80 mg (exra 80 mg
HWHKEKITHS ), TTIOCJICIBAHN OT
40 mg nBe ceaMUIIM TTO-KBCHO.
Crnen ToBa obMyaiinara 103a €
20 mg npe3

ceamuiia. Hauannanayanaa

Bammmsr iexap Moske 1a
YBEJINYM YECTOTAaTa Ha
npueMuTe Ha Jo3arta a0 20 mg
BCSIKA CEIMHMIIA.

Jena v roHOIIM Ha BB3pacCT OT
6 1o 17 roguHM € TETIO I10-
maitko ot 40 kg

ITspBa go3a ot 40 Mg,
nocneasana ot 20 mg ciex 2
CEeIMUIIH.

AKo ce Hajiara mo-0bsp3
OTroBOD, JIEKap MOXKeE J1a
npeanumie 80 mg

Yauepo3eH KOJIUT

Bw3pacTt i TesecHoO Teryio

KakBa 103a ¥ KOJIKO 4ecTo 12
ce mpuema?

3a0eaeKKn

Bo3pacTau

Hauanna mo3a 160 mg (znBe
WHKeKH 1mo 80 mg B eAMH
JleH WK eqHa uHxekuus 80 mg
JTHEBHO B JIBA MOCJICJIOBATEHU

Bamust nexkap Moxe 1a
yBenuaH fmo3ata g0 40 mg
Besika ceamuiia unu 80 mg
Mpe3 ceaIMUIIa.
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IHH), Tocaeasanu ot 80 mg
(emna mmkeknusa 80 mg) aBe
CEIMMIIN TO-KBCHO.

Cnen ToBa oOnuaiHara 03a €
40 mg npe3 ceAMHMIIA.

Jena u roHOIIN HA BB3pacT OT
6 roaunu ¢ Tero mox 40 kg

Hauanna noza 80 mg (enna
nmxekius 80 mg), mocieaBaHa
ot 40 mg (eqHa HHXEKITUS

40 mg) n1Be ceIMUIIA TI0-
KBCHO.

Crnen ToBa obnyaitHarta 103a €
40 mg nipe3 cenMuIIa.

TpsiOBa 1a MpoABIKHUTE /1A
npreMare afanuMymad BbB
Bamrara obngaiina mo3a, mopu
cjen HaBbpIIBaHe Ha 18
TOJTUHM.

Jena u roHOIIN HA BB3pacT OT
6 roqunm ¢ Terio 40 kg nm
noseye

Hauanna noza 160 mg (nBe
uHXeKuu no 80 mg B eAUH
JICH WK eHa uHxekus 80 mg
JTHEBHO B JIBa MOCJICJIOBATEITHA
ITHH), TIOcIeaBady oT 80 Mg
(emna mmxeknusa 80 mg) aBe
CEeIMHUIU I10-KbCHO.

Crnen ToBa oOuyaiiHaTa 103a €
80 mg mpe3 ceammuia.

Tps6Ba na mpoaBIKHUTE 1a
npruemare ajainuMyMmad BbB
Bamara obnuaitaa no3a, gopu
cJe HaBbpIIBaHe Ha 18
TOAMHHU.

HenndexkumnoseH ypeur

B'b?.paCT HJIA TCJECHO TEIJI0

Kaxksa 103a 1 K0JIKO 4ecTo 12
ce npuema?

3a0ee:KKn

Bw3pactHu

Havanmna noza 80 mg (enHa
umKekus oT 80 mg B eAuH
IieH), mocienadu ot 40 mg
pe3 ceMuIla, KOETO 3alouBa
eITHa CeIMMIIA CJIe] TbpBaTa
J103a.

[TpueMbT Ha KOPTHKOCTEPOUIN
WJIM JPYTHU JIEKapCTBa,
MOBIHSIBAIIM UMyHHATA
cHCTEMA, MOXKe 1a Obe
MPOBIDKEH, JI0KATO
uznon3sare Hukyndra.
Hukyndra moxe na ce naBa u
CaMOCTOSTEIHO.

Jema u roHOIIM OT 2-TOaUIITHA
Bb3pact ¢ terio noxa 30 Kg

20 mg npe3 ceamuiia

Bamust nexkap Mmoxe na
MpEeHIIe HadYalHa J103a

40 mg, KOATO ce Tpuiiara eaHa
ceIMUIIA MTPEJM HAYAJIOTO Ha
obOuyaiinara no3a 20 mg mpe3
ceIMUIIA.

[Ipenopwrusa ce Hukyndra na
ce Tpuiara B KOMOMHAITHS C
METOTpEeKcaT

Jlena v FOHOIIM OT 2-TOJUIITHA
BB3pact ¢ tero 30 kg nim
noBeue

40 mg npe3 cenMuna

Bammsar nexap moxe aa
MpEeIHIIe HAYaTHa J103a

80 mg, kosATO ce mpuJyara eHa
ceMuIa MPeay HA4YaJI0TO Ha
oOunuaiinara no3a 40 mg npes
ceIMuUIIA.

[Ipenopwrusa ce Hukyndra na
ce mpujiara B KOMOWHAIMSA C
METOTpEKCAT.

Hayun Ha npuio:keHue U IBT HA BbBEKIaHe
Hukyndra ce npunara upe3 uH>KeKTHpaHe NOJ KoXkaTa (Upe3 MOAKOKHA HHKEKIINS).
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IHoapoOoHu yka3aHusi 0THOCHO TOBA Kak Aa uHxkekTupate Hukyndra ca nagenu B Touka 7
,» YKa3aHus 3a ynorpeda“.

AKO cTe H3M0JI3BAJIN MTOBevye 0T HeoOxoammaTa 1o3a Hukyndra

Axko ciydaiino nmxekTupare Hukyndra mo-gecto ot ykasanoro ot Bammms nexap win papmarenr,
obaneTte ce Ha Bammms nexap nin (papmarieBT 1 kaxere, 4e CTe IIPUeNH moBede. BuHaru Hocere cbe
ce0e cH BbHIITHATA KApTOHEHA OMAaKOBKA Ha JIEKApCTBOTO, IOPH U J1a € Mpa3Ha.

Ako cte nponycHaau aa usnoassare Hukyndra

AKko 3a0paBuTE J]a CU MIOCTABUTE UHXKEKIMSI, TPSAOBaA a MHKEKTHpaTe cieaBamiara no3a Hukyndra
Be/lHara mowm ce cerure. Cies] ToBa B3eMeTe clleBallarta CH 03a, KaKTo OUXTe 5 B3eIU B
I'BPBOHAYAIHO IUIAHUPAHUS [IEH, aKo He Os1XTe 3a0paBWiIu 1aieHa 103a.

AKko cte cripesu ynorpeboara Ha Hukyndra
Pemennero na cnpere na mnon3sate Hukyndra tpsioBa ga 661e o6chaeno ¢ Bamms nexap. [pu
CIUpaHe Ha JICYEHUETO, CHMIITOMUTE Ha 3a00JIIBAHETO MOJXKE J1a CE BE30OHOBST.

AKX0 MMaTe HAKaKBH JOIBIHUTEITHH BBIIPOCH, CBBP3aHH ¢ yHOTpeOaTa Ha TOBA JIEKApCTBO, HOMHUTANTE
Bamus nekap wnu gpapMarieBT.

4. Bb3MOKHH HeKeJTaHU PeaKIuu

KakTo BcH4KH JiekapcTBa, TOBA JIEKapPCTBO MOYXKE J1a PSIU3BHKA HEXKEIaHU PEaKIMHU, BBIIPEKH Y€ HEe
BCEKH 'l moyyasa. [ToBeueto crpaHndHu e()eKTH ca JIeKH 10 yMmepenu. Hskou obadye moxe j1a ca
CEpPHO3HH U J]a M3UCKBAT JieueHne. Hexxenanute peakiuy Morar Jia Bb3HHUKHAT JI0 Haii-Majko 4
Mecella clie]l OCIeAHOTO HHkekTupane Ha Hukyndra.

HNupopmupaiite Bammus jgexap He3a0aBHO, AKO YCTAHOBHUTE CJIEJHOTO

*  TEXbK 00pHB, KOTIPHBHA TPECKa WIIM APYTH NPU3HAIM Ha alepruuHa peaKius
*  OTOLM IO JIMILETO, pblieTe, KpaKaTa

*  3aTPYJHEHO JUILIAHE U I'bITaHE

*  33yX IPH YCUJIME WU NPH JsIraHe WK OTOLM 110 KpaKara

HNudpopmupaiite Bammus jexkap K0JIKOTO ce MOKe 10-CKOPO0, AK0 YCTAHOBHUTE CJIEIHOTO

*  Tpu3HAUM HAa MHQEKIHs KaTo TeMIepaTypa, rajieHe, paHu, NpoOiIeMu chC 3b0HTE, TapeHe MpH
ypUHUDPaHE

*  YyBCTBO Ha CIa0OCT UK yMOpa

*  Kammoa

*  MpaBydYKaHe

*  CKOBaHOCT

*  JIBOMHO BIKJaHE

*  cnabocT B phlieTe WK Kpakara

*  MOAYTHHA WJIM OTBOPEHA Bh3MAJICHA He3apacTBallla paHa

*  IpU3HALM U CUMIITOMH, IPEANOIaraliy KpbBHU HapyLIEHHs, KaTo TOCTOsTHHA TeMIlepaTypa,
1osIBa HA CHHUHH, KbPBEHE, OJIe10CT

OmnucaHure IMo-rope€ CMMIITOMU MOrart Jia 6’b)IaT IIpU3Halu Ha NPEACTABCHUTE IMO0-A0JTYy HEXKCIIaHN
pCaKkuum, KOUTO Ca ounu Ha6J'IIOI[aBaHI/I C a,[[aJ'II/IMYMa6:

MHoro 4ectu (Moxe f1a 3acerHaT nosede ot 1 Ha 10 gymmn)

*  peakuuH Ha MSCTOTO Ha MHXKEKTHpaHe (BKIIOYUTENHO OOJKa, HOAyBaHe, 3aUepBsIBaHE HIIH
CBHpPOEK)

® I/IH(i)eKHI/II/I Ha AUXaTCJIIHUTC ITbTUIIA (BK.]'IIO‘II/ITeJ'IHO mpocryaa, Xpema, I/IH(beKHI/ISI Ha CUHYCHUTE,
MTHEBMOHHSA)

*  TiaBobOonue

*  KOpemHa 0oJiKa
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raJicHe W MOBpPBINAHEe
00puB
MYCKYJTHO-CKeJIeTHa O0JiKa

Yectu (Moxe ma 3acerrar g0 | Ha 10 mymm)

cepro3HU NHPEKIHNH (BKITFOUYNTEITHO OTPaBsHE Ha KPBBTA U TPHIT)
YpeBHU MHPEKINHU (BKIIOUUTETHO TaCTPOCHTEPUT)

KOXXHH WH(EKINHN (BKIIOUYNTEITHO HETYIHUT U XEPIIeC 30CTeP)
WH(pEKINN Ha YIIUTE

MH(EKINY Ha yCTHATa KyXHHA (BKIIIOYUTEIHO HH(EKINN Ha 350UTE U XepIiec)
MH(EKIUY Ha BB3NPOU3BOANUTEHATA CHCTEMA

MH(EKIH Ha TMKOYHHUTE ITbTHUIIA

rbOMYHYI WHPEKIUN

CTaBHU MH(EKINU

JI0OOpPOKAaYECTBEHH TyMOPH

paK Ha KoXkara

ANIePTUYHU PeaKInu (BKIIOUYMUTEITHO CE30HHA ANEPTHsl)
00e3BOIHsIBaHE

MPOMEHH B HACTPOSHUETO (BKIFOUUTEITHO JETIPECHS)
TPEBOXKHOCT

TPYZAHO 3acCIBaHE

CETUBHHU HapYyILICHUs, KaTO U3TPBIIBAHE, ,, ATTTHIKH , CKOBAHOCT
MUTpEHa

NPUTHCKaHE Ha HEPBHO KOpeHYe (BKIFOUMTENHO OO0JKa B JOJHATA YacT Ha rbpba u Oosika B
Kpaka)

HapylIeHHEe Ha 3PEHUETO

Bb3MAJICHUE Ha OUUTE

Bb3MaJICHHUE Ha KIIeTaynTe U NOAyBaHe Ha OUUTE

BEPTHUTO (4yBCTBO Ha 3aMastHOCT MJTM CBETOBBPTEIK)

yCelllaHe 3a y4ecTeHO OMeHe Ha ChpleTo (ChplednueHe)
MOBHUIIIEHO KPBHBHO HAJISTaHE

TOpPEIIN BBJIHU

XeMaToM (HaTpyIBaHe Ha KPBB U3BbH KPHBOHOCHUTE Ch/IOBE)
KallTuIa

acTMa

3a1yXx

KbPBEHE OT CTOMAIIIHO-YPEBHUS TPAKT

Jucnerncust (HapynieHo XpaHOCMUIIaHe, TI0/lyBaHe, KUCEINHH)
KHCeJMHHA pedIyKcHa OojecT (BphIlaHe Ha KUCEITMHHU OT CTOMAaxa)
“cuKa CHHIPOM®* (BKJIFOUMTENIHO CYyXOTa B OUUTE U CyXOTa B ycTaTa)
ChpOeK

cbpOsI 00pHB

NosIBa Ha CHHUHU

BB3MAJIICHUE HA KOXKaTa (KaTo eK3ema)

HallelIBaHEe HOKTHUTE Ha PbLIETE U KpaKaTta

MOBHUIIIEHO MOTEHE

KocomaJ

OTKITIOYBAHE WMJIM BJIOIIABAHE HA IICOPHA3HC

MYCKYJIHH CHIa3MH

KPBB B ypHHATA

0B0peunu mpodiemMu

OO0JIKH B TPBIHUS KOII

OTOK (ITOyBaHe)

BHCOKa TeMIlepaTypa

HamalsBaHe Oposi Ha TPOMOOIIMTHTE B KPHBTA C IMOBHIIICH PUCK OT KbPBEHE WITH MOsIBATA HA
CHUHHUHU

HapyIICHO 3a3/paBsBaHEe HA PaHU
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Heuectu (Moxe na 3acernat mo 1 va 100 mymm)

OTIOPTIOHUCTUYHHU HHPEKIHMH (BKIIOYUTENHO TyOepKyno3a U Ipyrd MH(PEKINH, Bb3HUKBAIIH IIPH
HaMaJsBaHe YCTOWYHMBOCTTA HA OPraHW3Ma KbM 3a00JIIBaHIS)

HEBPOJIOTHYHU HH(PEKIHH (BKIIOYUTETHO BUPYCEH MEHIUHTHUT)

MH(EKITUH Ha OUHTE

OakTepuanHu HHOEKIUH

MUBEPTUKYIHT (Bb3NaJIeHUe U WHPEKINS Ha 1eOeTT0TO YepBO)

pax

pak, 3acsrani JuM@HaTa cucTemMa

MEJIaHOM

MMYHHHM HapyIIeHUs1, KOUTO MOTaT Jia 3acerHar oesnute ApoOoBe, Koxara v TMM(PHHUTE Bb3IIU
(Haii-uecTo capKoum03a)

BaCKyJIHT (Bb3MajeHUue HAa KPbBOHOCHUTE ChIIOBE)

TpeMop (TperepeHe)

HeBpomnaTus (3a00JsIBaHEe Ha HEPBUTE)

WHCYJIT

3ary0a Ha ciyxa, IIyM B YIIUTE

YYBCTBO 33 HEPUTMHUYHO OMEHe, IpecKayaHe Ha ChPLETO

npoOJIeMHU ChC CHPLETO, KOUTO MOXKE J1a TPUUMHST 33yX MIIM OTOK Ha TIIE3EHUTE
ChpAeYCH UHPAPKT

TOPOOBUIHO Pa3LUIMPEHNUE HAa CTEHATa Ha OJIsSIMa apTepHs, Bb3IaJICHUE U CbCUPEK BbB BEHA,
3alylIBaHe Ha KPbBOHOCEH ChJJ

0enoapoOHM 3a00IsIBaHMS, IPUIHMHSBAIIH 3a1yX (BKIIOUATEIHO Bb3MaJICHNUE)
OemonpoOHa eMOomHs (3aImymIBaHe Ha apTepus Ha Oenus 1po0)

TUIEBpAJICH U3NUB (HEOOWYaiHO 3aIbpKaHe Ha TEYHOCT B IUIEBpPATHATA KyXUHA)
BB3NaJICHHE Ha MaHKpeaca, KOeTO MPUYMHSIBA CHUITHA 0OJIKa B KOpeMa U I'bpOa
3aTPyIHEHO MPETIbINaHe

OTOK Ha JIMLETO (MOyBaHE Ha JIUIIETO)

Bb3NaAJICHUE Ha KIBYHHUS MEXYDP, KAMBHH B KITBYHUST MEXY]D

MaCTHO U3paX/iaHe Ha YePHOIPOOHUTE KICTKU

HOLIHO M3MOTSIBaHE

Oenesn

pasnaj Ha MyCKyJIHa ThKaH

CHCTEMEH JIyIyC epuTeMaroiec (BKIIOUNTEIHO Bb3MaIeHHe Ha KOXaTa, ChbpLETo, OeauTe
IpoOoBe, CTaBUTE U IPYTH OPraHU U CHUCTEMU)

NPEeKbCBaHE Ha CHhHA (YECTH CHOYKIaHNs)

UMIIOTEHTHOCT

Bb3NAJICHUS

Penxm (Moxe na 3acernart fo0 1 Ha 1 000 mymm)

JeBKeMUs (pak, 3acsramni KpbBTa U KOCTHHS MO3bK)

TEKKa aJepruyHa Peakius ¢ MoK

MHOECTBEHA CKJIep03a

HapylIeHHs1 Ha HepBUTE (Bh3MAJICHUE HA OYHMS HEPB M CHHAPOM Ha ['mieH-bape, koiito moxe na
JIOBeJIe 10 MYCKYJIHA CJIa00CT, IPOMEHEHH yCeIllaHus, U3TPhIIBAHE HA PBLETE M TOPHATA YacT Ha
TSITIOTO)

CIIMpaHC U3MOMIIBAHETO Ha KPbBTA OT CHPIIETO

OenoapoOHa hubpo3a (cpacTBaHus B O6e1us APOO)

nepdopaius Ha 4epBo (MPOOHB HA YEPBOTO)

XCIIaTUuT

NOBTOPHO aKTHBHpaHE HA XenaTuT B

ABTOMMYHEH XeNaTuT (Bb3MaJICHUE Ha YePHUs IPO0, IPHYMHEHO OT COOCTBEHATa MIMYHHA
cHCTEeMa Ha OpTaHM3Ma)

KOXXCH BAaCKYJIUT (B’b3HaﬂeHI/Ie Ha KOXKHUTE KPbBOHOCHU C’I)}IOBC)

cuHApoM Ha CTUBBHC-/[)KOHCHH (paHHUTE CUMIITOMH BKJIFOUBAT HEPA3IOIOKEHHE, TEMIIepaTypa,
rinaBobome u 00prB)
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*  OTOK Ha JIUIIETO, CBBP3aH C aJlepruyHa PeaKIus
*  epureMa MynaTudopMe (BB3MAIUTENICH KOXKEH 00pHB)

e Jymyc-moo0eH CUHIPOM

*  aHrvoeseM (JOKaIHO MOJyBaHE HA KOXKAaTa)

*  JINXCHOWHA KOXHA peakKITus (ChpOsI YepBECHUKABO-JIMIIAB KOXKEH OOPHR)

C Hen3BecTHA 4eCTOTA (OT HUIMYHUTE JAaHHU HE MOXKe /1a Ob/ie HallpaBeHa OICHKa)

*  xemaronueHaneH T-kieTbdeH TuM(poM (PSIKO 3JI0KaYeCTBEHO 3a00isIBaHe Ha KPBBTA, YECTO
(darasHo)

*  Mepken-KJIeThYeH KapuuHOM (BUJ paK Ha KOXKarta)

*  capkom Ha Kamommw, psiiko pakoBo 3a00iisiBaHe, CBBP3aHO C MH(EKIHS C YOBEIIKH XepIec BUPYC
8. CapkomsbT Ha Kamnomm Haif-uecTo ce mosBsBa KaTo JIMJIABH JIE3UH MO KOXKaTa

*  4YepHOIPOOHA HEJOCTATHUYHOCT

*  BIIOIIABaHE Ha ChCTOSIHUE, HAPEUYCHO AEPMAaTOMUO3UT (HAOI0AaBaT ce KOXKHHU OOpUBH,
TPHUJIPYKaBaHU OT MyCKyJTHa c1abocT)

*  HajJgaBaHEe HA TErJIo (3a MOBEYETO MAMEHTH HAaBaHETO Ha TErJI0 € OHI0 MAJIKO)

Hsxou cTpannday edexT, HAOMOJaBaHU TIPH aJaTUMyMa0, MOXKe J1a HSIMAaT CHMITTOMH B MOTaT Jia
OBIIaT OTKPUTH CaMO Ype3 KPbBHU HU3cIieIBaHuA. Te BKIIOYBAT:

Mmuoro yectu(Moxe ga 3acerHar noseue ot 1 Ha 10 mymm)
*  HHUCKH CTOWHOCTH Ha OeNiTe KPHBHU KIIETKU

* HUCKH CTOMHOCTH Ha YCPBCHUTEC KPBBHU KIICTKH

* IMMOBUIICHUC HA JIUIIUAUTE B KPbBTA

*  IIOBHUIICHHE HA YSePHOIPOOHHUTE EH3NMHU

Yectn (Moxe aa 3acersat g0 1 Ha 10 xymmn)

*  BHCOKHM CTOHHOCTH Ha OeTUTe KPhBHU KJIETKU

*  HHUCKH CTOWHOCTH Ha TPOMOOIIUTHTE B KPHBTA

*  MOBHIIEHA MMKOYHATA KHCENNHA B KPbBTa

*  HapylIeHHE B CTOMHOCTUTE Ha HaTPHUS B KPHBTa
*  HHUCKHU CTOMHOCTH Ha KaJlLHi B KPbBTA

*  HHUCKHU CTOWHOCTH Ha pocdaTu B KPbBTA

*  BHCOKa KpbBHA 3axap

*  BHCOKHM CTOMHOCTH Ha JIAKTaT JEXHUJIPOTe€Ha3aTa B KPbBTa
*  HaJIWYUE HAa aBTOAHTUTENA B KPbBTA

*  HHCKHU CTOMHOCTHU Ha KaJIMil B KpBBTA

Heuectu (Moxe na 3acernat mo 1 Ha 100 mymm)
*  MOBWIICHU CTOHHOCTH Ha OMIIUPYOUH (4epPHOAPOOEH KPBBEH TECT)

Penxu (Moxe na 3acersar jo0 1 Ha 1 000 mymm)
*  HHUCKHU CTOWHOCTHU Ha OEJIUTE KPHBHU KJIETKH, YePBEHUTE KPHBHU KJIETKU U Opos Ha
TPOMOOILIUTUTE B KPBHBTA

Cpo0laBaHe HA HeKeJIAHU PeaKlun

AKoO TIoITyuHTe HIKAaKBU HEXKEJIaH! peakin, yBeaomere Bamst nekap winn papmanest. ToBa
BKJIFOYBA U BCUYKHW Bb3MOXXHH HEXKCJIaHU p€aKINK, HCOIMMCAHN B Ta3W JIMCTOBKA. MoxeTe ChIIO aa
CHOOIINTE HEXKENAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOoOIIaBaHe, T0COYEHa B
IIpunoxenne V. Kato cro01maBare HeXXeIaHA PEaKIH, MOXKETE Jla TaJIeTe CBOSI MPUHOC 3a
MoJTyJaBaHe Ha MoBeue HH(POpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kaxk na cexpansasare Hukyndra

ﬂa CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

He usmnosn3Baiite TOBa JIEKapCTBO CJI CPOKa Ha FOJHOCT, OTOEIs3aH BbPXY €TUKETa U KapTOHEeHATa
omnakoBka cien ,,EXP“ u ,,l'omen n1o“. CpoKbT Ha TOMHOCT OTIOBaps HA MOCIICTHUS JICH OT IOCOYCHHS
Mecell.

a ce cexpansea B xnagminuk (2 °C - 8 °C). Jla He ce 3aMpassiBa.

CBXpaHHBaﬁTe MIpEeABAPUTCIIHO HAITBJIHCHATA MMHUCAJIKa B KAPTOHCHATA OIIaKOBKaA, 3a a CC NpCaAma3n OT
CBCTJIMHA.

AnTepHaTUBHO ChbXPAaHEHUE:

Korato e HeoOxomumo (Hanpumep, korato meTyBate), Hukyndra npensapurenHo HambiHeHa THCANKa
3a eqHOKpaTHa ynorpeda Moxe Ja ce cbxpansasa mpu 20 go 25 °C 3a makcumaneH nepuon 10 30 mau —
NPOAYKTHT TpsiOBa na Ob/ie 3amuTeH oT cBeTinHa. Cies Kato ObJe U3BaJieHa OT XJIaITHUKA 32
cpxpanenue npu 20 °C go 25 °C, cnpuHIoBKaTa TPAOBa Aa ce U3M0J3Ba B paMkuTe Ha 30-Te THA
WJIM 12 ce U3XBBPJIM, 0P aKO € BbPHATA B XJIaJUIHHUKA.

TpsiOBa ja 3anuIere garata, KOraro CIPUHIIOBKATA € U3BaJICHa 3a ITbPBU BT OT XJIaAUIHUKA U
JaTara, cliell KoAaTo TpsiOBa Ja ce N3XBBPIIH.

He u3non3paiite ToBa J1€KapCTBO, aKO TEUHOCTTA € MBTHA, C IPOMEHEH LBAT WU ChAbPKa JIFOCIIU WU
YJACTHIIH.

He u3xBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 33 JOMAIIHU OTHaAbIIH.
[Momuratite Bamus nekap win ¢papManeBT Kak Ja U3XBBPITE JIEKapCcTBaTa, KOUTO Beue He
u3noa3Bare. Te3n MEepKHU 1€ CIIOMOTHAT 33 ONa3BaHE HAa OKOJIHATA Cpeaa.

6. Cbm)pma}me Ha OMAKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kaxkso cpabp:xa Hukyndra

- AKTHUBHOTO BEILECTBO € aAaIMMyMa0.

- Jpyrure cbcTaBKH ca HaTPUEB XJIOPU, 3aXapo3a, noiaucopdar 80, Boja 3a MHKEKIUH,
XJIOPOBOJIOPO/IHA KHCENMHA (3a Kopekius Ha pH), HaTpueB xuapoxcun (3a kopekius Ha pH)

Kak m3rie:kna Hukyndra u kakBo chbabp:ka OaKkoBKaTa

Hukyndra 80 mg nHXeKIHOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA MUCAJIKA CE Tpeyiara Karo
cTepuiieH pa3TBop Ha 80 mg amganumymad, pastBopeH B 0,8 ml HHKEKIIMOHEH pa3TBOP B
NPEIBAPUTETHO HATBITHEHA HHKCKIIMOHHA CUCTEMA C Uria (aBTOMHKEKTOP), ChIbPIKAIlla HAITbJIHEHA
CTHKJICHA CIIPUHIIOBKA ¢ (PMKCHpaHa Urjia ¢ IyiaBa Ha Oytanoro (OpomOyTuioBa ryma). [Tucankara e
PBYHO, MEXaHMYHO WHKEKIIMOHHO YCTPOMCTBO 3a eIHOKpaTHA yrnoTpeda.

Hukyndra npeBapuTesHo HabJIHEHA CIIPUHIIOBKA € CTHKJICHA CIIPUHIIOBKA, ChbpKAIa pa3TBOp Ha
aganuMymao.

Bcesika onakoBka chrbpka 1 wim 3 mpeaBapuTeIHO HAITBIHEHU CIPUHIIOBKH, OTIAKOBAaHU B OJIUCTED, C
1 unu 3 TaMnoHa, HAO€HU ChC CIUPT.

IIpuTe:kaTes Ha pa3pelIeHHeTO 3a yoTpeda
STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

IIpousBoauTenu
lvers-Lee CSM
Marie-Curie-Str.8

79539 Lorrach
I'epmanus
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Alvotech Hf
Semundargata 15-19
Reykjavik, 101
Hcnanmms

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

3a momreTHATENTHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHIS
NpeACTaBUTEN Ha MIPUTEXKATEIS Ha Pa3pelIeHUETO 3a yHoTpeoa:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 24797878

Bbarapus
STADA Bulgaria EOOD
Ten.: +359 29624626

Ceska republika
STADA PHARMA CZ s.r.o.
Tel: +420 257888111

Danmark
STADA Nordic ApS
TIf: +45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB,,STADA Baltics*
Tel: +370 52603926

EArada
RAFARM A.E.B.E.
TnA: +30 2106776550

Espafia
Laboratorio STADA, S.L.
Tel: +34 934738889

France
EG LABO - Laboratoires EuroGenerics
Tél: +33 146948686

Hrvatska
STADA d.o.o.
Tel: +385 13764111

Lietuva
UAB,,STADA Baltics*
Tel: +370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747

Malta
Pharma.MT Ltd
Tel: +356 21337008

Nederland
Centrafarm B.V.
Tel.: +31 765081000

Norge
STADA Nordic ApS
TIf: +45 44859999

Osterreich
STADA Arzneimittel GmbH
Tel: +43 136785850

Polska
STADA Poland Sp. z.0 o.
Tel: +48 227377920

Portugal
Stada, Lda.
Tel: +351 211209870

Romania

STADA M&D SRL
Tel: +40 213160640
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Ireland
Clonmel Healthcare Ltd.
Tel: +353 526177777

island
STADA Arzneimittel AG
Simi: +49 61016030

ltalia
EG SpA
Tel: +39 028310371

Kvzpog
STADA Arzneimittel AG
Tn: +30 2106664667

Latvija
UAB ,,STADA Baltics*
Tel: +370 52603926

Slovenija
Stada d.o.o.
Tel: +386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: +358 207416888

Sverige
STADA Nordic ApS
Tel: +45 44859999

IIaTa Ha MOCJIEAHO MpepasrieKaane Ha JUCTOBKaTa

JApyru u3To4yHUIM HA HHPOpMALUA

IMonpo6Ha nH(MOpMAaIUs 32 TOBa JIEKAPCTBO € IIPeAOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus

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

[MonpoOHa u akTyanu3upana WHGOPMALUS 32 TO3H JIEKaPCTBEH MPOIYKT, BKIIOYUTEIHO BUICO 33 TOBA
KakK J1a U3MI0J3BaTe MpeABAPUTCIIHO HAITbJIHCHATA CIPUHIIOBKA, € NOCTBIIHA YPEC3 CKAHUPAHE Ha QR
KO/1a, IIOCOYEH MO0y WJIM BhPXY KapTOHEHATa ONaKoBKa, chc cMapTdoH. Chlata nHpopManus ce
npezyiara u Ha ciaeaaus URL aapec: hukyndrapatients.com

QR ko, KOUTO 1Ie OB/IE BKITFOYEH
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Ykazanus 3a ynorpeda

YKA3AHUA 3A YIIOTPEBA
Hukyndra (axanumyma0) npeaBapuTeTHO HAITbJIHEHA MHCATIKA
80 mg/0,8 ml nHKeKHHOHEH PA3TBOP, 32 MOAKOKHO MPHJI0KEHHE

IIpoyeTeTe BHUMAaTeIHO Te3U yKa3aHus 3a ynorpeda, npean na nznouassare Hukyndra
NpeABAPUTENHO HAITbJIHEHA NHCAJIKA 32 eAHOKPATHA YyHoTpeda

IIpenu uHKEeKTHPaHE:
Bammwusar noctaBumk Ha 31paBHHU yciyrH e Bu nokaxe kak aa nznonsBare Hukyndra npenBapurtento
HaITbJIHEHA [TUCAJIKA 3a €AHOKpATHA yrnoTpeda 3a MbpPBU IIbT.

AKO cTe M3MO0JI3BaJIM B MHHAIOTO IPYT BUJ MHUCAlKa ¢ aJalnMyMad, KOATO € Ha Ta3apa, TO3U BUJL
NHCAJIKa JISHCTBA 1O pa3IMueH HaYMH OT ocTaHanuTe. [IpouereTe U3ISI0 Te3U HHCTPYKINH 32
ynotpeba, Taka 4e fja pazdepere Kak aa usnoissare nmpaBuwiaHo Hukyndra mpeaBapuTenHo HamrbiHEHA
MycajKa Ipean 1a s IpUI0KUTe 3a IbPBU ITBT.

Ba:xna undopmanmus:

. He uznonseaiite nucankara u ce o0ajeTe Ha Bammst JocTaBuMK Ha 37paBHH IPYKU HITH
(hapmarieBT, aKo:
. TEYHOCTTa € MBTHA, C IPOMEHEH LBAT WM ChIbPIKA YACTHLIH;
. CPOKBT Ha FOJJHOCT € U3TEKbJ;
. MUcalikaTa € U3JlaraHa Ha MpsKa CIIbHYeBa CBETJIMHA
. nycajkara e Ouia U3MycKaHa Wil CUyIeHa.

He cBassiiTe kanaukara 0 MOMEHTa HEIIOCPEACTBEHO npeau umkektupanero. Hukyndra
MPeIBAPUTEITHO HAIThJIHCHA MTUCAJIKa 33 €JIHOKpaTHA yrnoTpeda TpsOBa 1a ce
ChXpaHsBa Ha MACTO, HEIOCTBIIHO 32 JELa.

[TpoueTere BCsika CTpaHKIIA OT HHCTPYKIUATA MTPEH MbpBO WHKekTUpaHe Ha Hukyndra
IIPEABAPUTEIIHO HAITBIIHEHA ITUCAJIKA.
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Hukyndra npeaBapuTeHO HANLJIHEHA MUCAJIKA

CuBa 30Ha 3a
XBalllaHE Ha TSAI0TO

Kontponno npo3opue

OpanxeB npeana3uresn
Ha uriara

o

'D pammEms

Wrma

IIpo3pauna kanauka

Kak na cbxpansiBate Hukyndra npeaBapuTte/iHO HAalTbJIHEHA MUCAJTKA 32 eTHOKPATHA
ynorpebda?

CobxpansiBaiite Hukyndra mpeaBapuTesiHO HalbJIHEHATA HCATIKA B OPUTMHAIHATA KapPTOHEHA
ONaKOBKa B XJI/AIHUK MpK Temmeparypa mexy 2 ° o 8 °C.

Korato ¢ HeoOxomumo (Hanpumep, korato meTyBate), Hukyndra npensaputenHo HamrbJIHEHA TTHCANTKA
Mo3ke 1a ce cbxpansaBa pu 20 no 25 °C 3a makcumares nepuon 1o 30.

3a nmoBeve uHGpopMaIysi, BUXKTE TOUKA 5 OT JTUCTOBKATA.

CTDBIIKA 1: M3BaneTe nucajkaTa oT XJATWIHAKA U 1 ocTaBeTe aa ce 3aTonym npu 20 °C 25 °C
3a 15-30 munyTHn

Crpuka 1.a M3Banere Hukyndra npeaBapureHo HambIHEHa MUCAJKa OT XJIaJAWIHUKA (BX. Purypa
A).

Cropnka 1.6 Ocrasere Hukyndra npenBapuTenHo HambJIHEHa MUCAIKa 1a CE 3aTOIUIM IPU
temneparypa 20 °C go 25 °C B npoasmkenue Ha 15 no 30 MunyTn npeau nmxektupane (Bx. Ourypa
b).

. He npemaxsaiite npeanasutens Ha uriata, fokato Hukyndra npensapuTento HambiIHEHA
mucanka gocturae 20 °C no 25 °C.

. He 3atomnsiite Hukyndra npeiBaputeHo HabJIHEHA MUACANIKA 110 HUKAKBB JAPYT HAYWH.
Hanpumep He 3aTormisiiiTe B MUKPOBBIIHOBA TIEUKa WM B TOPEIa BOjA.

. He usmosnssaiite mpeaBapuTEIIHO HAITBIHEHATA MTHCANTKA, aKO TEYHOCTTA € Onia

3aMpassiBaHa (0P U J1a € pa3MpaseHa).
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®urypa b

CTBIIKA 2: IIpoBepere CpoKa HA FOAHOCT U JIeKAPCTBEHUS Pa3TBOP

Crpika 2.a [IpoBepeTe cpoka Ha FOAHOCT BbpXy eTukera Ha Hukyndra npenBaputenHo HambiHeHaTa
nucanka (Bx. @urypa B).

He usnonssaitre Hukyndra npeasapuTenHo HamrbIHEHATA MHCATKA, aKO CPOKBT Ha

TOOHOCT € U3TCKBbJI.

Tonen mo: MM/TTTT

y

~ o,
LA A A B B B N J

®urypa B

Crpika 2.6 [loctaBeTe BbpXy uKcTa U riajaka noBbpxHoct (Purypa I):

e 1 Hukyndra® npenBapuTeiHO HamrbJIHEHA MUCATKA U TAMIIOH, HAIIOECH ChC CITUPT

e | mamyueH TaMIOH WM Mapiis (He ca BKIIOYEHH)
YcToiuuB Ha MPOOMBaHE KOHTSHHEP 3a U3XBBHPJISHE HA OCTPH MPEAMETH (HE € BKIIFOUCH).

Bwxre Crpnka 9 B Kpast Ha Te3W yKa3zaHH 3a yrorpeba 3a TOBa Kak /1a U3XBbPIUTE
(yaumoxwure) ceosita Hukyndra® npeaBapuTellHO HAITbJIHEHA [TUCATIKA.

— 2

Qurypa I

Crpnka 2B: M3muiiTe u noacymere poeiere cu (Bx. Ourypa J1):
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CTBIIKA 3: U36epete u mouncTeTe MCTOTO HA MHAKEKTHPaHe
Crprka 3a: U36epere msicto 3a nmkektupane (Bx. Gurypa E):

. Ha npennaTa noBbpXHOCT Ha OEIPOTO HITH
. Ha xopemMa Hail-Manko Ha 5 CM pa3CTOSIHHE OT ITbIIa
B Haii-manko Ha 3 cM OT MOCTIETHOTO MSICTO Ha HHKEKTHPAHE

Qurypa E

Crbnka 30. [louncreTe ¢ KpBroBU ABIKCHUS MSICTOTO 32 HHXKEKTHPAHE C TTIOMOIITa Ha TAMITOHA ChC
cnupt (Bk. Gurypa XK).

®urypa K

CTDIIKA 4: [IpoBepeTe JieKAPCTBOTO B KOHTPOITHOTO IPO30pUC

Crpnka 4a. [IpbxTe npeaBapUTeIHO HarbiiHeHaTa nucaika ¢ Hukyndra cec cuBaTa 30Ha Ha XBaiaHe
Ha TsUT0TO, HacodeHa Harope. [IpoBepere koHTpoIHOTO Mpo3opue (Bk. urypa 3).

M HOpMaJ'IHO € B I[IPO30OPUCTO Ia nMa 1 miu nopeye MCXYypUcTa.
° YBepCTC C€C, UC TCYHOCTTA € 6I/ICTpa n 6€3HBCTHa.

He u3non3spaiite Hukyndr a MIPpCABAPUTCIIHO HAITBJIHCHA MU CAJIKA, dKO TCHHOCTTA € MbTHA UJIN

ChIbpXKa YACTUYKH.
He nsnonzaiite Hukyndra npenBapuTelHO HalmbJIHEHA MM CAIKa, aKo € OWiia M3ITyCKaHa Wi CUYTIeHa.
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Ourypa 3

CTBIIKA 5: CaJjieTe npo3payHaTa Kanauka

Crpnka 5a. Uzgppnaiite npo3paynata kamnauka (Bx. @urypa N).
HopmanHo e 1a BuanTe HIKOJIKO Kalkd TEYHOCT J1a U3THYaT OT UrJjara.
Crbnka 50. 13xBbpiere npo3payHara Kanaydka.

He nocrasstiiTe nmpo3pauHara Kanadka OTHOBO BbpXY MUcaiikaTa. ToBa Moxke J1a OBpEAH UTiara.
IIncankata e ToTOBa 32 yroTpeda cien CBAISHE Ha MPO3pavyHaTa Karmavka.

Crbnka 5B, 3apbprere Hukyndra npeBapuTesiHO HalTbJIHEHA MMHACAJIKA TaKa, Y€ OPAHIKEBUAT
MIpPEAMa3uTeNl Ha UTJIaTa Ja COYHM KbM MICTOTO Ha MHXKEKTHPAaHE.

®urypa U

CTDIIKA 6: 3axBaneTte koxata u nocraBere Hukyndra npeaBapureiHo HambJIHeHA MUCAJIKA
HaJ] MSICTOTO HA MHIKEKTHPAHe

Crbnka 6a. CtucHeTe Ko)kaTa Ha MACTOTO HAa MHKEKTUPAHE, 32 J1a TTOBANTHETE yJacThKa U 5
3aJIPBIKTE 3APABO.

Crbnka 60. [TocraBete opaHkeBUs IIPEANIa3UuTeNl Ha UIJ1aTa Mo mpae br'ba (907) crpsiMo MSACTOTO Ha
umxekTupane (Bx. Ourypa N).
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JlpbXKTe mucaikara Taka, 9e Ja MOXKeTe Ja BIDK/IAaTe KOHTPOIHOTO IPO30pYe.

Qurypa "
CTBDBIIKA 7: IlocTaBeTe HHKEKIMATA

Crpnka 7a. HaTucHeTe U poabIDKeTe 1a IPUTHCKATE MUCaIKaTa Ha/loMy KbM MSCTOTO Ha
nHxektupane (Bx. urypa K).

. [IspBOTO ,,II[paKBaHe™ 1lle CUTHAIM3KMPA 33 HAYAIOTO Ha MHXKeKTUpaHeTo (Bxk. durypa K).
Crnen mbpBOTO ,,IIIpaKBaHe’ MOXKe J1a MUHAT 10 10 CeKyHAM 0 MPUKIIOUYBAHETO.

. [IpoapinkeTe ga MPUTHCKATE THCATKATA HAJOTY KbM MICTOTO HAa HHXKEKTHUPAHE.

. WHXEKTUPaHETO € TPUKIIYNIIO0, KOTaTO OPaHKEBHUIT WHAUKATOP MPECTAHE J1a CE& JBHKH

1 MOXeE JIa 9yeTe BTOPO ,,lpakBane” (Bx. durypa JI).

He nosauraiite u He ciMpaiiTe HAaTHCKAa BEPXY MACTOTO Ha MH)XKEKTHpaHe, JOKAaTO CE YBEPHUTE, Ue
WH)XEKIUATA € 3aBbpIIeHA.

Ourypa K Qurypa JI

CTBIIKA 8: U3Bagere ¢ Hukyndra npeaBapure/iHO HATBJIHEHA MUCAJIKA ¢ BHUMATEIHO OT
KOKATa

Crpnka 8a. Koraro nmkekrupaneTo npukitoun, 6asHo nsreriere Hukyndra nmpensapurento
HaIThJTHEHA THCAJIKa OT Koxkata. OpamKeBHUAT MPEIIa3uTel Ha UTjaTa e TOKpHUe BbpXa M (BK.
Ourypa M).

AKO Ha MSICTOTO Ha MHXCKTHPAHE UMa TIOBEUYE OT HIKOJKO KallKu TEYHOCT, CBBPIKETE ce ¢ Bamms

JIOCTaBYHMK Ha 3IPaBHU TPIKH 32 TTOMOIII.
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Crbnka 86. Cien kKaTo HHHKEKTUPAHETO € TMPUKITIOYHIIO0, TTOCTABETE TaMyUeH TaMIIOH WU MapJis
BBPXY KOXKAaTa Ha MSICTOTO HA HHKEKTHPAHE.

He pa3stbpksaiire.
Jlexo KbpBeHE Ha MACTOTO HA MH)XEKTUPAHE € HOPMAJIHO.

®urypa M

CTDBIIKA 9: Kak 1a u3XBbpJisl H3M0JI3BAHATA NPEABAPUTETHO HAITbJIHEHA MCAJIKA C
Hukyndra?

Crpnka 9a. [locraBere U3MON3BAHNTE MMHCAJIKH, CIIPHUHIIOBKY U OCTPU NIPEMETH B KOHTEHHED 3a
OCTpH MpPEJAMETH BeJIHara ciel ynorpeoda (Bx. @urypa H).

He u3xBbpJisiiTe nucajnkara B OMTOBUTE OTHAABIU.

Crbnka 90. [Ipo3paynara kamnauka, TAMIOHBT, HAIIOEH ChC CIUPT, MTAMYYHHUAT TAMIIOH WJIM MapJiATa,
KaKTO M OIIaKOBKATa MOTaT Jia ObJIaT U3XBHPJISIHU BbB Bamure OMTOBM OTHAIBIIH.

AKo HAMaTe KOHTEHHED 3a U3XBBPIISTHE HA OCTPH MIPEMETH, MOXKETE JIa M3M0JI3BATE JJOMAKHHCKH
KOHTEHHEp, KOWUTO €:
. OT 3/paBa IjlacTMaca,
. MoKe Jja ObJie 3aTBOPEH C TUTBTHO NMPWIIATAIL, YCTOWYHB Ha MPOOHUBaHe Karak, mpe3
KOWTO HE MOrar J1a IPOHUKHAT OCTPH IIPEAMETH,
M3MpaBeH U CTa0MUIIeH 10 BpeMe Ha ynotpeoa,
YCTOMYMB HA TEYOBE U
IIPaBUJIHO €TUKETHPAH, 32 1a PEAYIPEXIaBa 3a ONacCHU OTIAIbLU B KOHTEHHEpA.

Koraro xonTeiinepbT Bu 32 U3XBBpIsiHE HA OCTPH NPEAMETH € TIOUTH IThJIEH, 11Ie TPsAOBa Aa ciieaBare
MECTHHTE yKa3aHUs 3a MPaBWIIHKS HAUYWH 32 0CBOOOXK1aBaHe Ha Barms KoHTeitHep 3a M3XBBPIISIHE Ha
OCTpH MPEAMETH.

He u3xBbpisiiTe N3M0I3BaHUs KOHTEHHED 332 OCTPH NMPEIMETH B OUTOBUTE CH OTIIAIBIIH.

He penuxnupaiite n3non3BaHus cu KOHTEHHED 32 OCTPU MIPEIMETH.
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@urypa H
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