MNPHJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKApPCTBEH MPOAYKT IMOJICKH Ha JOIMBJIHUTEIHO HaOtoAeHue. ToBa 11ie 03B0ojIM OBP30TO
YCTaHOBSIBaHE HAa HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3WCKBA J1a ChOOIIAaBaT BCSIKA MOA03MpaHa HeKellaHa Peakiis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Usgena 130 mg koHueHTpar 3a HH(Qy3HOHEH Pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu dmakon crappka 130 mg ycreknaymad (ustekinumab) B 26 ml (5 mg/ml).

Ycrekunymab e usiisuio 4oBerko [gG 1k MOHOKIIOHAIHO aHTUTSII0 KbM uHTepieBkuH (IL)-12/23,
MPOM3BE/ICHO B MUEJIIOMHA KJIEThUHA JIMHUS Ha MUIIKH ¢ TIoMolITa Ha pekomOnHanTHa JTHK
TEXHOJIOTHSL.

IToMOIIHO BEIIECTBO C U3BECTHO ACHCTBUE

Bceexu ml cpappxa 0,4 mg monmcopOat 80.

3a IBJIHUA CIIUCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KonueHTpat 3a HH}yY3UOHEH pa3TBOp (CTEpUIIEH KOHLIEHTPAT)

PaztBOpBT € OuCTHp, Oe31BeTeH 10 0I€T0KBIT U O0€3 BUJUMH YaCTHIIH.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

Bonect Ha Crohn

Usgena € IIOKa3aH 3a JICUCHHEC Ha BB3PAaCTHU MalUCHTU C YMCPEHA 10 TCKKA aKTHUBHA Ooirect Ha
Crohn, KOHTO Ca C€ NOBJIHAIN HEJOCTATHhYHO, BEUC HC CC IMOBJIMABAT UJIH UMAT HCIIOHOCHUMOCT KbM
KOHBCHIIMOHAJIHATA TEpalrsd WJIN KbM aHTAarOHUCT Ha TNFa.

Ymepo3eH KOJUT

USgena € IMOKa3aH 3a JICUCHNC Ha Bb3PACTHU MAIUCHTU C YMCPCH N0 TCKBK aKTUBCH YJIICPO3CH
KOJIUT, KOUTO Ca C€ IOBJINAIIN HEAOCTATBhbYHO, BEUC HE CC ITOBJIMABAT HJIM UMAT HCIIOHOCHUMOCT KbM
KOHBCHIIMOHAJIHATA TEpalurd WJIN KbM OHONIOrnyYeH JICKaApCTBCH MMPOAYKT.

4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

Usgena koHIeHTpaT 3a HH(QY3UOHEH Pa3TBOP € MpeIHA3HAYCH 3a yIoTpeda 1Mo pPhKOBOICTBOTO U
HaJI30pa Ha JIeKap C OIUT B JIMArHOCTUIIMPAHETO U JieueHneTo Ha Oosect Ha Crohn mnwm yreposeH
koiuT. Usgena KoHIeHTpaT 3a MH(PY3MOHEH pa3TBOpP TPsAOBA Ja ce€ M3MOJI3Ba CaMO 3a HMHTPaBECHO3HATA
WHIYKIIMOHHA 1033,
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bonecm na Crohn u ynyeposen xoaum

Jleuenneto cbe Usgena TpsdBa aa ce 3amoyHe ¢ eAUHUYHA HHTPaBEHO3HA /1032, OCHOBABaIlla Ce Ha
TeJIecHOTO Terino. MH(y3noHHUAT pa3TBOp TpsiOBA Ja ce MPUTOTBU OT HAKONKO ¢urakoHa Usgena
130 mg, xakTo e ykazano B Tabmuma 1 (Bx. Touka 6.6 32 IPUTOTBIHETO).

Tabauya 1 Havanna unmpasenosna 0oza Usgena

TesiecHo TerJjio Ha mauuenTa  IIpenopbumnTesiHa x03a? Bpoii puraxkonu Usgena
KbM MOMEHTA Ha NpPUJIarane 130 mg

<55 kg 260 mg 2

> 55 kg to < 85 kg 390 mg 3

> 85 kg 520 mg 4

2 TIpubmusurenHo 6 mg/kg

ITepBaTa moaKoXKHA 7j03a TPsIOBa J1a ce MPUIIOKHU Ha CeIMHILA § cllel MHTPaBEeHO3HaTa 103a. 3a
JIO3UPOBKATA IIPU MOCIEIBAIATA CXEMA Ha MOJKOKHO NpuiiokeHue BuxkTe Touka 4.2 ot KXII Ha
Usgena nexeKImmoHeH pa3TBop ((h1akoH) U WHXEKIIMOHEH Pa3TBOP B IMPEABAPUTEITHO HAIThJIHEHA
CIPUHIIOBKA.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOxoquMo aantupane Ha J103aTa Py MalUeHTH B CTapyecka Bb3pacT (Bxk. Touka 4.4).

bvbpeuno u wepHodpobHo yepescoare
He ca mpoBexanu npoy4BaHus ¢ ycTeKHHYMa0 IIpH Te3H IoITyanuy nanueHTH. He Moxxe na ce nane
IpernopbKa 3a J03aTa.

Ieouampuuna nonynayust
besonachoctTa u ehukacHoctTa Ha Usgena npu nedenne Ha 6onect Ha Crohn nim yimeposeH

KOJIUT TIPH JieTla Ha Bb3pacT Mo 18 roiMHu Bee OIlle He ca yCTaHOBEHU. JIumcBar nanHu

Hauwnn »Ha npuioxeHue

Usgena 130 mg e camo 3a uHTpaBeHO3HO npuiioxkenue. Toi TpsOBa na ce mpuiiara B
NPOABIDKEHNE HA Hali-MaJIKO eIMH Yac. 3a yKa3aHUsl OTHOCHO Pa3peKIaHeTO Ha JIEKapCTBEHUS
MPOAYKT MIPEIU MPUIOKEHHE BIDKTE TOUKA 6.6.

4.3 TIlpoTuBomoKa3aHHus

CBpBbX4YYBCTBUTEIIHOCT KbM aKTHBHOTO BEIIIECTBO WM KbM HAKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
Kimuu4HO 3HaunMMa, akTHMBHA WH(EKIUs (HaIp. akTHBHA TyOepKyJ103a, BiK. Touka 4.4).

4.4 CneuuajHu npeaynpe:kaeHus U MpeanasHu MepKH MpH ynorpeda

IIpocnenumoct
3a fa ce moIo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO ¥ MAPTHTHUAT

HOMCP Ha IMPUJIOKCHUS TPOAYKT TpSI6Ba SICHO Ja C€ 3alIMCBar.

HNudexnmu

YcreknHyMad MoXe Jja HMa MOTEHIMANI Ja yBeJInyaBa prucka oT MH()EKLIUH U 1a peaKTHBHPa
nareHTHU MH(ekunu. [Ipy KIMHUYHT POYYBaHUS H TOCTMAPKETHHIOBO 00CEPBAIIMOHHO MPOYYBaHE
MIPH TIAIIMCHTH ¢ TICOPHUA3UC c€ HAOII0AaBaT CEPUO3HH OaKTePHATHH, THONYHU M BUPYCHU HHQEKITHH
NIpY TTALMEHTH, IPUEMAIH ycTeKnHyMao (BXK. Touka 4.8).



[Ipu nanyeHTH, IEKyBaHU ¢ YCTEKUHYMAa0, ce ChoO0IaBa 3a OMOPTIOHUCTUYHU HHPEKIMH, BKITIOYBAIIA
peaxTUBUpaHe Ha TyOepKyJ03a, APYTH OMOPTIOHUCTHYHU OaKTepraTHi HH(EKIHNY (BKIIOYHTEITHO
aTUNHYHA MUKOOAKTepHUaTHa WHPEKIUS, MCHUHTHT, IPUYMHEH OT Listeria, THEBMOHUS, MPUYUHEHA OT
Legionella, u HOkapro3a), OMIOPTIOHUCTUYHN MUKOTUYHH WH(PEKIIUHU, OMOPTIOHUCTUYHH BUPYCHU
WHDEKITHH (BKIIOYUTEITHO CHIIChaTHT, TPUIHMHEH OT XEPIeC CHMILIEKC 2) U Mapa3uTHA HH(EKITHN
(BKIJIFOUATETHO OYHA TOKCOILIa3MO03a).

TpsOBa na ce moaxokaa C MOBUIIIEHO BHUMaHHUE, KOTaTo ce 00ChkKaa mpuioxkennero Ha Usgena
MIPH MANMCHTH ¢ XPOHWIHN HHPEKIINY WM aHaMHE3a 3a PeluauBHpaIia nHpeKnus (Bx. Touka 4.3).

[Tpeau 3anouyBaneTo Ha jeyeHne cbc USgena manueHTure TpsoBa Aa ce n3cieaBar 3a

TyOepkyno3Ha nHpekmms. Usgena ue TpsOBa 1a ce mpuiiara Ipy NalueHTH ¢ aKTHBHA

TyOepkyno3a (Bxk. Touka 4.3). JleueHnero Ha nareHTHA TyOepKyno3Ha HHGEKIHS TPAOBa a 3amouHe
npeau npuiokeHrero Ha Usgena. AHTUTYOepKyI03HaTa Tepanusi ChIo TPsAOBa Aa Obae 00ChaeHa
Ipeau HA4aJloTo Ha jiedeHne ¢ Usgena mpu manueHTy ¢ aHaMHe3a 3a JJATCHTHA HJIH aKTHBHA
TyOepKyI03a, IIpH KOUTO HE MOJKE Jla Ce MOTBBPH a/IeKBaTeH Kypc Ha jedenue. [lanuenrure,
npuemany Usgena, TpssOBa Aa ce HabMroAaBaT BHUMATETHO 33 MPU3HAIM U CHMIITOMH Ha aKTUBHA
TyOepKyIi03a o BpeMe Ha JICYUCHUETO U CJIe]] HEeTO.

[MaumenTute TpsiOBa n1a ObAAT HHCTPYKTUPAHH Ja TOTHPCAT JIEKAPCKU CHBET, aKO CE MOSBAT MPU3HALN
WM CUMIITOMM, IIpeArojaranin I/IH(l)CKHI/ISI. Axo ManyeHT pa3BUC CCPUO3HA I/IH(i)CKHI/IH, CBbCTOAHUCTO
My Tpsi0Ba BHUMATEIHO 1a ce cieau u Usgena He TpsOBa na ce mpuiara, 10KaTo HHPEKIUATa He

ObJe OBIIAISHA.

3110KAYECTBEHH 3a00ISIBAHKS

HNmyHocympecopu KaTo yCTeKHHYMaO UMaT MOTEHIMAN JIa YBEJINYaBaT PUCKa OT 3JI0KaUYeCTBEHH
3a0ossiBaHus. Hsikon nmanueHTH, KOUTO ca mprueMaly ycTeKnHyMal B KIIMHUYHY MTPOYYBAHUS H B
MOCTMAapKETHHIOBO 00CEPBALIMOHHO MTPOYYBAaHE NPH MALUEHTH C IICOPHUA3UC, Ca Pa3BIIIM KOXKHH U
HEKOXHH 3JI0Ka4eCTBeHH 3a00Is1BaHus (BK. ToUka 4.8). PUCKBT OT 3710KadecTBEHN 3a00JIIBaHHSI MOXKE
Jia € TI0-BHCOK TIPH MAIMEHTH C IICOPHA3KC, KOUTO Ca JIGKYBaHHU C JPYrd OMOJOTUYHH JIEKapCTBa B
X0Ja Ha 3a00JISIBAHETO.

He ca npoBexpaHu npoy4BaHusi, B KOUTO Y4acTBAT MAIIMCHTH C aHAMHE3a 3a 3JI0KaYeCTBCHU
3a00JIIBaHUS WA B KOUTO MPOIBIDKABA JICUCHUETO Ha TAIMEeHTH, Pa3BUJIH 3]I0KA4eCTBEHO 3a00IsIBaHe
0 BpeMe Ha IIpreMa Ha ycTeknHyMab. 3aToBa TpsOBa Ja ce TOIX0K/1a C IIOBUIIIEHO BHUMaHHE,
KOTaTo ce 00Chk/1a MpuiioxkenrneTo Ha Usgena npu te3u malueHTy.

Bceuukn nanuenTty, no-cnenuanHo Te3u Haja 60 ToAuHy, MalMEeHTH ¢ aHaMHe3a 3a MPOIbJIKUTETHA
MMYHOCYIIPECHBHA Tepamus Wiu TakuBa ¢ anamHesa 3a [IYBA (micopanen u ynTpaBHOIETOBH A JThYH)

Tepamus, TpAOBa 1a ce HaOIroJaBaT 3a MmosBa Ha pak Ha Kokara (BK. Touka 4.8).

CucreMHH U PECTIUPATOPHHU PCAKIIMH HA CBPBXYYBCTBUTCIHOCT

Cucmemnu

Cepro3HHU peakliy Ha CBPbXYYBCTBUTEIHOCT Ca IOKJIaJABAaHU B IOCTMAPKETUHIOBH YCJIOBUS, B HIKOU
CITy4ad HSAKOJIKO JHHM e[ iedeHuero. Mima ciyuan Ha aHaUIIaKCUsl M aHTHOEJeM. AKO Ce MOSIBH
aHaWIaKTHYHA WK JpyTa CepUO3Ha PEAKITHS Ha CBPBXIYBCTBUTEIHOCT, TPSOBA Ja c€ HA3HAUN
MOJIXOJISIIIIA Tepanus U MmpriokeHuetro Ha Usgena tpsioBa aa ce nmpeycraHoBH (Bxk. Touka 4.8).

Peaxyuu, cevpzanu c ungyzusma

B xivHWYHHTE M3MUTBaHUS ca HAOJIIOaBaHU PeaKIuU, CBbp3aHu ¢ nH(py3usaTa (Bx. Touka 4.8). [o
BpeMe Ha IOCTMAaPKETHHIOBOTO HAOMI0ICHHE Ce ChOOIIaBa 3a CEPHO3HH PEAKLINH, CBBP3aHH C
WH(Y3UATA, BKIFOUYUTEITHO aHA(DWIAKTUYHYU PEaKIni KbM UHPY3usaTa. AKO ce HaOIr01aBa cepro3Ha
WJIH KUBOTO3aCTpalllaBala peakius, TpsSOBa a ce 3aloyHe MOAXO0IAIIa Tepanus U MPUIOKEHUETO Ha
ycTeKnHyMab Aa ce MpeycTaHOBH.



Pecnupamopnu

Crnyyan Ha anepruyeH ajJBeouT, €O3MHO(MMITHA THEBMOHUS 1 HEMH(EKIINO3Ha OrpaHu3upaIia
MTHEBMOHUS ca ChOOIICHH 10 BpEMe Ha ITOCTMApKEeTUHTOBaTa yrnorpeda Ha ycTekunymao. Kimuanunute
MPOSIBY BKITIOYBAT KAIlUIHIIA, TUCITHES ¥ MHTSPCTHIIMATHY UH(UITPATH CIIE]T €THA JIO TPH JI03U.
Cepuo3HHTE TOCTIESIUITN BKITFOYBAT ANXATEeTHA HEJOCTATHYHOCT M MPOIBIDKUTETHA XOCITUTAIN3AIINS.
ITomobpenue e crOOMABaHO CIIE] IPEyCTaHOBIBaHE HA JICYCHUETO C YCTEKHHYMal U B HIKOW CITyqan
MIPH MPIIOKEHUE Ha KOPTUKOCTEPOUIU. AKO ObJIc M3KIIIOUeHA MHMEKIIHUS U JIUarH03aTa Ce MOTBbPIH,
MPHUIIOKEHUETO Ha yCTeKHHyMal TpsOBa /1a ce MPeyCTaHOBH U J1a Ce 3all0YHE MOIXOISIIO JISYeHNE
(Bx. TOuKka 4.8).

CupIeYHOCHA0BU CHOUTHS

[Tpu manmeHTy ¢ MCOpHasuc, ¢ eKCIO3UIHS Ha YCTeKHHYMa0, B MOCTMapKETHHIOBO 00CEPBaLlMOHHO
Mpoy4BaHe ca HaOMI0JaBaH! ChPICYHOCHA0BH ChOUTHS, BKIIOUUTEIHO HHPAPKT Ha MHOKapaa 1
MO3BYHOCHOB HHIUAEHT. PuckoBuTe (pakTopu 3a ChbpAEUHOCHAOBO 3a00sBaHe TpsiOBa 1a ce
OLICHSIBAT PEJOBHO 10 BPEME Ha JICYCHUETO C yCTEKUHyMao.

Bakcunanmm

[IpenopbyBa ce J1a HE ce MpUIIarar >KWBU BUPYCHH WM JKMBU OakTepuaniy BakcuHH (kato BLIK)
enHoBpemMenHo ¢ Usgena. He ca mpoBexaHi KOHKPETHH POYYBaHUsI TPU TALIUEHTH, BEPXY

KOHMTO HACKOPO € IIpujlaraHa >k1Ba BUPYCHa WM KMBa OakTepuanHa BakcuHa. Hsama nannu 3a
BTOPHYHO TpeiaBaHe Ha HHPEKIMsI Ype3 )KUBU BAKCHHU MIPH MAIMEHTH, monydaBamy Usgena.
Jleuenneto ¢ Usgena TpsiOBa J1a ce MpeyCTaHOBH Haii-Malko 3a 15 ceamuiu ciep mocineaHara

J103a IpeAX NOCTaBSIHETO Ha )KMBa BUPYCHA MJIH ’KMBa OaKTepUaHa BAKCHHA U MOXKE Ja ce Bb300OHOBU
Hal-MaJKo 2 CeIMUIH cliell BAKCHHUpaHeTo. JIekapuTe, MpeImuCcBaIly JIEKapCTBOTO, TPSIOBa Aa
HampaBsT cupaBka ¢ KpaTkara xapakTepucTHKa Ha MPOJYKTa 32 KOHKPETHATa BaKCHHA 3a
JOIIBIIHUTETHA MH(OpMAIIHS ¥ yKa3aHHs 32 €THOBPEMEHHATa yoTpeda Ha HIMYHOCYTIPECUBHU
JIEKapCTBa ClIe]] BAKCHHUPAHE.

He ce nmpenoppuBa npuarane Ha kuBH BakcuHU (kato BLDK BakcuHa) mpu kbpmadeTa, ¢ eKCIO3ULIUS
Ha YCTEeKHHYMa0 in Utero, B mpoJbKeHHe Ha ABAHAIECET Mecelia Clle/l PaXKIaHEeTO HIIH JIOKATO
CepyMHHUTE HMBA Ha YCTEKHHYMa0 Ipu KbPMAUueTO CIIaJHAT [10Jl HUBOTO Ha AETEKIMSA (BXK. TOUKU 4.5 U
4.6). AKO ¢ HaJIMIIe KaTeropuyHa KIMHUYHA 110J13a 33 OTICIIHOTO KbpMade, MOXKE J1a Ce OOMHUCIIH
IpujIaraHe Ha )KMBa BaKCHHA B I0-PAaHEH MOMEHT, aKO HE C€ OTKPHBAT CEPYMHH HUBA Ha
YCTEeKUHYMao.

[Naruenture, kouto ynorpedssat Usgena, Moke Jia mojydar eJHOBPEMEHHO HHAKTHBUPAHH HJIH
yOUTH BaKCHHU.

JsnrocpounoTo neuenne ¢ Usgena He MOTHCKa XyMOPATHAA UMYHEH OTTOBOpP KbM
ITHEBMOKOKOBHUTE MOJIM3aXapUIHN BAKCHHU MM KbM BaKCHHHUTE CpeIly TeTaHyc (BXK. Touka 5.1).

EnHoBpeMeHHa UMYHOCYIIPDECUBHA TEPAIIHS

[Ipu npoyuBaHus Ipy ICOpPHUA3UC HE Ca OLIEHSIBaHU 0€30MacHOCTTa U e(h)UKACHOCTTa HA YCTEKHHYMa0
B KOMOWHAIIUS ¢ UMYHOCYITPECOPH, BKIFOUNUTEITHO OMOJIOTHYHH NIPOTYKTH MK poTtoTepanus. [Ipu
MPOyYBaHUS NP IICOPUATHIEH apTPHUT, eAHOBpeMeHHaTa ynorpeda Ha MTX He moBnusiBa
Oe3onacHocTTa U epUKacCHOCTTa Ha ycTeknHyMa0. B nmpoyusanusta npu 6onect Ha Crohn n
yJIIEpO3eH KOJIHUT eJHOBPEMEHHATa yIoTpeda Ha UMYHOCYIIPECOPH WIIN KOPTHKOCTEPOUIN H3TIIEKIa
HE MOBJINSABA OE30IIaCHOCTTA MIIH e(pUKACHOCTTa Ha ycTeknHyMa0. TpsoOBa a ce moaxoxnia ¢
MOBHUIIIEHO BHUMAHHUE, KOTaTO ce 00CHkK/Ia €THOBPEMEHHATa yIoTpeba Ha APYrH HMYHOCYTIPECOPH H
Usgena win rpyu NpeMHUHABAaHETO KbM JIEUEHHE C IPYyTrd OMOJIOTHYHE UMYHOCYIIPECOpH (BXK. TOUKa
4.5).



HNmyHoTtepanus

YcTeknnyMal He € OLSHSBaH MPU MalUEHTH, KOUTO ca MoJJIaraHy Ha UMyHOTepanus 3a anepruu. He e
u3BectHO naynu Usgena Moxe J1a ce 0Tpa3u Ha UMyHOTEPAIusITa MPHU aJePrHH.

CepHo3HHU KOXKHU 3a00JIsIBAaHUS

[Ipu nanueHTH ¢ ICopHasmc ce ChoOIIaBa 3a ciiydan Ha eKc(hOIUATUBEH JEPMATHUT CIIe]] JICUCHHE C
ycrekuayMab (Bx. Touka 4.8). [lammenTrTe ¢ mcopuasuc ¢ miakd MOXKe Jja pa3BUAT epUTPOAEPMHUICH
TICOPUA3UC KATO YaCT OT €CTECTBEHUS XOJI Ha 3a00JISIBAHETO ChC CUMITTOMH, KOUTO MOXE OT KIIMHUYHA
IJIeJIHAa TOYKA Jla He Ce OTJIMYaBaT OT eKC(oIraTuBHUS AepMaTut. Jlekapure TpsOBa J1a BHUMaBaT 3a
CHUMIITOMH Ha €PUTPOJICPMHUYUCH IICOPHA3KC MITH eKC(HOTUATUBEH IEPMATHT KATO YacT OT
MOHHMTOPHPAHETO Ha TICOPHA3KCa MIPH MAIUeHTa. AKO TE3U CUMIITOMHU C€ TIOSIBAT, TPSAOBaA J1a ce
3aMoyHe NoJaXosIo JeueHue. [Ipunoxennero Ha Usgena TpsoBa aa ce mpeycTaHOBH, aKO HMa
CHhMHECHHSI 32 JIEKaPCTBEHA PEAKIIU.

3aboiisiBaHus, CBBEP3aHU C JIYITYC

Cityyan Ha 3a00JsIBaHUS, CBBP3aHH C JYIyC, CE ChOOIABAT IPH MALMEHTH, JICKYBaHHU C YCTEKHHYMao0,
BKIIFOUUTEITHO KOXKEH JIYITyC EPUTEMATOJIEC U JIyIyc-11o100eH CuHIpoM. [Ipy Bb3HHKBaHE HA JIC3UH,
0cO0CHO Ha U3JIOKEHUTE Ha CIBHIIE YYaCThIM Ha KOXKAaTa, WM aKO T€ Ce ChIIBTCTBAT OT apTPaJIrHs,
MAIUEeHTHT TPSAOBA /1a TOTHPCH He3a0aBHO JieKapcKa MOMOI. AKO ce TOTBBPAAT 3200 IsIBaHuS,
CBBP3aHHU C JIYIyC, ycTeKHMHYMa0 TpsiOBa Jja ce NPEyCTaHOBH U Ja C€ 3all0YHE MOJXOISIIO JICUCHHUE.

CrenyangHy nonyJanuu

Cmapuecka év3pacm (> 65 200unu)

B KIMHUYHWTE U3MUTBAHUSA TIPU 0JJ0OPSHUTE TIOKAa3aHMs HE C€ HAOJIOJaBaT ChIIIECTBESHH Pa3inyus B
e(uKacHOCTTa WM 0E30MACHOCTTA MPU MAMEHTH Ha 65-TOIUIIHA BB3PACT U MO-TOJIEMHU, KOUTO
MoJIyyaBaT YCTeKUHYMa0, B CPaBHEHUE C MO-MJIa/IA MAI[UCHTU. BposAT Ha MaIMeHTUTE Ha Bb3PacT

65 roauHM 1 oBeve o0ayve He € JOCTAThYEH, 3a J1a CE ONpPEJIeNIN TN CE OBIHSIBAT Pa3IMYHO OT
Mo-MJIaIuTe marueHTy. Thi KaTo pasnpocTpaHeHUETO Ha UH(EKIUU cpell cTapyecKarTa MoMmyJialusl
KaTo I[ST0 € TMO-TOJISIMO, JICYCHUETO MPH MAIMEeHTH B CTapuecka Bh3pacT TpsOBa Jia ce mpuiara
BHUMATEITHO.

CopabpkaHue Ha HATPUH

Usgena chabpika mo-Manko ot 1 mmol Hatpuii (23 mg) Ha 103a, T.e. MOXeE JIa ce Kaxe, ue
NpPaKTUYECKH HE ChAabprka HaTpuil. Usgena obaue ce paspexaa ¢ HaTpueB

xyopua 9 mg/ml (0,9%) nadysnoneH paszreop. Tosa TpsiOBa J1a ce ©Ma peABH/] IPH NAIUEHTH Ha
JUeTa ¢ KOHTPOJIUPAH MpreM Ha HaTpuH (BXK. Touka 6.6).

Honucopbatu

To3u nexkapcTBeH MpoAyKT chabpxa 10.4 mg nonmucopodat 80 BBB BcekH (1akoH, KOUTO ca
exBuBanieHTHH Ha 0.4 mg/ml. IlonucopOaTure MoraT 1a NPUUMHAT aJepruyHHA PEAKIIUH.

45 B3aumoneiicTBHE ¢ IPYTH JJeKAPCTBEHN MPOAYKTH H APYrd (JOPMH Ha B3auMoOAeiicTBHE
JKuBu BakcuHuU He TpsIOBa Ja ce mpuiaraT eqHoBpeMeHHO cbe Usgena (k. Touka 4.4).

He ce npenopbuBa npunarane Ha >kuu BakcuHU (kato LXK BakcuHa) mpu kppmayeTa, ¢ €KCIO3HIIUS
Ha ycTeknHyMao in Utero, B mpoabXKEHUE Ha IBAHAIECET Mecela Cie]] PaKIaHeTO WK JOKATO
CEpYMHHTE HMBA HAa yCTEKUHYMA0 MPH KBPMAYETO CITaIHAT IIOJT HUBOTO HA JETEKITNA (BXK. TOUKU 4.4 1
4.6). Axo e HaJIMIIE KaTeropuIHa KJIMHUYHA T0J13a 32 OTIASITHOTO KbpMade, MOXKe Ja ¢€ 0OMUCIIH
MpUJIaraHe Ha )KUBa BAaKCHHA B [TO-PAHCH MOMEHT, aKO HE CE OTKPHUBAT CEPyMHH HUBA HA
yCTEeKUHYMa0.



[Ipn papMakoKHHETHYHN aHATM3MHA TOITYJIANKATA, HAIPABeHU B ipoyuBaHus (pasa 3, e uzcienBan
e(eKThT Ha Hal-4eCTOeTHOBPEMEHHO IIPUEMAaHH JIEKAPCTBEHHU MPOAYKTH MPH MAIMEHTH C IICOPHA3HC
(BKJIFOUUTEHO M Tapaneramol, H0ynpodeH, aleTHIICATUINIIOBA KUCEIHHA, METQOPMUH,
aTOPBACTAaTHH,IEBOTHPOKCHH) BHPXY (hapMaKOKHMHETHKATa Ha ycTeknHyMab. He ca HabmogaBanm
MIpU3HAIIA HA B3AaUMO/IEHCTBHE C T€3W €THOBPEMEHHO MPUEMaHH JIeKapCTBEHU MPoIyKTH. OCHOBA Ha
TO3H aHanmu3 € (HakThT, ue Hail-Manko 100 manuentu (> 5% ot u3cnenBaHaTa NOMyJIaLKs) ca JEeKyBaHH
€IHOBPEMEHHO C T€3H JIEKAPCTBEHH MPOAYKTH Tpe3 moHe 90% oT meproaa Ha MPOyIBAHETO.
®dapMaKOKHHETHKATa Ha YCTEKHHYMa0 HE ce € MOBIHAIAa OT eIHOBpeMeHHarta yrnorpedba Ha MTX,
HCIIBC, 6-mepkanTonypyrH, a3aTHONPUH U IEPOPaATHA KOPTUKOCTEPOUIH NIPU MALIUSHTH C
TICOpUATHUEH apTpUT, OosecT Ha Crohn Wiy yaepo3eH KOJIUT, WU OT MpeAlecTBalla eKCIO3UIHs Ha
antu-TNFo cpencTsa, mpu ManueHTH ¢ ICOPUATHICH apTpUT Wik 6onect Ha Crohn, wim oT
NpeIecTBaIla eKCIO3UIH Ha OMOJIOTMYHH JIEKapCTBEHU POAYKTH (T.e. anTu-TNFa cpenctsa w/mnu
BEA0JIM3yMal) MPU MALUEHTH C YIIePO3eH KOJUT.

Pesynrarure ot mpoyusaHe in Vitro u ot mpoyuBaHe ¢asa 1 mpu y4acTHHIH C aKTHBHA 00JIECT Ha
Crohn He npennonaraT HEOOXOAUMOCT OT aJaNTHPaHE Ha J03aTa MPH
MAIMeHTH, KOUTO morydaBat exHoBpemeHHo CYP450 cyOctpaTu (Bx. Touka 5.2).

[Tpu npoyuBaHus PU TICOPUA3UC HE ca OLCHIBaHN 0€30MacHOCTTa ¥ e()UKACHOCTTa HA YCTEKHHYMa0
B KOMOMHAIIUS ¢ UMYHOCYIIPECOPH, BKIIOUNUTEITHO OMOJIOTHYHH cpeicTBa uin ¢otorepamnus. [Tpu
MPOYYBAHUS MPH TICOPUATHYCH apTPUT, eAHOBpeMeHHaTa ynorpeda Ha MTX He moBnusBa
Oe3omacHOCTTa U ePUKACHOCTTA Ha ycTeKnHyMa0. B nmpoyusanusta npu 6onect Ha Crohn u
YJLIEPO3€eH KOJIHUT €JHOBPEMEHHATa yIoTpeda Ha MMYHOCYIPECOPH MM KOPTUKOCTEPOUIH U3IIIEK I
He TIOBJHBa 0€301acHOCTTa WK ehUKAaCHOCTTa Ha yCTeKuHyMa0. (BXK. Touka 4.4).

4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

JKenu ¢ eTepoieH MOTEHINAI

JKenu ¢ netepojieH noTeHIMal TPSAOBa a U3M0JI3BaT €PEKTUBHU METOIU Ha KOHTPAIICTIIIHS 110 BpeMe
Ha JIeYeHHEe U 10 15 ceIMHUIM clie IeYEHUETO.

BpemenHoct

IIpocrieKTUBHY JaHHU OT HETOJISIM Opoil cirydan Ha OPEeMEHHOCT Clle]] eKCIIO3ULUS Ha YCTEKMHYMal ¢
W3BECTEH M3XOJl, BKIIIOYHUTENHO MoBede oT 450 ciryyast Ha OpeMEHHOCT ¢ eKCITO3UIINS MPe3 MbPBHUS
TPUMECTHP, HE TIOKA3BAT MOBUILIEH PHCK OT TOJIEMH BPOJCHU MaJI(QOpMaIiH PH HOBOPOAEHOTO.

IIpoy4BaHuATa IPH )KUBOTHU HE TIOKA3BAT MPEKH HUIIM HETTPEKY BPEIHH €(DEKTH, CBHP3aHMU C
OpeMEeHHOCTTa, eMOPHOHATHOTO/(ETATHOTO Pa3BUTHE, PAXKIAHETO WM MOCTHATAIHOTO pa3BUTHE (BXK.
TouKa 5.3).

HanngausT kmuHudeH onuT, obade, ¢ orpanndeH. Kato npennasHa Mspka e 3a npeArnodnuTane J1a ce
n30srea ynorpedara Ha Usgena no Bpeme Ha OpeMeHHOCT.

Ycerekuaymab mpeMuHaBa Mpe3 IUIAIeHTaTa M ce OTKPUBA B CepyMa Ha KbpMadeTa, POJICHU OT JKEHH,
JISKYBaHM C YCTEKHHYMa0 110 BpeMe Ha OpeMeHHOCTTa. KIIMHUYHOTO Bh3AeiCTBHE Ha TO3U (haKT HE €
W3BECTHO, HO PUCKBT OT UH(MEKIIMS MPU KbpMadeTa ¢ SKCIO3UIUS Ha YCTeKHMHYMa0 in utero moxe aa
0ble oBHIIIeH ciiell paxaaneTo. He ce mpenoppuBa mpuiarane Ha xuBH BakcuHH (KaTto BIDK
BaKCHHA) IIPH KbpPMadeTa, ¢ eKCIIO3UIMS Ha yCTeKnHyMab in Utero, B mpoabiDKeHHe Ha

JIBAaHAJICCET Mecella CIIe]] PaXIaHEeTO WU IOKATO CEpYMHHUTE HUBA HA YCTEKHMHYMa0 IIPpH KbPMadeTo
CIa/IHAT TI0J] HUBOTO HA JETEKIUs (BXK. TOUKH 4.4 1 4.5). AKO € HaJTuIle KaTeropruyHa KIMHUYHA 1T0J13a
3a OTACIHOTO KbpMaue, MOXKe Jia ¢€ OOMHCIIHU IIpUjIaraHe Ha KMBa BaKCHHA B TI0-PaHEH MOMEHT, aKO
HE C€ OTKPHUBAT CEPyMHH HUBA Ha YCTEKUHYMaO.



Kspmene

OrpaHn4eHu JaHHH, MyOJIMKYBaHU B TUTepaTypaTa, OKa3BaT, e yCTeKHHyMab ce eKCKpPeTHpa B
YOBeIIKaTa KbpMa B MHOTO MaJIKU KoJindecTBa. He € n3BeCcTHO Jaiu yCTeKHHYMab ce abcopOupa
CUCTEMHO cliell orabiiane. [lopanu moTeHMana 3a nposiBa Ha HEXKEIaH! JICKAPCTBEHU PEaKIui KbM
ycTeKnHyMal Ipu KbpMadeTaTa, TpsOBa Jia ce B3eMe pellIeHHe JalH Jia ce MPEYCTaHOBU KbPMEHETO
0 BpEeMe Ha JIeUeHHEe 1 10 15 ceaMunu cies IeUeHHeTo, WK J1a ¢e TPEYCTAHOBH TePaIuiTa ChC

Usgena, kato ce B3eMart MpeIBU I [oJi3aTa OT KbPMEHETO 32 JIETETO H M0J13aTa OT TePaIusITa ChC
Usgena 3a »xeHara.

Deprriurer

EdexThT Ha ycTeKMHYMa0 BBpXY (epTHIUTETA TP XOpa HE € OLleHEH (BXK. ToukKa 5.3).

4.7 EdexTn BbpXy cnocodHOCTTa 32 modupane u padora ¢ MAIIUHA

Usgena He moBJHsBa UK TOBIIMSBA IPEHEOPEIKUMO CIIOCOOHOCTTA 32 Iodupane 1 padora.
4.8 HexenaHu JeKapcTBeHH peaKnu

O0600menue Ha npoduiia Ha 6€30IaCHOCT

Haii-yecTure HexenaHu JIeKapcTBEHH peakuuu (> 5%) B KOHTPOIMPAHUTE NIEPUOH OT KIMHUYHUTE
MPOYYBaHUS MPH BH3PACTHH C TICOPUA3KC, TICOPUATHYEH apTpuT, 6onecT Ha Crohn u ynuepo3eH KOIuT
C YCTeKHMHYMa0 ca Ha30(papuHTHUT U ri1aBodonue. [IoBe4eTo OT TSIX ce CUUTAT 3a JICKH U HEe HallaraTt
NpeKbCBaHE Ha MPOYYBAHOTO JeueHue. Hali-cepro3Hara HexenaHa JIeKapCTBEHA PEakIusl, KOSITO €
ChOOIIIaBaHa 3a YCTEKUHYMa0, € CeprUO3Ha Peakins Ha CBPbXUYBCTBUTEIHOCT, BKIFOUUTEITHO
anagwunakcus (Bx. Touka 4.4). OouusaT npodui Ha 6€30MaCHOCT € MOA00CH MPH MAIUESHTH C
MICOPHA3HUC, ICOPUATUYEH apTpuT, OonecT Ha Crohn U yIiepo3eH KOJUT.

TabauyeH CIMCHK HA HEXETAHUTE PCaKIIn

JannuTe 3a 6€30MacHOCT, IPEAOCTaBEHH 0-10JTy, Ca MOJYUYEHH clie]l eKCIIO3UIHS Ha yCTeKnHyMa0
npy Bb3pacTHU B 14 npoyuBanus daza 2 u dasa 3 npu 6 710 mauuentu (4 135 ¢ ncopuaszuc u/umm
NICOpUaTHUeH apTpuT, 1 749 ¢ Gonect Ha Crohn u 826 manueHTH ¢ ynuepo3eH KouuT). ToBa BKIIIOYBa
€KCIO3MLHS HA YCTEKMHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOJIIMPAHUTE IEPUOAN Ha KIIMHUIHUTE
NPOYYBAHUS [TPHU MAIMEHTHU C TICOPUA3UC, ICOPUATUYUCH apTPpHT, OosecT Ha Crohn wim yiieposex
KOJIUT B MIPOJBIDKEHNE HA Hai-Manko 6 Meceria (4 577 mauuentn) win noxe 1 roauna

(3 648 nampenTn). 2 194 nanmenty ¢ ncopuasuc, donect Ha Crohn wim ynepo3eH KOJIUT ca ¢
€KCITIO3HITUSA 3a TToHe 4 roaunu, nokaro | 148 marmenTn ¢ ncopuasuc unu 6omect Ha Crohn ca ¢
€KCITO3UIHS 32 TIOHE S TONHHU.

B tabnuna 2 e mokazaH CHUCHK ¢ HEXETaHHUTE JICKAPCTBEHH PEAKIINH OT KIIMHUYHYU MPOYYBAHUS TTPH
BB3PACTHHU C TICOPHA3KC, TICOPHATUYCH apTPUT, 0ojiecT Ha Crohn M yIIIEepO3eH KOJIUT, KAaKTO U
HEXXEJIAaHUTE PEeaKIK OT MOCTMapKETHHToBaTa yrnoTpeda. Hexxenanure peakuuu ca KiacupuipaHu
0 CUCTEMO-OPTaHHU KJIACOBE U YECTOTA ChITIACHO Clie/IHATa KOHBEeHIMs: MHoro dectu (> 1/10),
Yectu (> 1/100 o < 1/10), Heuectu (> 1/1 000 no < 1/100), Peaxu (> 1/10 000 go < 1/1 000), Muoro
penku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATMYHUTE JaHHH HE MOJXKE J1a ObJIe HallpaBeHa
orieHka). [Ipu Bcsiko rpynupaHe B 3aBUCMMOCT OT YECTOTaTa HEXEIAHUTE JICKApCTBEHU PEaKIuu Ce
nM30pOsABAT B HU3XOAII Pl [T0 OTHOIICHHUE Ha TAXHATa CEPUO3HOCT.



Tabnuya 2  Cnucvk na Hexceranu peakyuu

CucreMo-opraHuu
KJIACcOBE

Yecrora: Hexkenanu peakumu

HNudexnnn n nabecTaimm

UYectu: nHGEKINSI HA TOPHATE AUXATETHH ITHTHUINA, Ha30(apHHTHUT,

CHUHY3UT

Heuectu: nenynut, neHTanHu nHGEKIUH, XEpIIeC 30CTep, HHPEK-
sl HA TOJTHUTE TUXaTeTHH IbTUIIA, BAPYCHU HHPEKIUU Ha TOP-
HHUTE AUXATEJIHU IIBTHIIA, BYJIBOBarMHAIHA MUKOTHYHA MH(EKINsA

MHoro penku:

Hapymenns Ha umyHHaTa Heuecru: peaKLuK Ha CBPbXYYBCTBUTEITHOCT (BKIFOUUTEITHO
crcTeMa 00pHB, ypTUKApHSI)
Penxu: CEPUO3HHU PEaKIHX Ha CBPbXYYBCTBUTEIHOCT
(BKITFOUUTEITHO aHA(PHUIAKCHUS, QHTHOCIEM)
[Icuxuunu HapyuIeHUs Heuectu: Jernpecust
Hapymenus Ha HepBHaTa Yectu: 3aMaiiBaHe, ri1aBoOoIue
cucrema Heuecrtu: JIMLIEeBa apain3a
Pecniuparophuu, rppaau 1 Yecru: opodapuHTearHa 0oIKa
MEauaCTUHAJIHN Heuectn: Ha3aJIHa KOHI'€CTUs
HapyumeHus PCI[KI/I: AJICPIrUYCH aJIBCOJIUT, CO3I/IHO(1)I/IJ]H3 ITHEBMOHUA

OpraHu3UpaIna IMEBMOHUS*

MHoro penku:

CroManrHo-4peBHH Yectu: Jvapus, rajieHe, OBpPbIIaHe

HapyLIEHUS

Hapymienus Ha koxaTa u UYecTtu: CBHpOexK

MOJIKOXKHATa ThKaH Heuecru: IyCTYJI03€H MCOpUa3smc, eKchoIuamus Ha KoxKarta,
aKHe
Penxu: eKc(OoIMaTUBEH AEPMATUT, XUIIEPCEH3UTUBECH
BaCKYJIUT

OyJ103¢H IeM(pUTOHI, KOXKEH JIYITYC €pUTEMATOIEC

Hapymenuns na MyckynHo-
CKeJIETHATa CUCTEMA U
CheIMHUTENHATa ThKaH

Yectu::

MHoro penku:

00JIKH B I'bp0a, MUANTHUS, apTPaITHs
JYIyC-110,100€H CUHIPOM

OO HapyeHus 1
e(eKTH Ha MACTOTO Ha
MPUIOKEHUE

Yectu::

yMoOpa, €puTeMa Ha MACTOTO HAa HMHKCKTHUPAHEC,

00JIKa Ha MSICTOTO Ha HWHXCKTHPAHC

Heuectu::

peakuuy Ha MACTOTO Ha MH)KEKTHpaHe
(BKJIIOUUTEIHO KPHBOU3IINB, XEMATOM,
BTBBPAABaHE, IOyBaHE U ChpOEXK), aCTEHUS

*  Bmxre Touka 4.4, CHCTEMHH U pECITUPATOPHU PEAKIIUN HAa CBPBXIYBCTBUTEITHOCT.

Onmcanne Ha 30paHu HEXKEJIaH! JIEKAPCTBEHN PEAKIIAU

HUngpexyuu

B mmanie60-koHTpoIMpany NpoyYBaHUS NPH MALUEHTH € TICOPUA3UC, ICOPHATHYEH apTPUT, OOJIECT Ha
Crohn ¥ ynepo3eH KOJIUT NPOIEHTHT Ha WHEKIUUTE WIN CEPHO3HUTE HH(DEKIINHU € CXOJICH MTPH
MAIMEHTHTE, JICKYBaHH C YCTEKHHYMa0, U MpH JIeKyBaHHTE ¢ Tuianebo. B miane6o-koHTponupanus
Nepuo] Ha Te3U KIMHWYHU MPOYYBaHUs YecToTara Ha HHpekuuuTe e 1,36 3a maumeHToroquHa
npociieissBaHe MPH NalUeHTH, JIEKYBaHH ¢ YCTeKHHYMa0, u 1,34 — npu nanueHTH, JIEKyBaHU ¢
miane6o. [Nospunute ce cepuo3nu nudeknuu ca ¢ yecrora ot 0,03 3a marMeHTOroAnHa NPOCeasiBaHe
NpY TALMEHTH, JIeKyBaHH ¢ ycTekuHyMab (30 cepro3nu undexunu 3a 930 narueHToroanHu
npocnenssane), u 0,03 npu nauueHTH, IeKyBaHu ¢ mianeto (15 cepuo3nu nHbeKIun 3a

434 manueHTOTOANHM TIpoCiesaBane) (BX. Touka 4.4).

B xoHTpOnHMpaHUTE U HEKOHTPOJIHUPAHUTE TICPUOIN HAa KIIMHUYHUTE MPOYYBAHUS MTPH TICOPUAZUC,
TICOPHATHYEH apTpHUT, OojecT Ha Crohn H yJIepo3eH KOJIHT, MPEICTaBIIIBAIIH




15 227 nanueHTOoroJuHu eKCIo3uIus ¢ ycTekuHyMa0 mpu 6 710 nanueHnTy, MeuaHaTa Ha BpEMETO Ha
npocrnensBane ¢ 1,2 roaunu; 1,7 roquHA 3a MPOyYBaHHATA MPH Ticopuasuc, 0,6 TouHN 3a
npoyuBaHusTa npu 6osect Ha Crohn u 2,3 roauHM 3a MPOYYBAHUATA C YIIIEPO3EH KOJIHUT. [IpOIEHTHT
Ha uHbpekunte ¢ 0,85 3a marreHTOroANHa MPOCIEAsBaHe MPY MAIMEHTH, JIEKYBaHU ¢ YCTEKUHYMao, a
IPOLICHTHT Ha cepro3HuTe nHMekuu npu Tax ¢ 0,02 3a manueHToroauHa npocieaisane (289
cepro3nu uHMeKuy 3a 15 227 naiueHTOroAMHN IPOCIeAsIBaHe) U ca JOKIAABaHH CEPHO3HU
HH(EKIMH, BKIIIOYUTETHO THEBMOHHMS, aHAJIECH abcIiec, NENyIUT, AUBEPTUKYIIUT, TACTPOCHTEPHUT U
BHUPYCHU HH(DEKITHH.

B mpoBeneHyn KTMHUYHY TPOYYBAHUS MAIIMEHTH C JIJATEHTHA TYOEpKYJ103a, KOUTO ca OHIIH
€IHOBPEMEHHO JICKYBaHH C U30HHA3U], HE Ca pa3BUIIM TyOepKyno3a.

3noxavecmeenu 3abona6anus

B mutane0o-koHTpoNMpaHus Mepuol Ha KIMHAYHU IPOYYBaHUS TIPH IICOPUA3HC, TICOPUATHUYCH apTPUT,
6onect Ha Crohn 1 ynuepo3eH KOIUT YECTOTaTa Ha 3JI0KaueCTBEHUTE 3a00JIABaHUsI, C U3KIIIOUCHUE Ha
HEMEJAHOMEH paK Ha KoxaTa, € 0,11 3a 100 nanueHToroguHu npocieasBaHe npy NauueHTH,
JieKyBaHM ¢ ycTeknHyma0 (1 mammeHT 3a 929 manmentoroquau npociesssane) B cpaBHeHue ¢ 0,23
MIpH MAIUEHTHTE, JIeKyBaH! ¢ Tuiane6o (1 manueHT 3a 434 manueHTOroINHH MPOCTeIsIBaHe).
UYecToTata Ha HEMeJIaHOMEH pak Ha koxkata € 0,43 3a 100 nanueHTOroAMHY NpocaeAsiBaHe 3a
MAlMEeHTUTE, JIKYBaHU ¢ yCTeKUHYyMa0 (4 manuenTu 3a 929 nanueHToroAnHN MPOoCie/siBaHe) B
cpaBHenue ¢ 0,46 npu MaluMeHTHTe, JICKYBaHH ¢ Tuiane6o (2 narueHTy 3a 433 naiueHTOroIMHU
MIPOCIIEIIBAHE).

B KoHTponupaHuTe 1 HEKOHTPOJIUPAHUTE IEPUOIU HAa KIIMHUYHUTE [IPOYUBaHUS MPHU TICOPHA3HC,
TICOpUATHYEH apTpHUT, OonecT Ha Crohn U yiepo3eH KOIHT, IPeACTaBIISIBAIIH

15 205 nanueHTOroIMHN eKCIO3UIus ¢ ycTekuHyMab mpu 6 710 manmenTn, Meuanata Ha BpEMETO Ha
npocnensasane € 1,2 roguny; 1,7 ronuHu 3a npoy4BaHusTa npy ncopuasuc, 0,6 roguHu 3a
npoyuBaHusiTa npu 6osiect Ha Crohn u 2,3 rouHM 3a NMPOyYBaHUATA C YJIIEPO3EH KOJIUT.
3nokavyecTBeHH 3a00NIBaHNSA, C H3KIFOUCHNE Ha HEMEIIAHOMEH pPaK Ha KOXKaTa, ca JOKJIaJBaHu pu 76
nanuentu 3a 15 205 narnuenroroauuu Ha npocneasasane (decrora ot 0,50 Ha 100 marueHTOroAMHU Ha
MpocIesiBaHe IPH MAIMECHTH JIEKYBaHU C YCTeKHHyMal). Te3u ciydan Ha 3710Ka4eCTBECHU
3a00IIABaHNs, CHOOIIEHH TIPH MAITUEHTH, JIEKYBAHU C YCTEKMHYMa0, ca CpaBHUMH C OUYaKBAHUTE
ciydad B o0miara nomyJsanus (cranaapTuzupad koepunueHT Ha yectora = 0,94 [95% nosepureneH
untepsai: 0,73, 1,18], kopurupat 3a Bb3pacT, 1oJ1 ¥ paca). Haii-uecto HaOJIt01aBaHUTE
3JI0KaY€CTBEHH 3a00ISIBAaHHS, PA3IIMYHA OT HEMEIAHOMHUS KapIIMHOM Ha KOXarta, ca KapIMHOM Ha
MpocTarara, MeJIaHOM, KOJIOPEKTAIeH KapIIMHOM M KapIIMHOM Ha rbpzara. CiiydanTe Ha HEMEITaHOMEH
KapIuHOM Ha koxara ca 0,46 Ha 100 manueHTOroAMHY Ha MPOCeIsIBaHe NPU NAIIMESHTH, JICKYBaHH C
ycreknayma0 (69 manmenTn 3a 15 165 nanmenToronuHu Ha npocieassane). ChbOTHOIIEHHETO Ha
MaMeHTH ¢ 0a3ajieH CIPSIMO CKBAMO3HOKJIEThUEH KapIMHOM Ha KoxkaTa (3:1) e cpaBHUMO Cbe
CHOTHOITIICHUETO B 001IaTa nomyanus (BxX. Touka 4.4).

Peaxyuu na cepvxuyscmeumennocm u peakyuu Kom uH@y3uama

B nmpoyuBaHusiTa ¢ MHTpaBEHO3HA HHAYKLMS 1pu OosecT Ha Crohn U ynuepo3eH KONUT He ce
chOOIIaBaT CHONTHUS Ha aHA(WITAKCUS HITH JIPYTH CEPUO3HU PEaKIUK KbM HHPY3HATA CIe]l CTUHHYHA
MHTpaBeHO3Ha 703a. B Te3u npoyuBanus 2,2% ot 785 nauneHTH, IeKyBaHu ¢ mianebo, u 1,9% ot
790 nauueHTH, IEKyBaHU C IPENOPBUYUTENHATA 1032 YCTEKHHYMa0, choOIIaBaT HeKeJIaH!u ChOUTHS,
BB3HUKHAIIH 10 BpEeMe Ha UM B PAMKHTE Ha euH yac oT nHdy3usra. [To Bpeme Ha
HOCTMapKETHHTOBOTO HAOMIOICHUE Ce ChOOIIABAT CEPUO3HH PEAKINH, CBbP3aHU ¢ HH(DY3HATa,
BKJIIOUMTENTHO aHA()MIIAKTUYHHU peakuy KbM HHPY3usiTa (BXK. Touka 4.4).

Ileduampuuna nonyrayus

lleouampuunu nayuenmu na 6 200uHY U NO-20AEMU C NIAKO8 NCOPUAZUC

be3onacHocTTa Ha ycTeknHyMa0 e poydeHa B JIBe Mpoy4YBaHus (a3a 3 MpH MeAHaTPUIHH MAIUCHTH C
YMEpPEH 10 TSXKBK IIaKOB Tcopua3uc. [IspBoTo nmpoyuBane e mpu 110 manueHTH Ha BB3pacT ot 12 110
17 ronuHu, TeKyBaHU B IPOABIDKEHUE Ha 60 CeIMUITN, a BTOPOTO MPOYYBAHE € TpHu 44 manueHTH Ha
BB3pacT oT 6 10 11 roguHwu, JJIeKyBaHU B MPOIBbIDKEHHE HA 56 ceaqmuii. Karo 1sio choOIeHuTe
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HEXEJTaHW CHOUTHS B TE3U JBE MPOYYBAHUS C JaHHU 3a Oe30macHOCT 70 1 roanHa ca moo00Hu Ha
Te3u, HaOJII0aBaH! B IPEIUIITHU POYIBAHUS TP B3PACTHH C TNIAKOB TICOPHA3HC.

C’I)06HlaBaHC Ha 110031 pPaHH HCXKCJIaHU PCaKIINH

CrobmiaBaHeTo Ha MOI03UPAHN HEXKEIAHN PEAKIUHU CIIe pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa M03B0JIsABa Ja MPOIBJKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
neKapcTBeHUs MpoaAyKT. OT MEIUIIMHCKUTE CIISITUAMCTH CE M3MCKBA Ja ChOOIIaBaT BCSIKa
MTOI03MpaHa HeXKEITaHa Peakilys Upe3 HaIllHOHAHA CICTEMa 3a ChOOIIaBaHe, IIOCOYEHa B

[puioxkenue V.

4.9 Ilpemo3upane

Ennanunn no3u 1o 6 mg/kg ca mpuiiaraHu MHTPAaBEHO3HO B KIIMHUYHY MTPOyYBaHus Oe3
OrpaHMYaBaIla Jj03aTa TOKCHYHOCT. B ciydail Ha mpemo3upane ce nmpenopbyuBa MaUeHTUTE /1A ce
HaOJII01aBaT 3a MPHU3HAIM WM CHMITOMH Ha HEXEJIAHH PEaKkIiy 1 He3a0aBHO J1a Ce MPUIIOKH
MOJXOIAIIO CHMITOMATHYHO JICUCHHE.

5. DAPMAKOJIOI'NYHU CBOUCTBA

51 ®apmakoguHAMUYHH CBOMiCTBA

dapmakorepaneBTuuHa rpymna: UmyHocymnpecopu, nHxubutopu Ha naTepieBkuHa, ATC kox:
LO4ACO5

Usgena e 6uosoruyHo 1mo100€eH JiekapcTBeH MpoAyKT. [1oapoOHa nHpopmalys € npeocTaBeHa Ha
yebcaiita Ha EBporeiickara areHmus 1o jekapcTeara https://www.ema.europa.eu.

MexaHu3bsM Ha JEUCTBUE

Ycreknnymab e u3ipsuio 4oBemko IgG 1k MOHOKIOHATHO aHTUTSIIO, KOETO C€ CBBP3Ba ChC
creun(pUIHOCT KbM 0011aTa NpoTenHoBa cydeannuna p40 Ha YOBEIIKK UTOKMHN MHTepiaeBKuH (IL)-
12 u IL-23. Ycrexkunymab nmotucka 6noaktuBHocTTa Ha YoBemkute 1L-12 u IL-23, kato
npenorBpatsiBa cBbp3BaneTo Ha p40 ¢ IL-12RB1 penenTopen mpoTenH, pa3noiokeH Ha TOBFPXHOCTTA
Ha IMYHHHTE KJIETKU. Y CTEeKMHYyMal He Moxke z1a ce cBbpike ¢ 1L-12 nim ¢ IL-23, kouto Beue ca
cebp3anu ¢ IL-12RB1 peuentopu mo kieTbyHaTa moBbpXHOCT. CIEIOBATENHO € MAIKO BEPOSATHO
ycTeKnHyMa0 a2 yyacTBa B KOMIUIEMEHT- WIH aHTUTSIIO-MeIMUpaHaTa IINTOTOKCHYHOCT Ha KIIETKUTE
¢ peuenropu 3a IL-12 w/umm 1L-23. 1L-12 u IL-23 ca xeTepoauMepHH LIUTOKUHH, CEKPETUPAHH OT
AKTUBHPAHH aHTUTEH-TIPEICTABAIIM KJICTKH, HAITpUMep Makpodaru u IeHIPUTHH KICTKU U J[BaTa
MUTOKWHA yyacTBaT B UMyHHHUTE QyHKIMH; IL-12 cTumynupa ecrectBennTe kinetku youiinu (NK) u
npeau3BukBa qudepenunanuata Ha CD4 + T knerkute kM T 1 xenmnepen (Thl) ¢penorumn, 1L-23
nanyuupa bt Ha T 17 xennepute (Th17). AGHopMHara perynanus Ha IL-12 u [L-23 obaye ce
CBBP3Ba C IMYHHOMEIUUPAHH 3a00JISIBAHUS KaTO TICOPHA3KC, IICOPUATHICH apTpuT, 6osecT Ha Crohn
Y YJILIEPO3€H KOJIHUT.

Upes cebp3Bane Ha obmata cyoenunnna p40 na [L-12 u [L-23, ycreknaymab MoXke Jja OKa3Ba CBOUTE
KIMHAYHU eQeKTH TP IICOPHA3NC, ICOPHATUIEH apTpHT, Oonect Ha Crohn M yIepo3eH KOJIUT Ype3
npexbceBade Ha nmpTuiaTa Ha Thl u Th17 uuTokrnHM, KOUTO ca B OCHOBATA HA MATOJIOTHATA HA TE3H
3a00JIsIBaHUSI.

ITpu manmenTn ¢ 601ect Ha Crohn Jle4eHUETO ¢ YCTEKMHYMAaO BOIH JI0 HAMAJICHUE Ha
BB3MAIUTEITHUTE MapKepH, BKIIFOUNTETHO C-peaktuBeH npotenH (CRP) u dhekaneH kKanmpoTeKTHH 110
BpeMe Ha HHAYKIIMOHHATA (pa3a, KOETO CJIe]] TOBa Ce MOAIbpIKa Mpe3 LsiaTa moaabpxama ¢asa. CRP
€ OIICHEH I10 BpeMe Ha MPOABDKCHUETO Ha IIPOYYBAHETO M HAMAJICHHSITA, HAOJII01aBaHy 110 BpeMe Ha
noIppkamara haza, OOMKHOBEHO Ce 3ama3Bat 710 252 ceaMuIia.
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Ipu mameHTy ¢ yIepo3eH KOIUT JEYSHHETO C YCTeKUHYMa0 BOIU 10 HAMAJICHUE Ha
BB3MAIUTEIHATE MapKepH, BKiIounTeaHo CRP u (ekaaeH KaampoTeKTHH 10 BpeMe Ha
HHIYKIIMOHHATA (Da3a, KOETO ce MOoIbprka Mpe3 Iisu1aTa moyIbpkania Gaza u mpoabIDKCHUETO Ha
npoyuBaHeTo A0 ceamuna 200.

NmyHuzanuu

ITo BpeMe Ha IBITOCPOYHOTO MPOABIDKEHUE HA MTpoyuBaHe mpu rncopuasuc 2 (PHOENIX 2),
BB3PACTHUTE TMAIMCHTH, JICKYBaHU C YCTCKUHYMA0 3a Hali-MaJiko 3,5 TOJIUHH, ca JTaTH aHTUTSLIIO-
OTTOBOPH Ha THEBMOKOKOBH MOJIM3aXapHIHU BAKCUHY U BAKCUHU CPEIIy TETaHyC, CXOJHU C TE€3H MPH
KOHTPOJIHATA TPYIIa MAIUCHTH, MOTyYaBalli HECUCTEMHO JIeUeHne Ha ricoprasuc. CXoJ/IeH MPOIEHT OT
BB3pPACTHUTE TTAIIMCHTH, JICKYBaHU C YCTCKUHYMA0 U TE3W B KOHTPOJHATA IPYIIa, Ca Pa3BUIIH 3alUTHH
HUBA HAa aHTUITHECBMOKOKOBU MU aHTUTCTAHNYHHU aHTUTEIA, U TUTPUTC HAa aHTUTEJIaTa UM Ca CXOOHU.

Knnanuna edurkacHoCT

bonecm na Crohn

be3omacHocTTa M epUKaCHOCTTA HAa YCTEKHHYMAa0 ca OLIEHEHH B TPH PaHIOMU3UPAHU, IBOHHOCIICIIH,
1ane00-KOHTPOIMPAaHU, MHOTOLICHTPOBH MPOYYBaHHS NPY BB3PACTHU MAlUCHTH C YMEpEHa JI0 TeKKa
aktuBHa OonecT Ha Crohn (MHAEKC Ha akTHBHOCTTA Ha 6osectTa Ha Crohn (Crohn’s Disease

Activity Index, CDAI) > 220 u < 450). [Iporpamara 3a KJIMHHYIHO pa3paboTBaHe Ce ChCTOH OT JIBE
8-cenmmuunm npoyuBanus ¢ naTpaBeno3Ha nHAyKIust (UNITI-1 u UNITI-2), mocnenBanu ot
44-cemMUYHO paHAOMHU3HUPAHO MPOYYBAHE C TIOJKOXKHO MPHIIOKEHUE Ha TToAbprKalia no3a (IM-
UNITI), npeacTaBisiBaiiy 52-ceiMUYHA TEpPAIUs.

[MpoyuBanusita ¢ maaykus Bintousar 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) maruenTu.
[TepBUYHaTa KpaliHa TOYKA 32 JBETE WHIYKIIMOHHU MPOYYBAHHUS € MIPOICHTHT HA YUYACTHUIIHTE C
KIIMHUYEH O0TroBop (orpeneneH kato HamaneHue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceqmuria 6.
JanHuTe 3a epUKACHOCT ce ChOMpAT U aHATM3UPAT JI0 CEeAMUIIA § 3a ABETE MPOYUYBAHHUSI.
EnHOBpeMEHHOTO MPUIIOKEHHE Ha MEPOPATTHU KOPTUKOCTEPOU I, UMYHOMOTYJIaTOPH,
aMUHOCAJIMIIMIIATA U aHTHOMOTHIIH € Pa3perieHo u 75% OT ManueHTuTe IpoIbbKaBaT J1a ToIydaBar
Hal-MaJIKo €THO OT Te3H JIeKapcTBa. B JBeTe nMpoydBaHus NAlMEHTUTE ca PaHJOMU3HPAHH Ja
MOJIy4YaT €JHOKPATHO HHTPABEHO3HO NPEMOPhUMTEIIHATA J103a OT Npuoau3uTeHo 6 mg/kg B
3aBUCHMOCT OT TeJIeCHOTO Terio (Bxk. Tabmuma 1, Touka 4.2), pukcupana no3a 130 mg ycrekuayMao
i 1iane6o Ha ceqmuia 0.

IMarmenture B UNITI-1 ca nexyBaHM HEYCHEIIHO UM UMAT HETIOHOCHMOCT KbM MpeIIecTBalla aHTH-
TNFa Tepanus. [IpubnusutenHo 48% oT nauueHTHUTE ca JIEKyBaHU HEYCIIEIIHO ¢ 1 mpeiiecTaa
antu-TNFa tepanms, a 52% ca nexyBaHu HeycnemHo ¢ 2 win 3 npeamectsany antu- 1 NFa Tepanuu.
B toBa npoyusane 29,1% oT manueHTHTE UMAT HEAOCTATHYCH HAYaJIeH OTrOBOP (IIbPBHYHHI
HepecnoHaepu), 69,4% ca ce MOBIHSUIN, HO ca MPECTAHANIH /1a CE TIOBJIHSBAT (BTOPHUYHH
HepecoHepn), a 36,4% uMat HenmoHocuMocT KbM aHTU-TNFa Tepanuu.

[TarmenTture B UNITI-2 ca nexyBaHM HEYCHEMIHO HAW-MaJIKO C €/IHa KOHBEHLIMOHATIHA TEPaIus,
BKJIFOUUTETHO KOPTUKOCTEPOUIN I UMYHOMOAYJIATOPH, KaTO WIX HE ca JIEKyBaHU J10CEra C aHTH-
TNF-a Tepamnus (68,6%), nnu ca moxy4aBanu npeau Tosa anTH-1NFo Tepanust, HO T4 € Onia
neycnemna (31,4%).

B nete UNITI-1 u UNITI-2 3Ha41MO TO-TOJISIM TIPOIICHT OT MAITUEHTUTE B TPYIIaTa, JICKyBaHa C
YCTEKHHYMAa0, ca ¢ KIIMHUYCH OTTOBOP M PEMUCHS B cpaBHeHHE ¢ 1urane6o (Tabmuma 3). Knuanaaust
OTTOBOP M PEMHCHSATA Ca 3HAYMMH OIIl¢ Ha CSIMUIIA 3 MPH MAIUCHTUTE, JICKYBaHH C YCTEKUHYMA0, U
TE€ TIPOIBIDKBAT JIa Ce MOA00pABaT 10 ceamuiia 8. B Te3u nmpoyuBaHUs ¢ MHAYKIUS e(h)UKACHOCTTA €
MO-BHCOKA ¥ C€ OJIbprKa M0-100pe B rpymnaTa ¢ 03a B 3aBUCUMOCT OT TEJIECHOTO TETJIO, B
cpaBHEHHE C Tpymara ¢ go03a 130 mg v mopaau ToBa MPH MHTPABEHO3HA MHAYKIIHS CE MTPEIOPHIBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.
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Tabnuya 3: Unoyrkyus na xiunuuen omeosop u pemucust 6 UNITI-1 uw UNITI 2

UNITI-1* UNITI-2**
Inanedo IIpenopbun Inaune6oN | [Ipenopbun
N =247 TeJHA 1034 =209 TeJIHA 1034
yCTeKMHYMAa0 yCTeKMHYMa0
N =249 N =209
Knunnuna pemucus, ceamuna 8 |18 (7.3%) 52 (20.9%)? 41 (19.6%) (84 (40.2%)?

Kiunnuen orroeop (100 Touku), | 53 (21.5%) 84 (33.7%)" 60 (28.7%) | 116 (55.5%)%
cexmula 6

Kimangen otrosop (100 Touxn), | 50 (20.2%) 94 (37.8%)? 67 (32.1%) | 121 (57.9%)?
ceamuia 8

70-TOYKOB OTIOBOp, CEAMHIIA 3 67 (27.1%) 101 (40.6%)° | 66 (31.6%) | 106 (50.7%)?

70-TouKOB OTroBOp, cenmuma 6 | 75 (30.4%) 109 (43.8%) | 81 (38.8%) | 135 (64.6%)*

Knunngnara pemucus e onpeaenena kato CDAI ckop < 150; KinuHHUHUAT OTTOBOp € onpezesieH KaTo
HamasneHue Ha CDAI ckopa ¢ Haii-manko 100 Touku WM KaTo KIMHUYHA PEMHUCUS

70-TOYKOBHUSAT OTTOBOD € ompezecH kato HamaneHue Ha CDAI ckopa ¢ Haii-manko 70 Touku

* Heycnex Ha anTu-TNFa Tepamus

** Heycriex Ha KOHBEHIIMOHAIHATA TEPATIHS

¢ p<0,001

® p<0,01

B mpoyuBaneto ¢ nogaspikama tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO T1OCTUTAT
100-To4KOB KIIMHUYEH OTTOBOP Ha CeIMHUIIA 8 OT MHAYKIUATA ¢ ycTeknHyMma0 B mpoyuBaans UNITI-1
u UNITI-2. [TaruenTure ca paHAOMU3UPAaHU Ha CXeMa Ha MOAIbPIKAIIO0 JIEYEHHE C ITOJAKOXKHO
npuiokenue Ha 90 mg ycreknHymab nipe3 8 cenmunu, 90 mg ycreknaymab npes 12 ceMHIy Hin
1ane0o B NpoabJKeHUE Ha 44 ceMHUIHM (3a MIPEeNopbUUTEIHATA OIbpKalIa 032 BX. Touka 4.2 oT
KXII na Usgena uxkeKuoHeH pa3TBop ((hIakoH) M MHKXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO
HaIThbJIHEHA CTIPUHITOBKA).

3HAYUMO TO-TOJISIM TIPOLIEHT IMAlUEHTH B TPYIHTE, JIKYBAaHHU C YCTEKHHYMAa0, TOIbPKAT KIIMHUIHA
peMHCHS U OTIOBOP Ha ceaMulia 44 B CpaBHEHHUE ¢ rpynara Ha miarebo (Bx. Tabmuia 4).

Tabnuya 4: [loodwvpoicane na kaunuunus omeogop u pemucusi 8 IM-UNITI (ceomuya 44, 52 ceomuyu
om 3anousane ¢ UHOYKYUOHHAmMA 003a)

Mname6o* 90 mg 90 mg
N =131% yCTeKHHYMAa0  |yCTEeKHHYMal
npe3 npe3
8 cenmunu 12 ceqmunu
N = 128f N = 1297
Knuangna pemucus 36% 53%* 49%"
Knunndaen otrosop 44% 59%" 58%°
Knanynaa pemucus 6e3 KOPTHKOCTEPOUIH 30% 47%* 43%°

Knuandna peMucus npu nauueHTH:

B PEMHUCHS B HAYAIOTO Ha moamabpkamara | 46% (36/79) |67% (52/78)*  |56% (44/78)
Teparnus

KOHUTO C€ BKJIFOUBAT OT IIPOYYBaHE 44% (31/70) |63% (45/72)° 57% (41/72)
CRD3002*

KOHTO HE Ca JIEKYBaHU J0Cera ¢ aHTH- 49% (25/51) |65% (34/52)° 57% (30/53)
TNFo Tepanus

KOHUTO c€ BKJIIOUBAT OT IPOYYBaHE 26% (16/61) |41% (23/56) 39% (22/57)
CRD3001%

Kimmananara pemucust e onpezenena kato CDAI ckop < 150; KnUHUYHUAT OTTOBOP € ONpe/IesieH KaTo
Hamanenune Ha CDAI ckopa ¢ Haii-manko 100 TOYKH WM KaTO KIMHAYHA PEMUCHS
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I'pynara Ha miane0o ce ChbCTOM OT NALMEHTH, KOUTO Ca Ce TOBJIUSUIN OT YCTEeKMHYMal M ca paHA0MU3UpPaHH
Jla oJTy4YaBar Iu1anedo B Ha4ajaoTo Ha IMOIbpiKallaTa Teparus.

[ManuenTty, konto uMat 100-TOYKOB KIMHUYEH OTTOBOP KbM YCTEKMHYMa0 B HA4aIOTO Ha MOIbpiKaara
Tepanus

ITanuenTH, Npy KOUTO KOHBEHIIMOHATHATA TEPAIus € HeyCIellHa, HO He ¥ aHTU-TNFa Tepamnus

[TamenTy, KouTO ca pedpakTepHH WK UMAT HETTOHOCUMOCT KbM aHTH-TNFo Tepamnms

p<0,01

p <0,05

HOMHHAIHO 3HaurMo (p < 0.05)

o ® e

B IM-UNITI 29 ot 129 nanuedTn He MOAABPKAT OTTOBOPA KbM YCTEKHHYMa0 MpH MPHUIIOKEHHUE TIpe3
12 cenMuIv ¥ € IO3BOJICHO KOPUTHpAHE HA J03aTa Taka, de J1a MOTy4aBaT yCcTeKnHyMal mpe3

8 ceamunu. 3arydara Ha oTroBop ¢ onpezeneHa kato CDAI ckop > 220 touku u > 100 Touku
nouiienue crnpsamo uzxoanust CDAI ckop. [Ipu Te3n manueHTH KIMHUYHA PEMUCHS CE TTIOCTUTA TIPU
41,4% ot mauumentute 16 ceaMuIM ciael KOpUTHpaHe Ha J03aTa.

HaHI/IeHTI/ITC, KOHWTO HE Ca NOCTUTHAJIN KIIMHUYCH OTTOBOP KbM MHAYKIUA C yCTeKI/IHYMa6 Ha
ceamuna 8 ot mpoyuBanusiTa ¢ HAYKIKs UNITI-1 u UNITI-2 (476 namuentn), ca BKIIOYECHA B
HEpaHJOMH3HUpaHATa 9acT OT Mpoy4yBaHeTo ¢ moaabpxama Tepanus (IM-UNITI) u ca nomyqwnnn
MOJIKOKHA MHXKEKIHs yeTeknHyMad 90 mg no toa Bpeme. Cien ocem cenmunu 50,5% ot
NAaMEeHTUTE ca IOCTUIHAIHM KJIMHUYEH OTIOBOP U Ca MPOIBJDKUIIM Ja MOIy4aBaT MOAIbprKalla
Tepanus mpe3 8§ ceamuny. IloBedero oT Te3u naunueHTH, NPU KOUTO MOLABPIKAILA TEPAITUs
MPOIBIDKABA, MOAIABPKAT OTTOBOP (68,1%) u mocturat pemucus (50,2%) na cenmuia 44, kato
MIPOLEHTHT UM € M0J00€H Ha TO3H MPH MalUeHTUTE, KOUTO ITbPBOHAYAIIHO Ca C€ MOBIHUSIIN OT
MHIYKINS C YCTEKHHYMao.

Ot 131 manueHTH, KOUTO ca ce MOBJIUSIINA OT HHAYKIUS ¢ YCTEKHHYMAa0 U ca PaHJOMHU3UPAHH B
rpynara Ha mianebo B Ha4alloTo Ha IMPOYYBaHETO ¢ MOAAbpIKaIla Teparus, 51 BrociencTeue ca
3aryOnim OTroBoOpa cu U ca momydmmn 90 mg ycTeknHyMal moaKoxkHo mpe3 8 cenmuiiy. [loBedero ot
MAIMECHTUTE, 3aTyOMIIN OTTOBOPA CH U MTOJHOBUIIH JICUCHUETO C YCTEKUHYyMab, ca TO HAIIPaBWIH B
pamkuTe Ha 24 ceIMUIM OT MHAYKIMOHHaTa nHy3us. Ot te3u 51 namuentu 70,6% mocturar
KJIIMHAYEH OTroBop U 39,2% mocTurar KIMHUYHA peMucHs 16 ceIMULIU CiIel MOIy4aBaHETO Ha
I'bpBaTa MOJKOXKHA J103a YCTEKUHYMaO0.

B IM-UNITI nauueHnTute, 3aBbPIININA MIPOYUBAHETO N0 ceaMuua 44, ca MOAXOAAIIN Ja TPOABIIKAT
JIEYEHUETO B IPOABIDKEHUE Ha TIpoy4yBaHeTo. [Ipu Bcuukute 567 maryieHTyH, BKIFOUYEHU Ha U JIKYBaHU
¢ ycTeKkuHyMal B MPOIBIKEHUETO Ha MPOYYBAHETO, KIIMHHYHATA PEMHUCHS U OTTOBOPHT OOMKHOBEHO
ce ToJIbpIKaT 110 ceamuia 252, kakto npu 6onHuTe ¢ Heycnex Ha TNF-TepanuuTte, Taka u npu
MAIUEHTUTE C HEeYCIIeX Ha KOHBEHIIMOHAIHUTE TEPAIIHH.

He ca yctanoBeHu HOBM ChOOpakeHNsI, CBBP3aHU C 0€301MaCHOCTTA, IPH YAbDKaBaHE Ha TOBA
MPOYyYBaHE JI0 5 TOJAMHU Ha JIeUeHUE MPpU manueHTH ¢ 6onect Ha Crohn.

Enoockonus

BBHIIHUAT BUA Ha TUraBUIIaTa € OLIEHEH €HIOCKOIICKH NP 252 MalueHTy ¢ NOAXO0I1Ia H3X0JHa
€HJIOCKOIICKa aKTUBHOCT Ha 3a00JIsIBaHETO B €1HO NoAnpoyyBaHe. [IbpBuyHarTa KkpaiiHa To4ka e
MPOMSIHA OT H3XOTHOTO HHBO Ha ONPOCTEHNUS CHOCKOIICKU CKOP 3a TEKECT Ha 3200 IsIBAHETO TIPU
oonect Ha Crohn (Simplified Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD),
CHCTaBEH CKOP OT 5 MJIC0-KOJIOHHM CETMEHTA 3a HAJIM4ne/pa3Mep Ha SA3BHTE, IPOLEHT Ha JIMTaBUYHATA
MOBBPXHOCT, IOKPHUTA OT SI3BH, TIPOIICHT HA JIMTaBUYHATA TIOBBPXHOCT, 3aCerHATa OT JAPYTH JIC3UH, 1
HaJIM4re/BUJI HA CTECHSBAaHHUATA/CTpUKTYypuUTe. Ha cenmutia 8, ciien eiMHUYHA HHTPaBEHO3HA
MHIYKIIMOHHA 1032, mpoMsiHaTa B SES-CD ckopa e mo-roisMa B rpymnara Ha ycTeKuaymao (n = 155,
cpenHa mpoMsiHa = -2,8) OTKOJIKOTO B rpyrnara Ha miare6o (n = 97, cpeana nmpomsna = -0,7, p =
0,012).

Hosnusseane na pucmyrume
B enna noarpymna nanueHTH ¢ ApeHupamy GUCTyM Ha 3X0aHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) oT neKyBaHHUTE C YCTCKUHYMAO MMAIUEHTH CE TOBJMIBAT B MPOJIBIDKCHUE Ha 44 ceiMUIIn
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(ompeneneno kato > 50% HaMajeHHe OT U3XO0JHO HUBO B MIPOYYBAHETO C MHAYKIIHS Ha Opost Ha
npenupamute Grctynn) B cpaBHerue ¢ 5/11 (45,5%) ¢ mane6o.

Kauecmso na sicusom, cevpsano cvce 30pasemo

KauecTBOTO Ha )KHBOT, CBBP3aHO CHC 3/IPABETO, € OIIEHEHO IMOCPEIACTBOM BBIIPOCHUK MPpHU
BB3MAIUTETHH 3a00msaBanus Ha dyepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BbrpocHuim SF-36. Ha cenmuna 8 nauueHTuTe, nMoigy4aBaiy yCTEKHUHYMAa0, MOKa3BaT CTATUCTUIECKU
3HAYUMO I0-TOJISIMO M KIIMHUYHO 3HAYMMO 1moAo0penue Ha oomwst IBDQ ckop u Ha SF-36 O0001ieH
ckop 3a ncuxuuen kommonet (Mental Component Summary Score) 8 UNITI-1 u UNITI-2 u na SF-36
O060061eH ckop 3a ncuxuyeH kommnonet (Physical Component Summary Score) BUNITI-2 B
cpaBHeHue ¢ miare6o. B mpoyusaneTo IM-UNITI no cenmuna 44 te3n nogo0peHus

0OWMKHOBEHO C€ TMOIBPIKAT IMO-A00pe MPH JEKYBaHH C YCTEKHHYMa0 IMalieHTH B CPaBHEHHE C
miane6o. [TogoOperneTo Ha Ka4ecTBOTO Ha KUBOT, CBBP3aHO ChC 3[PaBETO, KATO ISUIO ce

MOJUTBbpIKa Mpe3 ISUT0TO MPOIBIDKEHHE 10 ceaMuna 252.

Yimepos3eH KoJIUT

be3onacHocTTa M e(hUKAaCHOCTTA Ha YCTEKMHYMAal ca OLICHEHH B IBE PaHIOMU3UPAHH, ABOHHOCIIECIH,
1a11e00-KOHTPOIMPAaHU, MHOTOLICHTPOBH IPOYYBaHMS IIPU Bb3PACTHHU IMALUEHTH C YMEPEH 10 TEXBK
aKTUBEH YyJIIepo3eH KoJuT (ckop 1o Mayo 6 no 12; eagockorncku cyockop > 2). [Iporpamara 3a
KJIMHAYHO pa3paboTBaHEe ce ChbCTOU OT €JHO MPOyYBaHE C HHTPAaBEHO3HA HHAYKIUS (HapeueHO
UNIFI-]) ¢ negenue no 16 ceamumm, mociensano ot 44-ceIMUYHO TIPOYYBAHE C TIOTHPIKAII0
JICYCHUE C MOJKOKHO MPUIIOKEHHE, C PAaHIOMH3HPAHO criupaHe Ha JieueHueTo (Hapeueno UNIFI-M),
KOETO MPE/ICTaBIIsABA Hail-Maiko 52 ceIMULIM Ha Tepamusl.

[IpencraBenure pesynraru 3a epuxacHocT oT UNIFI-I1 u UNIFI-M ce ocHoBaBart Ha IieHTpalieH
Iperiesl Ha eHI0CKOINUTE.

UNIFI-I BkirouBa 961 nmarmwentu. [IspBudHaTa KpaliHa TOYKA B POYYBAHETO C MHIIYKITUS €
NPOIIEHTHT Ha yYaCTHUIIUTE B KJIMHWYHA peMUcHs Ha cenqmuna 8. [TalueHTuTe ca paHIOMU3UPaHH Ja
MOJTy4aT eTHOKPATHO MHTPABEHO3HO MpernopbunTeNHarTa qudepeHnrpana 1o3a 6 mg/kg (Bk.
Tabmuma 1, Touka 4.2), dukcupana go3a 130 mg ycrekunymab i rrane6o Ha ceqmuiia 0.

PazpemieHo e eTHOBpeMEHHO IPUIIOKEHHE Ha TIEPOPATHA KOPTUKOCTEPOU TN, UMYHOMOIYJIaATOPH U
aMHHOCATNLIWIATH, KaTo 90% OT manueHTUTe NpoABbIKABAT Aa MOoIydaBaT Hail-MaJIKo €IHO OT Te3U
JekapcTBa. BKiroueHuTe manueHTy TpsioBa J1a ca NpeMHUHAIN HEYCIIEIIHA KOHBEHIIMOHAIHA TePaIus
(KOPTHKOCTEPOUIN M UMYyHOMOTYJIATOPH ) HIIK JICYCHHUE C Hail-MaJIKO €THO OHOIOTHYHO
nexkapcTBeHo cpecTBo (antaronuct Ha TNFo w/nnm Benonuzymab). [Ipu 49% ot manmenture
KOHBEHLMOHAJIHATA TEPAIKs € HEYCIeIIHa, HO He U JICYCHUETO C OMOJIOTUYHO JIEKAPCTBEHO CPEACTBO
(ot xouTo 94% He ca neKyBaHM Jl0cera ¢ OMOJIOTHYHH JIEKAPCTBEHU POAYKTH). 51% OT manmenTnTe
ca JIEKyBaHHM HEYCIIEUTHO WJIX UMAT HEMTOHOCUMOCT KbM OMOJIOTHYHO JIEKAPCTBEHO CPENICTBO.
[pubmuzutenHo 50% oT nauyeHTUTE ca JISKyBaHU HEYCIEIIHO ¢ Hali-Manko | mpeamecTpaa aHTH-
TNFa Tepanus (oT kouto 48% IBPBUYHO HE ca ce MOBIUIIN), a 17% ca nmanu Haii-manko 1 Tepanus
c aatu-TNFa cpenctBo u Begonmmsymao.

B UNIFI-I 3HaunM0 mo-roJiiM IpOLEHT OT MAlMEHTHUTE Ca B KIMHUYHA PEMUCHS B IpyIara, JIEKyBaHa
¢ ycrekuHyMa0, B cpaBHeHue ¢ Tuiarie6o Ha cenmuria 8 (Tabmuma 5). Omie na Ceqmuria 2, Haii-
paHHAaTa IUTaHWpPaHa BU3WTA B MPOYYBAHETO, ¥ MPH BCSIKA BU3UTA CJIE/ TOBA MO-TOJISIM MPOIIEHT
NalMeHTH C YCTEKMHYMa0 HSAMAT PEKTAIHO KbPBEHE WM OCTUraT HOPMaJHa YeCTOTa Ha JedeKanus
B CpaBHEHHE C MAIMEHTHTE Ha 1ane6o. HabmogaBany ca 3HAYMMU Pa3iIvKH MEXKIY YCTEKHHYMa0 1
m1ane0o B YacTUYHUS cKop 1o Mayo u cumnToMaTu4HaTa pemucus oie Ha Cenmuna 2.

EduxacHocTTa € mo-Brucoka B rpynara ¢ qudepeHuupanara go3a (6 mg/kg) B cpaBHeHuUE ¢ Tpynara ¢

nmo3a 130 mg mo oTHOIIEHHE Ha N30paHK KPpalHU TOYKH M TTOPAIX TOBa MU(PEpEeHIINPAHOTO TO3HPAHE
ce MpernopbhbyBa KaTo /1032 32 HHTPABEHO3HATA WHTYKITHS.
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Tabnuya 5. Pe3ziome na ocnosnume pesyimamu 3a egpuxacnocm ¢ UNIFI-I (Ceomuya 8)

Il1aunedo IIpenopbunTeTHA
N =319 1032 ycTeKHHymMao®
N =322
Knunnuna pemucus™® 5% 16%*?
Ipu manueHTH ¢ HeyCHenHa KOHBEHI[HOHAIHA, HO 9% (15/158) 19% (29/156)"
HE ¥ OMOJIOTHYHA TepaIus
[Ipy manMeHTy ¢ HeycnenHa GUOJorMYHa Tepanus’ 1% (2/161) 13% (21/166)°
IIpu nanuenTu ¢ HeycnemHa tepanus kakto ¢ TNF, 0% (0/47) 10% (6/58)"
TaKa M ¢ BeIoJIm3ymMad
KitMHMYeH 0TroBop® 31% 62%?
[pu manyeHTy ¢ HeyCHenHa KOHBEHIIMOHAIHA, HO 3506 (56/158) 67% (104/156)°
HE U OMOJIOTHYHA Teparus
I[Ipy NalMEHTH C HeyClenHa OMOJIOrMYHA TEpanus’ 27% (44/161) 57% (95/166)°
[Ipu nanuenTu ¢ HeycnemHa tepanus kakto ¢ TNF, 28% (13/47) 529 (30/58)"
TaKa U C BeI0JIM3ymMad
JluraBuuHo o3/1paBsiBane’ 14% 27%*
I[1pu manueHTy ¢ HeyCHenHa KOHBEHI[MOHAIHA, HO 21% (33/158) 33% (52/156)"
HE U OMOJIOTMYHA TEpaIus
ITpy manMeHTy ¢ HeyCHenTHa OMOIOTHYHA TEPATTHSI 7% (11/161) 21% (35/166)°
CHMMITOMaTUYHA PEMUCHS 23% 45%°
K0M6HanaHf CHMIITOMAaTHYHA PEMHUCHS M JIATABUYHO 8% 21066
031paBsiBaHE

£

Jlo3a 3a nHQY3Ms Ha ycTeKMHYMa0 IpH M3I0JI3BaHe Ha CXeMa Ha IpHjlaraHe Bb3 OCHOBA Ha TEJIECHOTO TEIJo, yKa3aHa
B Tabnruya 1.

KnuangnaTa pemucus ce onpenens kato ckop nmo Mayo < 2 myHKTa, 0e3 HHAWBUIYyaJeH cyockop > 1.

KJIMHUYHUST OTTOBOP ce onpeielist KaTo HaMaJIsiBaHe CIPSIMO U3XOJHOTO HMBO Ha ckopa o Mayo ¢ >30% n >3

MYHKTa, C HAMAJISIBaHe CIIPSMO U3XOJHOTO HUBO Ha CyOCKOpa 3a PEKTAIHO KbpBEHE > | MM CyOCKOp 3a PEKTaIHO
kbpBeHe 0 mm 1.

AnTtaronuct Ha TNFo n/unu Benonnzymao.
JIMraBUYHOTO 03/IpaBsiBaHE Ce OMPEAEIISl KATO CHAOCKOIICKH cyOockop 1o Mayo 0 wiw 1.

CumnromMaTHYHaTa PEMHUCHS ce oTpeielis Kato cyockop mo Mayo 3a gecrora Ha aedexanusata 0 wim 1 1 cyOckop 3a
pexTanHo kbpeeHe 0.

KoMOuHaIusaTa OT CHMITOMaTHYHA PEMHUCHS M JINTABHYHO O3/IpaBsIBAaHE CE OIPEEIs KaTo CyOCKOp 3a 4eCTOTa Ha
nedexarusta 0 w1, cyockop 3a pekTaiaHo KbpBeHe 0 u eHaockorcku cyockop 0 wmm 1.

p <0,001

Homunanuo 3uaunmo (p < 0,001)

Homunanuo 3uagumo (p < 0,05)

B UNIFI-M ca oneHenn 523 maiydeHTH, HOCTUTHAIM KIIMHUYEH OTIOBOP C €IHOKPATHO 1.V.
npuinoxxenue Ha ycreknaymad B UNIFI-I. [TaunenTture ca pangomMu3upany 3a nojiyyaBaHe Ha
noyIbpaKaiia cxema ¢ 90 mg ycreknHyMa0 MoAKOXKHO Ha BCeku 8 cenmuiy, 90 Mg ycrekuHymad Ha
BCcekH 12 ceamuIy Wiy 1ianedo B Mpoab/hKeHHe Ha 44 cemMunn (3a mpernopbhunTeTHaTa
noJjyrspkama no3a Bukre tTouka 4.2 Ha KXIT va USGENA nmxekunoneH pa3rop ((piakoH) u

WHXXEKI[MOHEH Pa3TBOP B NPEABAPUTEITHO HAITBIHEHA CIIPUHIIOBKA WJIH B MIPEIBAPUTEIHO HAITBIHEHA
MHACaJKa).

3HAYUMO TO-TOJISIM MIPOLIEHT MAIMEHTH Ca B KIMHUYHA PEMUCHS B JBETE IPYIIH, JICKYBaHU C
ycTeknHyMa0, B CpaBHEHHE ¢ rpymara ¢ miarebo Ha cenmuna 44 (k. Tabmiuna 6).
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Tabnuya 6: Pe3siome na ocnosnume usmepumenu 3a epuxacrocm ¢ UNIFI-M (ceomuya 44;

52 cedmuyu om 3anousane Ha UHOYKUUOHHAMA 003a)

Mnamedo* 90 mg 90 mg
N =175 yCTeKMHYMa0 | ycTeKHMHyMa0
npe3 npe3
8 ceamuuu 12 ceamuuu
N =176 N =172
Knunanuna pemucus™®* 24% 44%:* 38%°
IIpu nanueHTy ¢ HeycnenHa
KOHBEHITHOHAITHA, HO He W OHOJIOTMYHA 31% (27/87) 48% (41/85)" | 49% (50/102) "
Tepanust
gp“ HATHEIITH © HeyClieliia 17% (15/88) | 40% (36/91)® | 23% (16/70)"
MOJIOTHYHA TEePAIHsI
[Ipy mamueHTH ¢ HEeYCIeNIHa TeParHst 15% (4/27) 33% (7/21)" 23% (5/22)"
kakTo ¢ TNF, Taka u ¢ Benonuzymad
Houm,pmaH;: Ha KJIMHUYEH OTTOBOP JI0 45% 7192 68% 2
cenMuna 44
[Ipu nanyeHTy ¢ HeyCHelHa
KOHBEHIIMOHAJIHA, HO HE U OMOJIOTMYHA 51% (44/87) 78% (66/85)" | 77% (78/102)®
Tepanust
gp“ TALHCHTH € HEYCHCIIHa 39% (34/88) | 65% (59/91)® | 56% (39/70)"
MOJIOrMYHa TCpanusd
Tlpy mauperi ¢ Heycnelsa repanis 41% (11/27) | 67% (14/21)* | 50% (11/22)*
kakTo ¢ TNF, Taka u ¢ Bemonmuzymad
JluraBu4HO 03/1paBsBaHe’ 29% 519%? 44%5
Tombpiane Ha KIMHIIHA PEMHCH3 10 38% (17/45) 58% (22/38) | 65% (26/40)®
ceamuna 44
Knunugna peMucus 6e3 KOPTHKOCTEPOHIS 23% 42%:2 38%°
[TpoAbIKHTENHA PEMHUCHST' 35% 57%* 48%"
CuMnTOMaTHYHa peMucHs’* 45% 68%" 62%"
KomOuHHMpaHo cHMNITOMATHYHA PEMUCHS U 28% 48% 41%"

JIMTaBUYHO O3/paBsBaHe*

*  Creq MOBIHSIBAHE OT 1.V. YCTEKUHYMAO.
*%

§

KimHnyHata peMucus ce onpezens Kato ckop rno Mayo < 2 myHkTa, 6e3 HHANBHIyalleH cyockop > 1.
KJIMHUYHUAT OTTOBOP ce onpeielist KaTo HaMaJIsiBaHe CIPSIMO U3XOJHOTO HMBO Ha ckopa no Mayo ¢ >30% n >3

MYHKTa, C HAMAJISBaHe CIPSMO U3XOJHOTO HUBO Ha CyOCKOpa 3a PEKTAJHO KbPBEHE > | MM CyOCKOp 32 PEKTaIHO

kbpBeHe 0 mn 1.
AnTtaronuct Ha TNFo n/unu Benonuzymao.

T Juraemanoro 031paBsiBaHe Ce OIpeeNss KaTo eHJOCKOICKH cyOockop mo Mayo 0 wm 1.

Koptukoctepoun Ha Ceamuna 44.

Cenmuna 44 u yactuyHa pemucus no Mayo npu nociennata Buzuta (Cenmuna 44).

[MopabpkaneTo Ha KIMHUYHA peMucus 1o Cenmuiia 44 e onpeneneHo KaTto MalueHT B KITMHUYHA PEMUCHS 10
Cenmuna 44 cpen MaMeHTHTE B KIIMHUYHA PEMUCHSI HAa H3XOHOTO HUBO Ha MOJIbpiKamiara dasa.

Knunnynara peMuUcus 0e3 KOPTHUKOCTEPOU CE ONPENALIIA KAaTO MAllMCHTU B KIIMHUYHA PEMUCHS, KOUTO HE I10JIydaBaT

IIponbioxkuTenHaTa pEMUCHS CE OIIpeeNsl KaTo YacTUYHa peMucus no Mayo npu > 80% npu BCUUKU BU3UTH NPEIH

Y Cummrromarnunara pemucus ce onpexens kato cyockop mo Mayo 3a ecrora Ha gedexanusaTa O wam 1 u cy6ekop 3a

peKTaiHo kbpBeHe 0.

+  KoMOMHAILMATA OT CUMIITOMATHYHA peMucHs 1 TUTaBUYHO 03/PaBsABaHE Ce ONPENEIIs KaTo CyOCKOp 3a 4ecToTa Ha
nedexkarusata 0 w1, cyockop 3a pekTainHo KbpBeHe 0 i eHaocKorcku cyockop 0 wmm 1.

2 p<0,001

® p<0,05

Howmwunanuo 3uauumo (p < 0,001)
Homunanuo 3Haunmo (p < 0,05)
be3 cratucTuyecka 3HaUUMOCT

BJ'IaFOHpI/ISITHI/IHT C(l)eKT Ha YCTCKI/IHYMa6 BBPXY KIMHUYHHA OTTOBOP, JIMTABUYHOTO O3APAaBABAHC U
KIIMHUYHaTa pCMUCHUS € Ha6J'IIO}_'[aBaH IIpy UHAYKIOUA U IMMOAOBbPIKAIO JICHCHUC KAKTO IIPH MAIJUCHTUTC
C HCYCIICIIHA KOHBCHIIMOHAJIHA, HO HE U OHoJIOrNYHa TCparus, Taka v Ipyu NaquCHTUTE C Haii-MaJiko
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eJHa TIpe/IIIecTBalla HeyclelnTHa Tepanus ¢ antaroHuct Ha TNFo, BKIIOYHTETHO py NaIMeHTH,
KOWTO ITBPBUYHO HE Ca C€ MOBIMSIN OT Tepanus ¢ antaronuct Ha TNFao. biaaronpusiten edexr e
HAOJI0JJaBaH CHIIO U MPH HHAYKIIHS IPH MAIUCHTU C Hali-MaJIKO ¢/IHA HEYCIICIIHA P AIISCTRAINA
tepanus ¢ antaronucT Ha TNFa u Beonu3ymMal, HO OposT Ha MAIUSHTUTE B Ta3W MOATPYIA € TBhPIC
MAaJTbK, 32 J]a C€ HAIpaBAT KaTeTOPUYHH 3aKIIFOUSHHSI OTHOCHO OJIarONMpHUATHUS eeKT 110 BpeMe Ha
MOIbPIKAIaTa TEPAIKS B Ta3H Tpyma.

THayuenmu, nosnusgawu ce om unoykyus ¢ yemexkunyma6 na Ceomuya 16

Ha nanmentuTe, 1eKyBaHU ¢ YCTEKHHYMa0, KOUTO HE ca MOTydmin oTroBop Ha cenmuria 8 B UNIFI-I,
e nmpunoxern 90 mg ycrekunymao s.c. Ha cenmuna 8 (36% ot naumenture). Ot T1x 9% ot
MalMeHTHTE, KOUTO ITbPBOHAYAIIHO Ca PaHAOMH3HPAHH 32 MOJyYyaBaHe Ha MPENOpbYHTEIHATA
MHIYKIMOHHA /1033, IOCTUraT KJIMHWYHA peMucus, a 58% mnocturat KIMHUYEH OTTOBOP Ha

Ceamuua 16.

[TanmenTuTe 63 KIMHUYEH OTTOBOP KbM MHAYKIHS C YCTEKHHYMa0 Ha ceIMHUIA § B IPOYYBAHETO
UNFI-I, Ho ¢ otroBop Ha cemmunia 16 (157 marpieHTn), ca BKIIOYEHH B HEPaHIOMHU3HpaHATa 4acT Ha
UNIFI-M u ca npoabJKuin Aa Mody4aBaT Mo bpiKalla 1032 Ha BCEKH 8 CEIMUIIM; TIOBEYETO OT TE3H
nanueHTH (62%) moaabpkaT oTroBopa, a 30% mocturat peMucus Ha ceamuua 44.

IIpoovnoicenue na npoyusaremo

B UNIFI naruenTuTe, 3aBHPIIMIN IPOYUBAHETO A0 ceaAMHUIIA 44, ca MOAXOISIIHN Ja MPOAbIDKAT
JIEYEHUETO B MPOABJKEHUE Ha poyuBaHeTo. Cpexn 400-Te mauueHTH, KOUTO ca BKIOYEHHU HA U
JIeKyBaHH C YCTCKMHYMa0 Ha BCEKH 12 v § ceAMUIY B IPOIBIKCHUETO HA TIPOYYBAHETO,
CHUMIITOMaTHYHATa peMHCHsI OOMKHOBEHO ce 3amna3Ba Jo0 200-Ta ceqmuia Npyu NanueHTH, C HeyCenHa
KOHBEHITMOHAIHA (HO He ¥ OMOJIOTMYHA Teparus) U Te3! ¢ HeyClenHa ONoIOTHYHA Teparus,
BKITFOUUTEITHO TE3U C HeycnexX KakTo ¢ aHTH-TNF, Taka u ¢ Bemonuzymab. Cpe/ manueHTuTe, KOUTO ca
TOJYYHJIH 4-TOIMIIHO JIeYeHHEe C YCTEKHHYMab U ca OLEHEHHU C TOMOIITA Ha IIBJIHKS CKOp 10 Mayo 3a
nobppkane Ha ceamuiia 200, crorBeTHO 74,2% (69/93) 1 68,3% (41/60) nmoxabpkat 3a3apaBsiBaHETO
Ha JIMTaBUIIATa ¥ KJIMHUYHATA PEMHUCHSL.

AHanmu3bT 3a 6e30macHoOCT, BurouBani 457 naruentu (1289,9-naruenToroanam), IpoOCiIeaCHH 10
220 ceamuny, TOKasa, 4e mpoduIbT Ha Oe30macHOCT Mexny 44 n 220 cenMunia, € CpaBHAM C TO3H,
HaOrogaBad 110 44-ta ceqMuIa.

He ca YCTaHOBCHH HOBHU C"LO6pa)KCHI/IH 3a 0€30IaCHOCT IIpU TOBA NPOABIDKCHUEC HA ITPOYUBAHCTO IIPU
MalrEeHTH C YIILCPO3CH KOJIUT, JICKYBAHU 1O 4 TOAWHHA.

Enoockoncko nopmanusupane

EHII0CKOIICKOTO HOpMaIM3HUpaHe € ONpeiesieHO KaTo eHAOCKOICKU cyockop 1o Mayo 0 u e
HabmogaBaHo omre Ha cenmunia 8 B UNIFI-I. Ha ceqmuta 44 or UNIFI-M To ce moctura mpu 24% u
29% OT MaIMeHTUTE, JISKYBaHH C YCTEKHHYMa0 ChOTBETHO Ha BCEKH 12 MM 8 CeMMIIU, B CPAaBHEHHE
¢ 18% ot nauueHTuTe B rpynara c mianeoo.

Xucmono2uuHo u Xucmo-eHO00CKONCKO TUSABUYHO 030PABABAHE

XHCTONOTUYHOTO 03/IpaBsiBaHe (ONpeAesieHO KaTo HeyTpoduiHa nHGuATpanus B < 5% oT KpUNTHTE,
0e3 paspyimaBaHe Ha KPUNITUTE U 0€3 €pO3UH, YIIIepalliy WK TpaHyJalliOHHa ThKaH) € OIICHSIBaHO Ha
ceqmutia 8 B UNIFI-I u na Cenmua 44 B UNIFI-M. Ha cenmua 8, cies emHOKpaTHa HHTPABEHO3HA
WHIyKIIMOHHA J1032, 3HAYMMO TIO-TOJISIM ITPOIICHT MAlMeHTH B IPyTaTa ¢ IpenopbunuTeIHaTa 1032
MOCTUTAT XMCTOJIOTUYHO 031ipaBsaBaHe (36%) B cpaBHEHHE ¢ AIIMEHTUTE B rpynara c miamebo (22%).
Ha Cenmura 44 nmogaepikade Ha To3u eeKT ce HaOIrogaBa Mpy 3HAYUMO TTOBEYE TAIUEHTH C
XHUCTOJIOTHYHO O3/IpaBsABaHE B IPyIUTE C ycTeKnHyMal Ha Bcakal2-ta cenmuna (54%) u Ha Besika 8-
Mma ceamuua (59%) B cpaBHeHue ¢ mwianebo (33%).

KomOunnupana kpaifHa TouKa — XHCTO-€HIOCKOIICKO JIMTAaBHYHO 03/IpaBSBAHE, ONPEIEIICHO KaTO
YYaCTHHIM C €JHOBPEMEHHO JIMTABUYHO M XUCTOJIIOTHYHO O3][paBsiBaHE, € OIICHEHA HA ceIMUIIa 8 B
UNIFI-I u na cenmuua 44 8 UNIFI-M. [lanuenTture, nmoryyaBaiy yCTeKUHYMa0 B IpeNOpbUYHTEIIHATA
71032, TOKa3BaT 3HAYMMO MOA0OpeHNe Ha KpaifHaTa TOUKa, XMCTO-EHIO0CKOIICKO JINTaBUIHO
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037paBsBaHE Ha ceammuIa 8, B rpymara ¢ yctekuaymab (18%) B cpaBHeHme ¢ rpymnaTta ¢ miane6o (9%).
Ha cenmuria 44 mommbprkaHe Ha TO3M eeKT ce Habro1aBa Mpu 3HAYMMO ITOBEUE TMAIIMSHTH ¢ XUCTO-
€H/IOCKOIICKO JINTAaBUYHO 037paBsiBaHe B IPyNHTE ¢ ycTeKMHyMal Ha Besika 12-ta cenmuna (39%) u Ha
Besika 8-Ma cenmunia (46%) B cpaBHeHUe ¢ iane6o (24%).

Kauecmso na sicusom, cevpsano cvce 30pasemo

KauecTBOTO Ha )KMBOT, CBEP3aHO ChC 3JIPABETO, € OIICHSABAHO Upe3 BBIPOCHUK IpH BH3MATUTECITHU
3abonsBanus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u Bnipocuuture SF-36
u EuroQoL-5D (EQ-5D).

Ha cenmuna 8 8 UNIFI-I naruenTure, mony4aBaiy yCTeKUHYMa0, MOKa3BaT 3HAYUMO MO-TOJISIMO U
KIMHAYHO 3HaYMMO rmomobpente Ha obmms IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary Score u SF-36 Physical Component Summary Score B cpaBHeHHe € m1anedo.
ToBa nogoOpeHune ce moAIbpIKa MpH MalMeHTHTE, JIeKyBaHu ¢ ycrekuaymad, B UNIFI-M no
ceamuna 44. ITogoObpeHneTo Ha Ka4eCTBOTO Ha JKHUBOT, u3MepeHo ¢ IBDQ u SF-36, odukaOBeHO ce
MOJTBPIKA Mpe3 ISUTOTO IpoabnkeHue 1o ceamuna 200.

[TanueHTHTE, MOMyYaBadl yCTEKUHYMa0, UMaT 3HAYUMO MO-TOJIIMO OJOOpEHHE Ha MPOLYKTUBHOCTTA
mpu paboTa, OIIeHEeHO Ype3 TO-TOSIMO HaMallsiBaHe Ha O0IIOTO HapyIlIeHne Ha paboTara U Ha
HapyIIaBaHETO Ha aKTUBHOCTTA, OIIcHEHH upe3 BhIipocHuka WPAI-GH, 0TKOIKOTO manueHTure,
MoJy4aBajn maneoo.

Xocnumanusayuu u onepayuu, cévpsanu ¢ yayeposen koaum (YK)

o cenmuna 8 B UNIFI-I npolieHThT Ha YYaCTHUITUTE C XOCIIMTAIU3AIMH, CBbp3anu ¢ YK, e 3HaunMo
MO-HUCHK NPHU YUYACTHULUTE B IPpynara ¢ NpenopbunuTesHaTa 103a ycrekuuymao (1,6%, 5/322) B
CpaBHEHME C YUYAaCTHULMTE B rpymarta ¢ mianebo (4,4%, 14/319), karo HUKOW OT y4aCTHULIUTE,
MoJIyYaBaJiM yCTEKMHYMa0 B NIPEOPhUYUTEIHATA HHIIYKIIMOHHA /1033, HE € TOJI0KEH Ha orepalus,
cebp3ana ¢ YK, B cpaBuenue ¢ 0,6% (2/319) oT yyacTHUIIMTE B Tpymnara ¢ miare0o.

Ho cenvuria 44 8 UNIFI-M 3na4qmmo mo-HUCHK Opoii xocnuTanu3amnun, cBbp3anu ¢ YK, e
HaOJII0/JaBaH MPHU YYaCTHUIMTE B KOMOMHUpaHarta rpyma ¢ ycrekunymab (2,0%, 7/348) B cpaBHeHHE ¢
YYaCTHULMTE B rpymara ¢ mwianedo (5,7%, 10/175). Uucneno no-manbk Opoil yyaCTHUIM B Tpynara C
ycrexkunymao (0,6%, 2/348) ca moanoxeHnu Ha onepanys, cBbp3ana ¢ YK, B cpaBHeHHE ¢
y4acTHHUIIMTE B Tpymarta ¢ miamebo (1,7%, 3/175) no cenmuna 44.

NMyHOTE€HHOCT

ITo Bpeme Ha jieueHHE ¢ yCTEKHHYMa0 MOraT Jia ¢ce Pa3BHT aHTHTENa CPEIly YCTeKUHYMao 1
MOBEUETO OT TAX ca HeyTpanu3upamniy. O0pa3yBaHETO Ha aHTHUTENA CPEIy YCTeKHHYMal € CBhP3aHO C
MOBHILIEH KIIMPHHC HA YCTEKUHYMa0 MpH manueHTH ¢ 0osect Ha Crohn wiu yimepo3en kout. He e
HaOJIr0JaBaHa HaMasieHa epukacHocT. He ce HaOmonaBa oueBUIHA 3aBUCUMOCT MKy HAJTHUUETO Ha
aHTHUTENA CPEIy YCTeKHHYMa0 1 MosBaTa Ha PEakIuy Ha MACTOTO HA HHXKEKTUPAHE.

HenManana TIOITyJIaIns

EBpomneiickaTa areHIus 1o JiekapcTBaTa oTjara 3aJbJDKEHHETO 3a IIPEIOCTaBsIHE Ha Pe3yITaTUTE OT
IIpoy4yBaHUsATa C YCTCKI/IHyMa6 B €/THA UJIK MMOBEYC MOATrPYIIN Ha II€AUaTpuIHaTa Iomyjaanusd npu
oonect Ha Crohn 1 yniepo3eH KoiuT (BXk. Touka 4.2 3a WHPOpPMAIUs OTHOCHO yIoTpeda B
NeINaTpUITa).

5.2 dapmakoKHMHeTHYHH CBOWCTBA
Crnen nmpenopp4yUTENHATa UHTPABEHO3HA NHAYKIIMOHHA 1032 MEAMaHaTa Ha MaKCUMaJIHaTa CepyMHa

KOHIICHTpAIlMs Ha yCTeKHMHYyMa0, HaOmonaBana 1 yac cien undysusra, e 126,1 pg/ml npu
narueHTutTe ¢ 6oject Ha Crohn u 127,0 pg/ml npu narueHTUTE ¢ YIIEPO3€H KOJIUT.
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Pasnpenenenue

Menuanara Ha oOema Ha pasnpeelieHue B TepMuHanHata ¢asza (Vz) cie eTHOKpaTHO HHTPABEHO3HO
MPUJIOKEHUE MTPH MAIUEHTH C TICOpHa3uc Bapupa ot 57 mo 83 ml/kg.

Buorpancdhopmars

To4yHuAT MeTaOOJUTEH BT HA YCTEKMHYMAa0 HE € N3BECTEH.

EnumMunupane

Menunanata Ha cucteMans KHphHC (CL) cien emHoKpaTHO HHTPABEHO3HO MPUIIOKEHNE TIPH
MAIUCHTH C Ticopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Menuanara Ha nonyxuBora (t1/2) Ha
YCTEKMHYMa0 € IPUOIM3UTEITHO 3 CEMHUIIU TPU TAIIMECHTH ¢ YJIEPO3eH KoIuT, bonect Ha Crohn,
TICOPUA3UC ¥/VITU TICOPUATHUYEH apTPHUT U Bapupa oT 15 10 32 nHM BHB BCUYKH MTPOYYBAHUS HA
TICOPUA3UC ¥ TICOPUATHYEH apTPHUT.

JIMHEeHHOCT Ha Ji03aTa

CuctemHara excriozuiust Ha ycreknHyMab (Cmax 1 AUC) ce yBennuaBa 1o Ha4uH, TPUOIU3UTEITHO
IIPONOPLUOHANIEH HA [103aTa, CJe] €IHOKPAaTHO HHTPABEHO3HO NIPUIIOKEHUE Ha 103U B I'PaHULATA
mexay 0,09 mg/kg u 4,5 mg/kg.

CrernuansHy nNonyJIalun

Hsama nanmnuan papMakoKUHETHYHH JaHHW MIPH MAIIUEHTH C YBpeaeHa Ob0pevHa i 4epHopoOHa
¢ynkuus. He ca mpoBeZieHN KOHKPETHU MPOYYBAHUS C UHTPABEHO3HO MPUIIOKEHHE Ha YCTEKHHYMa0
IIpU MaUCHTU B CTaPYCCKa Bb3pacCT WK NEANATPUYIHU TAIITUCHTU.

ITpu naruentu ¢ Oosiect Ha Crohn U yJIepo3eH KoJUT BapuaOUIHOCTTa Ha KIIMPBhHCA HA YCTEKUHYMA0
ce MOBIIMSIBA OT TEJIIECHOTO TETJI0, HUBOTO HAa CEpYMHHUSI aI0YMUH, TI0J1a U cTaTyca Mo OTHOIICHUE Ha
aHTHTeJIaTa CPelly YCTEeKHHYMa0, T0OKaTo TEIEeCHOTO TErJIO € Hali-3HauyMMaTa KoBapuaTa, BIHsela
BBpPXY oOema Ha pasnpenenenue. OcBeH ToBa npu Oosiectta Ha Crohn KIMPBHCHT ce noBnusiBa ot C-
pEeaKTUBHUS MIPOTEHH, CTaTyca M0 OTHOIIEHUE Ha HeyclieX Ha JedenneTo ¢ TNF-anTaronucty u
pacata (a3uaTCKy CIpsIMO HEAa3UaTCKH MPOM3Xo.). Br3aelicTBHeTO Ha Te3U KOBapUaTH € B PAMKHTE Ha
+20% oT THnMYHaTa WM pedepeHTHaTa CTOMHOCT Ha choTBeTHUS PK mapameTsp, mopaau ToBa He €
HeoOX0Ma KOPEKIIHs Ha /103aTa 3a Te3W KoBapraTtu. EnHoBpeMeHHarTa yrnoTpeba Ha
UMYHOMO/TYJIaTOPH HAMA 3HAYMTEITHO BIMSHNE BHPXY PA3NpeIeIEHUETO Ha YCTEKHHYMa0.

Perynupane sa CYP450 ensumn

Edexrure Ha IL-12 i IL-23 Bbpxy perymupanero Ha CYP450 ensumure ca omeHeHu B in Vitro
MPOYYBAHE C U3IOJI3BaHE HA YOBEIIKH XEMaTOIUTH, KOeTo mokasea, 4e 1L-12 w/wnm IL-23 ¢ HuBa ot
10 ng/ml He npomeHnsT aktuBHOCTTa Ha YoBelkuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
win 3A4; Bx. Touka 4.5).

IIpoBeneno e otkputo npoyuBane (asza 1 3a nexkapcTBenu BzanmonencTeuss CNTO1275CRD1003 3a
OIleHKa Ha eeKTa Ha yCTeKMHYMa0 BPXY €H3MMHATa aKTHBHOCT Ha IuToxXpoM P450 cien nHIyKIus
Y TIOJTHPIKAII0 TprIaraHe Mpy ManueHTn ¢ akTuBHa OosecT Ha Crohn (n=18). He ca HabnromaBanu
KIMHAYHO 3HAYMMU TIpOMeHH B excriozunusra Ha kopenH (CYP1A2 cyberpar), Bapdapun

(CYP2C9 cy6erpar) omenpazon (CYP2C19 cy6erpar), nekcrpomeropdan (CYP2D6 cyberpar) wian
mugazonam (CYP3A cyOcTpar), korato ce W3Moi3BaT ChIIBTCTBALIO ¢ YCTEKHHYMa0 Mpu o100peHaTa
NpernopbyrTeNIHA JO3UPOBKA MpH ManueHTH ¢ 6osect Ha Crohn (Bxk. Touka 4.5).

5.3 IlpeakIVHUYHYU JaAHHU 32 0€30MACHOCT

HexnuaWYHATE JaHHW HE ITOKa3BaT 0COOCH pUCK (HAIp. TOKCHYHOCT HA OpraHUTE) 3a X0opa Ha OazaTa
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Ha M3MUTBAHUATA 32 TOKCHYHOCT TIPH MHOTOKPATHO MpUJIaraHe, TOKCHYHOCT 33 Pa3BUTUETO H
PENpOIYKTUBHA TOKCHYHOCT, BKITFOUUTETHO U ()apMaKOJIOTUIHUTE OIIEHKH 3a Oe3omacHocT. [1pu
MPOYYBAHUS 332 TOKCUYHOCT 32 PA3BUTUETO U PEMPOAYKTUBHA TOKCUYHOCT IPH TBJITOOMAIIATH MaKaIllH
HE ce HaOJII0jaBaT HeXeNlaH! ePeKTH BpXY (pepTHIINTEeTa IPU MBKKUTE, KAKTO U BPOJCHH Je(EKTH
WJIM TOKCUYHOCT 32 pa3BUTHETO. He ce HaOmoaaBar HexenaHu epeKTH BbpXy QepTHiInTeTa pu
JKEHCKHUTE TIPH yHoTpedaTa Ha aHAJIOTUYIHO aHTUTSUIO cpemry [L-12/23 nmpu mumkn.

Jlo3oBHTE HHBA B MPOYYBAaHUS P )KUBOTHH ca OJM30 45 MBTH [TO-BUCOKHU OT Hail-BUCOKaTa
eKBHBAJICHTHA J103a, IPEIBIDKIaHa 32 MPUIOKEHNE TIPH TTAIIUEHTH C TICOPUA3UC, U BOIAT JI0
MaKCHUMAaJIHU CEPYMHH KOHILICHTPAIUU NpU MakMyHH, KOUTO ca Haa 100 mbTH MO-BUCOKHU OT
KOHIICHTpAIMKTE, HAOII0IaBaHU TIPH XOpa.

He ca npoBexaanu nmpoy4yBaHus 3a KApIUHOTEHHOCT C YCTeKWHYMab opaay JUmcaTa Ha MOIXOASIIH
MOJIEIIN 32 aHTHTSUIO 0€3 KphCTOCaHa peakTHBHOCT KbM IL-12/23 p40 Ha rpuzaun.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha NIOMOIIHHUTE BelIeCTBA

EDTA aunaTtpueBa coi quxuapat
XUCTUIUH

XUCTUINHOB MOHOXUIAPOXIOPHU/L
[Momucopbar 80 (E433)

3axapo3a

Bopa 3a nmkeknmm

6.2 HecbBMeCTUMOCTH

[1pu nMIica Ha NPOYYBAHUS 38 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOAYKT HE TPAOBA J1a cE CMECBaA ¢
JpyrH JiekapcTBeHn npoaykT. Usgena TpsdBa ia ce pa3pex/ia caMmo ¢ pa3TBOp Ha HATPHEB

xmopua 9 mg/ml (0,9%). Usgena He TpsiOBa J1a ce mpuiiara eJHOBPEMEHHO Ype3 €IHA U ChINa
WHTPABEHO3HA CUCTEMA C JIPYI'H JIEKAPCTBEHHM MPOJLYKTH.

6.3 Cpok Ha rogHoCT
18 mecena
Joka3ana e xuMuuHa 1 pU3MYHA CTAaOMIIHOCT TI0 BpeMe Ha ynoTpeba 3a 8 uaca npu 15-25°C.

OT MHKpPOOHOJIOrMYHA IJIeJIHA TOUKA MPOAYKTHT TPsOBA Ja ce ynoTpeOu He3abaBHO, OCBEH aKo
METOABT Ha pa3pexaaHe U3KIII0UBa PUCK OT MUKPOOHO 3aMbpcsiBaHe. AKO He ce ynoTpeOu He3abaBHO,
MIEPUOABT Ha U3IOJI3BaHE U YCIOBHATA Ha ChXpaHEHHE MPeIu yrnoTpeda ca OTTOBOPHOCT Ha
nmoTpeduTens.

HeoTtBopenusT ¢akon Moxe Ja ce ChbXpaHsiBa pH cTaiiHa Temneparypa 10 30°C 3a efHOKpaTeH
MEePUO MaKCHMyM JI0 7 THU B OpUTHHAIHATA KApTOHEHA OMAKOBKa, 3a J1a Ce MPEAIas3y OT CBETIMHA.
Beaubk chXpaHsBaH Ha cTaiina Temmnepatypa (10 30° C), GprnakonsT He TpsbGBa 1a ce BpbIIa B
XJaAuiaHuKa. M3xBbpiere pruakoHa, ako He ce U3MO0I3Ba Cle]] ChXpaHEeHHEe B paMKHUTE Ha 7 JHU TIPU
CTaifHa TemmepaTypa Wil cjel N3THYaHe Ha OPUTHHAIHIS CPOK Ha TOAHOCT, B 3aBHCHMOCT OT TOBa,
KO€ OT JIBETE HACTBITH MO-PAHO.

6.4 CnenmaJHM ycJI0BHUS HA ChXpaHeHHUe
Ja ce cexpanssa B xmagmiauK (2°C — 8°C). [la He ce 3ampa3ssiba.

CoxpaHsBaiiTe rakoHa B KApTOHEHATa OMAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.
3a ycioBUATa Ha ChXpaHEHHE CIIE/T Pa3pekIaHe Ha JIGKAPCTBEHUS MPOIYKT BUKTE Touka 6.3.
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6.5 Bwuau chbabpkaHHe HA OMAKOBKATA

26 ml pastBop BBB ¢uiakon oT 30 Ml ¢rakoH OT cTHKIIO THI I, 3aTBOPEH ChC 3aIymIanKka Ot
OpomOyTIITOBa TyMa ¢ mokpuTre. Usgena ce pa3npocTpaHsBa B omakoBKka 1o 1 ¢makoH.

6.6 CrnenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

KonnenTpatsT 3a nHGY3HOHHUS pa3TBOp BBB (urakoHa Usgena He TpsOBa Ja ce pasKialia.
KonrneHTparhT 32 MHPY3HMOHHHS Pa3TBOP TPsOBaA J1a Ce MPOBEPH BU3YAITHO 33 HATUYUETO HA BUIAUMU
YaCTHUIU WK TIPOMSIHA Ha IIBETA, TIPEY J1a CC TIPUIIOKH.

KonneaTpaTsT 3a nHOY3HOHHUS pa3TBOp € OUCTHp, Oe3lBeTeH 10 0JIeM0KBAT O€3 BUIUMHU YACTHIIH.
JlexkapCcTBEHUSAT POYKT HE TpsIOBa J1a ce yrnoTpeOsiBa, ako pa3TBOPBT € 3aMpa3siBaH, ¢ MPOMEHEH
OBAT WX MBTCH WIK CbAbPKA BUAUMU YaCTUIIU.

Pazpexnane

Usgena xoHIieHTpaT 3a HH(QY3UOHEH Pa3TBOpP TPSAOBaA Ja ce pa3peau U Ja ce TOATOTBH OT
MEIUIUHCKH CIICIMAUCT C TIOMOIITA Ha aCENTHYHA TeXHHKA.

1. N3uucnere no3ata u 6post Ha HeoOxoauMuTe riakoHu USgena Bb3 OCHOBA Ha TEIJIOTO Ha
nanuenTa (Bk. Touka 4.2, Tabnuia 1). Beexku dumakon Usgena 26 ml ceabpika 130 mg
ycreknayma0. M3nonssaiite camo mbiaHH ¢uiakonn Usgena.

2. H3rernere u u3xpwpiere oT uHPY3HoHEH cak oT 250 ml obem oT pa3TBOpa Ha HATPHEB XIJIOPHT
9 mg/ml (0,9%), paBen Ha o6ema Usgena, xoiiTo TpsOBa aa ce nobasu. (u3xBbprete 26 ml
HaTpHEB XJIOPHU 3a Bcekn HeooxoanMm (iaxon Usgena, 3a 2 durakoHa u3xpbpiere 52 ml, 3a 3
¢akona uzxpwpiuere 78 ml, 3a 4 ¢pnakona uzxpwpaere 104 ml).

3. Uzrernere 26 ml Usgena ot Bceku HeoOxoauM (rakoH u ru gob6aBeTe KbM HH(Y3HOHHHUS
cak ot 250 ml. Kpaitausat o6em B nH(y3MOHHUS cak TpsiOBa na Obae 250 ml. BHumarenno
cMecere.

4, [Ipenu npunoXeHUETO MPOBEPETE BU3YAIHO pa3peleHus pa3rBop. He ro ynorpebssaiite, ako
ce HaOJIIO1aBaT BU3YaJTHO HENPO3PayHM YaCTHUIIM, TPOMSIHA Ha [[BETA WIIM YYXKJIU YaCTHIIH.

5. [punoxere pa3peneHus pa3TBOP 3a MEPHOJI OT Hal-MaJKo eauH 4yac. [Ipunaranero Ha

WH(Y3UOHHUS Pa3TBOP TPOBA Ja ce U3BHPILIU B PAMKHTE Ha OCEM Yaca Clie]l
pa3pekaHeTo B MH(Y3HOHHUS CaK.

6. W3non3Baiite camo Habop 3a nH(Y3HA C BrpaJeH, CTEPUIICH, allMPOreHeH GUITHDP ChC C1abo
CBBp3BaHe Ha MpoTenHu (pa3Mep Ha mopute 0,2 MUKpoOMeTpa).
7. Bceku ¢nakoH e camo 32 eJHOKPATHO MPUIIOKEHHE ¥ HEM3TOI3BAHUSAT JIEKAPCTBEH MPOJTYKT

Tpr6Ba Ja €€ U3XBBbPJIU B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUS.

7. NPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEBGA
STADA Arzneimittel AG

Stadastrasse 2—18

61118 Bad Vilbel
T'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1987/005

9. JATA HA ITBPBO PA3PEINABAHE/IIOTHOBSIBAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

22



Jlata Ha TBPBO pa3pelaBaHe:

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpo6Ha mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MperocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus Mo JiekapeTeaTa https://www.ema.europa.eu.

23


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

V To3wu ekapcTBeH MPOAYKT MOJUIEKH Ha JIOMIBIIHUTEITHO HabmroaeHue. Tosa 1e mo3Boiu 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3UCKBA J1a ChOOIABAT BCsAKa MOA03UPaHa HeKelaHa peakus. 3a HaurHa Ha ChoOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Usgena 45 mg WHXEKIIMOHEH Pa3TBOP
Usgena 45 mg MHXEeKIIMOHEeH Pa3TBOP B MPEABAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA
Usgena 90 mg WHXEKIIMOHEH pa3TBOP B MPEABAPUTEIHO HAITBIIHEHA CITPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Usgena 45 Mg uHKEKIMOHEH Pa3TBOD

Bceku (utakon chabpika 45 mg ycrekunymab B 0,5 ml.

Usgena 45 mg HHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Besika npeiBapuTEIHO HAITbJIHEHA CIIPHHIIOBKA ChIbpika 45 mg ycrekunymab B 0,5 ml.

Usgena 90 Mg HHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Besika npeiBapuTeIHO HAaTbJIHEHA CIIPHHIIOBKA Chabpka 90 mg ycreknaymad B 1 ml.
VYereknnymab e usisiio 4oBenko 1gG 1k MOHOKIIOHATHO aHTUTsUIO KbM uHTepneBkuH (IL)-12/23,
MPOM3BE/ICHO B MUEJIIOMHA KJIEThUHA JIMHUSI Ha MUIIKH € TIoMoIITa Ha pekomOnHanTHa JTHK
TEXHOJIOTHSL.

[ToMOIIIHO BELIECTBO ¢ U3BECTHO NEHCTBHE

Bceexu ml ceappxa 0,04 mg nomucopdar 80.

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIECTBA BIXKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
WHXeKInoHeH pa3TBOp (MHKEKIIHS).

Pa3TBOpBT € OUCTHp M Oe31BETEH 10 OIEI0KBIIT U 0€3 BUIUMH YaCTHIIH.

4. KJIWMHUYHU JAHHU
4.1 TepaneBTHYHU NOKA3AHUS

I1iakoB 1Icopuasuc

Usgena e mokasaH 3a JieueHHe Ha YMEPEH A0 TEeKbK IUIAKOB IMICOPUA3KC IPU Bb3PacTHHU, KOUTO HE ca ce
HOBJIMSUTH, UMAT ITPOTUBOIIOKA3AaHHS HIJI HETTOHOCUMOCT KBM JIPYTH CHCTEMHH TEPAITNH, BKJIIOYBAIIN
uknocnoput, Merorpekcat (MTX) unu [IYBA (nicopasieH u ynTpaBuoaeTOBH A TbUH) Tepanus (BK.
Touka 5.1).
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IInakoB ncopuasuc Ipu NeIUaTPUIHNA HAITUCHTH

Usgena e moka3zaH 3a JIeYeHHE Ha YMEPEH JI0 TeXbBK IUIAKOB IICOPHA3KC TIPH JICIIa U MAIUEHTH B
IOHOIIIECKA Bh3pacT Ha 6 TOJAWHU U MO-TOJIEMH, ITPU KOUTO UMa HEJIOCTAThUCH KOHTPOJ WU
HEMMOHOCUMOCT KbM JIPYTH CHCTEMHH Tepanuu uid Gororepanuu (Bx. Touka 5.1).

IIcopuatnuer aptpur (PsA)

Usgena, camocTosATeTHO Wik B KomOuHarmsa ¢ MTX, e moka3aH 3a Jie4eHHe Ha aKTHBEH IICOPHATHICH
apTPUT IPH BH3PACTHH NALUCHTH, IIPH KOUTO OTTOBOPBHT KbM IMPEALISCTBAIIIO JICYCHHE C
HEOMOJIOTMYHU MOIU(HIIMpaly OojiecTTa aHTHpeBMaTonIHHU JiekapcTa (disease-modifying anti-
rheumatic drugs, DMARD) e 6ui HemocTaTh4eH (BXK. Touka 5.1).

Bonect Ha Crohn

Usgena e moka3zaH 3a Jie4YeHrEe Ha Bb3PACTHH MAIIMEHTH C YMEPEHa JI0 Te)XKKa akTUBHA OOJIeCT Ha
CI'Ohl’l, KOHTO Ca C€ MOBJIHAIN HEJOCTAThYHO, BEUC HC CC MMOBJIMABAT UJIH UMAT HCIIOHOCHMOCT KbM
KOHBEHIIMOHATHATA Tepanus Wik KbM anTtaronuct Ha TNFa.

Yanepo3eH KOJIUT

Usgena e mokasaH 3a JieueHHe Ha Bb3PacTHH MALMEHTH C YMEPEH 10 TeXbK aKTUBEH YJILEPO3eH
KOJIUT, KOUTO ca Ce MOBJIMIIN HEJOCTaThUHO, BeUe He CE MOBJIMABAT MIIM UMAaT HEMOHOCHUMOCT KbM
KOHBEHI[MOHAIHATA Tepanus Uik KbM OHOJIOTHYEH JIEKapCTBEH MPOAYKT.

4.2 Jlo3UpOBKA M HAYMH HA MPUJIOKEHHE

Usgena e mpeHa3Ha4eH 3a yrnotpeda o1 pbKOBOACTBOTO U HAJ30pa Ha JieKap C OIHT B
JUATHOCTUIIMPAHETO U JICUCHUETO Ha 3a00JsBaHus, 3a kouto USgena e mokasas.

2!03I/I[ZOBKa

Ihaxos ncopuasuc
[IpenopwuntenHara go3upoBka Ha Usgena e HayaiiHa J1o3a 45 mg, IpUIokKeHa ITOJIKOXKHO,
IocJIeIBaHa OT J103a 45 Mg 4 ceIMHIM ITO-KBCHO M CJIS TOBA Ha BCEKH 12 CeIMUIIN.

[Tpu marueHTH, KOUTO HE Ca CE MOBJIUSIM OT JICUSHUETO J10 28 ceaMUIM TPsiOBa aa ce OOMHCITU
MpeKpaTsBaHe HA TepaIuATa.

Hayuenmu ¢ menecro meano > 100 kg

3a manmenTu ¢ tenecHo teryo > 100 kg navanHaTa 103a € 90 mg, MpUIIoKeHa MOJIKOKHO, MOCIieIBaHa
ot no3a 90 mg 4 ceamMuIM MO-KBCHO U Ciie] TOBa Ha Bceku 12 ceamuny. [lpu Te3n naumenTu nosara
oT 45 mg chIIo e epuKacHa, HO Mmo-rojsiMa eukacHOCT uMa mo3ata oT 90 mg. (Bxk. Touka 5.1,
Tabsmmna 4)

IIcopuatnuen aprpur (PsA)

[Ipenoppuntennara qo3uposka Ha Usgena e HavanHa 1o3a 45 mg, mpuiioxKeHa MOAKOXKHO,
nociieIBaHa ot 703a 45 Mg 4 ceAMHUIIM TTIO-KBCHO U CJIEN TOBA HA BCEKH 12 ceaqmMuIm. AJITepHATHBHO,
npu narenTu ¢ renecHo Terio > 100 kg, Mmoxke na ce uanonzear 90 mg.

IIpn manmeHTH, KOUTO HE ca Ce MOBIHSIHN OT JISYEHNETO A0 28 ceIMuUI TpsioBa ja ce 0OMUCIIN
NpeyCTaHOBSBAaHE Ha JICUCHHUETO.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOX01uMO aganTupaHe Ha 103aTa IpH MAlHEeHTH B CTapuecKka Bb3pacT (BXK. Touka 4.4).
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bvopeuno u wepnoopobro yspesicoane
He ca nposexnanu npoyuBanus ¢ Usgena mpu Te3u momynanuu naientd. He Mmorat na 6bp1aT
JTaJICHU TIPETIOPHKU 32 JI03UPaHe.

Tleouampuuna nonynayus
be3onacHocTtTa M edukacHocTTa Ha USgena mpwu aera ¢ rmcoprasnc Ha Bh3pacT Mo 6 TOIWHU WIIH TIPH
Jiena ¢ ICOpUaTHYeH apTpuT 1o 18-roauiitHa BE3pacT Bee Olle HE ca YCTaHOBEHU. JIUTcBaT qaHHH.

IInakos ncopuasuc npu neduampuunu nayuenmu (6 200unu u no-eoremu)
[Ipenopbunrtennara qo3a Ha USgena criopen TelnecHOTOo TErIIo € MoKa3aHa no-aoiy (Tadmumna 1).
Usgena tpsoBa na ce npunara Ha ceamuim 0 u 4, ciieq ToBa Ha Bceku 12 ceMuIiy.

Tabnuya 1: Ilpenopwvuumenna 0oza USGENA npu neduampuunu nayuenmu ¢ ncopuasuc

TeecHo Terjio KbM MOMEHTAa Ha NMpuJIaraLHe HpelIOpI)‘lI/ITe.TIHa 03a
<60 kg 0.75 mg/kg
>60-<100 kg 45 mg
> 100 kg 90 mg

3a u3uncisBaHe Ha oOeMa 3Ha nHkektupane (ml) npu nauuentu < 60 kg u3mon3paiiTe ciaeqHara
dopmyna: TenecHo terio (kg) x 0,0083 (ml/kg) wnmu BukTe Tabnwma 2. Uzuucnenust odbem tpsaodBa aa
ce 3akpbrm 70 0,01 ml 1 ga ce nmpuara ¢ rpagyupasa cipuHiioBka ot 1 ml. HamuueH e ¢uiakoH ot
45 mg 3a nequaTpUYHM MAIMEHTH, KOUTO TPOBa Jia MOTy4aBaT MO-MaJKo OT Iiara go3a 45 mg.

Ta6muma 2: O6emu 3a umkekTHpane Ha USQgena mpu neauaTpuuHy HanueHTH ¢ ncopuasuc < 60 kg

TesiecHO Terjio KbM MOMEHTA HA Ho3za (mg) O0em 3a un:xkekTupane (ml)
npuiaarse (kg)
15 11.3 0.12
16 12.0 0.13
17 12.8 0.14
18 135 0.15
19 143 0.16
20 15.0 0.17
21 15.8 0.17
22 16.5 0.18
23 17.3 0.19
24 18.0 0.20
25 18.8 0.21
26 19.5 0.22
27 20.3 0.22
28 21.0 0.23
29 21.8 0.24
30 22.5 0.25
31 23.3 0.26
32 24.0 0.27
33 24.8 0.27
34 25.5 0.28
35 26.3 0.29
36 27.0 0.30
37 27.8 0.31
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TeJiecHO TerJi0 KbM MOMEHTA Ha Jo3a (mg) O0eMm 3a un:kekTupane (ml)
npuiaarse (kg)
38 28.5 0.32
39 29.3 0.32
40 30.0 0.33
41 30.8 0.34
42 315 0.35
43 32.3 0.36
44 33.0 0.37
45 33.8 0.37
46 34.5 0.38
47 35.3 0.39
48 36.0 0.40
49 36.8 0.41
50 37.5 0.42
51 38.3 0.42
52 39.0 0.43
53 39.8 0.44
54 40.5 0.45
55 41.3 0.46
56 42.0 0.46
57 42.8 0.47
58 43.5 0.48
59 44.3 0.49

[Tpu manmenTH, KOUTO HE ca Ce MOBIUSIIM OT JICUSHHETO 10 28 ceIMUIIM TPsIOBa Ja ce 0OMUCITH
npeKpaTsBaHe Ha TepaIusTa.

bonecm na Crohn u ynyepozen xonum

B cxemara Ha neueHue nbpBaTa qo3a Usgena ce mpusiara HHTPaBEHO3HO. 3a JO3UPOBKaTa Ha
MHTPaBEHO3HA CXeMa Ha mpuiarane, BikTe Touka 4.2 or KXII na Usgena (130 mg koHueHTpaT 3a
MH(Y3UOHEH Pa3TBOD).

IIspBOTO MOAKOXHO TpHIIokeHne Ha 90 mg Usgena tpsoBa na 6b/1e Ha cenmuia 8 ciren
WHTpaBeHO3HaTa J03a. Ciies ToBa ce MpenopbyuBa NPUIOKEHNE HA BCEKU 12 ceMHUIIN.

[TanmeHTH, KOUTO HE CE TOBIHUABAT JOCTATHYHO 0 § CEMUIIM CJIE]l ITbpBaTa IMOAKOXKHA /1032, MOXKeE
Jla IoJTy4yar BTopa MOJKOKHA 71032 110 TOBAa BpeMe (BXK. Touka 5.1).

[TarmenTH, Tpyu KOUTO UMa 3ary0a Ha OTTOBOp MpH MpHIIarane mpe3 12 ceqmMum, Moxke 1a ©Mart mojsa
OT MOBHIIIEHNE HA Y€CTOTaTa HA MpUIaraHe mpe3 8 ceamuiy (Bk. Touka 5.1 u Touka 5.2).

BriocnencTBue 1o3aTa MOKe /1a ce Mpuiiara Ha MarueHTUTe mpe3 8 ce MU Win ipe3 12 cenMuIy Bb3
OCHOBA Ha KIIMHMYHA TpeleHKa (BxK. Touka 5.1).

Tpﬂ6}3a Ja ce oomucIn MNpCyCTaHOBABAHC HA JICUCHUCTO IIPU MANUCHTHU, KOUTO HC ITOKAa3BaT JaHHU 34

TepamneBTUYIHA 10132 16 ceaMuITH cliel 1.V. MHAYKIIMOHHA 71032 WK 16 CeMUITH CIe]l TPpeMIHABAHE
KBbM MpHUJIaraHe Ha MoJiIbpiKalia /103a mpe3 8 CeAMMIIH.
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[IpunoxeHneTo Ha UMYHOMO/IYJIATOPH W/WIIA KOPTHKOCTEPOUIA MOXKE J1a TIPOJIBIIKH 110 BpEMe Ha
nedenueto ¢ Usgena. Ilpu mamuenTrTe, KOUTO ca ce MOBIUSIIH OT JedeHneTo ¢ Usgena,
MPWIOKEHUETO HA KOPTUKOCTEPOUIU MOXKE J1a CE€ HAMAJIU MJIHU J1a C€ IPEYCTAaHOBU B CbOTBETCTBUE ChC
CTaHJapTa Ha JICUCHUE.

IIpu Gomect rHa Crohn miwm ynmepo3eH KOJUT, aKo TepamnusTa ce IpeKbCHE, MTOTHOBSIBAHETO Ha
JICUCHUETO C MOJIKOKHO MPUIIOKEHHE TIpe3 8 ceaMuny € 6e30MmacHo U epeKTUBHO.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOX01MMO KOpUTHpaHe Ha J03aTa MPH MAIllMeHTH B cTapyecka Bh3pacT (Bxk. Touka 4.4).

bvopeuno u uepnoopobro yspescoare
YcreknnyMal He € IpOoyYBaH MPH TE3U MOIYJIAlUK ManueHTH. He Morar ja ce HanpaBsT NpenopbKu
3a JI03UpaHe.

Teouampuuna nonynayus
beszonacHoctTa u ehukacHoctTa Ha Usgena npu neuenne Ha 6onect Ha Crohn nim ysmeposeH

KOJIUT MpH Jella Ha Bb3pacT oA 18 ronnHu Bee OllIe HE ca yCTaHOBEHU. JIMNcBaT NaHHU

Hauwnn »Ha npuioxeHue

Usgena 45 mg u 90 mg npenBapuTeIHO HATBIHEHH CIPUHIIOBKH Cca CaMO 3a MOJKOKHO HHKEKTHUPaHE.
[To BH3MOKHOCT KOKHUTE YUaCTBLIU C U3BEH IICOPHA3HC TPSOBA Aa ce N30ArBaT KaTo MsCTO Ha
WH)KEKTUpaHE.

Crnen moaxosmio o0ydeHrne 3a TEXHUKATa Ha ITOIKOKHO MH)KEKTUPAHE TMAI[CHTUTE HITH TEXHUTE
OomHoTrNeAauM MoTat JAa uHkekTupat Usgena, ako JekapsT pelru, ue ToBa € ymecTHo. Bee mak
JISKapsT TPsIOBa Ja OCUTYPH MOAXOIAII0 IPOCIIE/AsSBaHe Ha NalMeHTuTe. [lalMeHTUTe WiTh TEXHUTE
OomHOTIIEeAaun TPsOBa 1a ObAAT MHCTPYKTHPAHH JIa MHXKEKTUPAT MPEAIICaHOTO KomudecTBo Usgena
ChITIACHO YKa3aHMATA B JIUCTOBKaTA. [101po0OHM yKa3aHUs 3a MPUIIOKESHHE ca JaJICHU B JINCTOBKATA.

3a mo-HaTaTHUIHY YKa3aHUS 33 IPUTOTBSHE U CIICIIUAHY TPEAITa3HI MEPKH TPU paboTa BIDKTE
TO4YKa 6.6.

4.3 IlpoTuBOmOKAa3aHUS

CBp’bX‘-IyBCTBI/ITe.HHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBbM HAKOC OT IIOMOUIHHUTE BCIICCTBA,
n30poeHu B Touka 6.1.

KiuHuuHO 3HaunMa, akTBHA HHGEKIMs (HAMp. aKTHBHA TYOepKyJ103a, BXK. Touka 4.4).

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeAna3Hu MepKH NpH ynorpeda

IIpocnenumoct
3a fa ce moIo0py MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MMAPTHIHUAT

HOMCP Ha IMPUJIOKCHUS TPOAYKT TpSI6Ba SICHO Ja C€ 3aIlicCBar .

HNudexnmu

YcreknHyMad MoXe Jja HMa MOTEHIHAN Ja yBeJIrnyaBa prucKa oT MH()EKLIUH U 1a peaKTHBHPa
nareHTHU MHMeknuu. [Ipy KIMHUYHY TPOYYBAaHUS M TOCTMAPKETHHIOBO 00CEPBAIIMOHHO MTPOYYBaHE
NPY TTAIMEHTH C TICOPHA3UC ce HAaOJII0]aBaT CEPHO3HU OaKTepHaTHH, ThOWYHN U BUPYCHU HHEKITUH
IpY MAIMEHTH, TPUEMaIy yCTeKuHyMa0 (Bk. Touka 4.8).

[Ipu nanyeHTH, IEKyBaHU ¢ YCTEKUHYMAa0, ce ChoO0IaBa 3a OMOPTIOHUCTUYHU WHPEKIVH, BKITIOYBAIIN
peakTUBUpaHe Ha TyOepKyo3a, APYrH OMOPTIOHUCTUYHU OaKTepHaATHI WHPEKIIMU (BKITFOYUTEITHO
aTUNMYHA MUKOOAKTepHUaTHa WHGEKIUA, MCHUHTUT, IPUYHHEH OT Listeria, THEBMOHUS, MPUYUHEHA OT
Legionella, 1 HOKap103a), OMOPTIOHUCTUYHNA MUKOTUYHH HHPEKIIUH, ONIOPTIOHUCTUYHH BUPYCHH
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nHpEeKIUU (BKIIOUUTEIIHO eHIle(haINUT, MPUIUHEH OT XEPIeC CUMIUIECKC 2) U Hapa3suTHH HHOEKIIUN
(BKIIFOUMTETTHO OYHA TOKCOILIa3M03a).

TpsiOBa 1a ce MOAX0kK/Ia ¢ OBHIIICHO BHUMaHKE, KOTaTo ce 00CHkKIa MmpriiokeHuero Ha Usgena mpu
MAIMEHTH ¢ XPOHUYHM HH(EKINK WM aHAMHE3a 3a peluauBrpaiia nadexims (Bx. Touka 4.3).

[Ipeau 3anouyBaneTo Ha Jeyenue ¢ Usgena manuenTute TpsiOBa 1a ce U3CIIeABAaT 3a TyOepKyIo3Ha
urdexipst. Usgena He TpsOBa 1a ce mpuiiara Mpu MalieHTy ¢ akTUBHA TYOepKy1o3a (Bxk. Touka 4.3).
JleuenneTo Ha JaTeHTHA TyOEpKyI03HA HHEKIHS TPSOBA Ja 3alI0YHe MPEAH MPUIOKEHHETO Ha
Usgena. [IpoTuBoTyOepKyI03HaTa Tepanusi ChILO TPsAOBa Aa ObAe 00ChACHA IPEar HaYaJI0TO Ha
nedenue ¢ Usgena mpu manyeHTy ¢ aHaMHe3a 3a JIATCHTHA WM aKTUBHA TYOCepKYJI03a, IIPU KOUTO HE
MOJKe Jia ce MIOTBBPIU aJeKBaTeH Kypce Ha neuenue. [lanuenture, npreMainy Usgena, tpsbsa na ce
HaAOJI0JTaBaT BHUMATETHO 32 MPU3HAIM U CAMIITOMHU Ha aKTHBHA TYOEpKYJI03a 10 BPeME Ha JICUCHUETO
U CIie]l HeTO.

[TanmenTuTe TpsAOBa 1a ObJAT HHCTPYKTHPAHU J]a OTHPCAT JIEKAPCKU CHBET, aKO CE TOSBST IPH3HALH
WM CUMIITOMMU, IIpeArojaranin I/IH(I)CKHI/ISI. Axo ManyeHT pa3BUC CCPUO3HA I/IH(i)CKHI/IH, CBbCTOSAHUETO
My Tpsi0Ba BHUMATENHO 1a ce cieau u Usgena He TpsOBa 1a ce mpuiara, T0KaTo HHEKIusITa He Obe
OBJIaJIsHA.

3510KaYeCTBEHU 3a00IsIBAHHS

HmyHoCcynpecopy KaTo yCTeKHHYMad UMaT MOTEHIIMAN JIa YBEJIMYAaBaT PUCKA OT 37I0KAYSCTBCHH
3a0osiBaHus. Hsikon manueHTH, KOUTO ca MprueMalii ycTeKnHyMal B KIIMHUYHH [TPOYYBAHUS U B
MOCTMapPKETHHIOBO 0OCEPBAIMOHHO MPOYYBaHE IIPU MAIMEHTH C IICOPUA3UC, Ca PA3BUIIA KOKHU U
HEKOXKHH 37I0Ka9eCTBCHH 3200 11BaHUA (BXK. TOUKa 4.8). PUCKBT OT 37TOKaYECTBEHH 3a00JITBAHHUS MOXKE
Jia € TI0-BHCOK MPH MAIMEHTH C MICOPUA3KC, KOUTO Ca JICKYBaHH C IPYyTH OWOJOTHYHY JICKAPCTBA B
X0/1a Ha 3a00JITBAHETO.

He ca nmpoBexxganu mpoy4yBaHus, B KOUTO yJacTBAT MAI[USHTH C aHAMHE3a 3a 3JI0KaUYeCTBEHH
3a00JISIBAHUS HITH B KOMTO MIPOIBIDKABA JICUCHUETO Ha TTAlMEHTH, Pa3BIIIU 3]I0KaYeCTBEHO 3a00IIsIBaHe
0 BpeMe Ha IpreMa Ha ycTekuHyMma0. 3aToBa TpsiOBa Ja ce MOX0K 1A C IOBUIIIEHO BHUMAaHUE,
KOTaTo ce 00ChK/a MpUIIokeHneTo Ha USQena rmpu Te3n NaryueHTH.

Benuku nanuenTy, no-crenuanto te3u Haja 60 ToanHu, MalueHTH ¢ aHaMHe3a 3a MPOIbJKUTETHA
MMYHOCYIIpECMBHA TEpalys WIK TakuBa ¢ anamHesa 3a [ITYBA-tepamnus, Tpsa0Ba na ce Habmoaasar 3a

NosiBa Ha PaK Ha Koxkara (BK. Touka 4.8).

CucreMHH U pecnmpaTopH PEAKIIMH Ha CBPBbXYYBCTBHTCIIHOCT

Cucmemnu

Cepuno3HH peakIiy Ha CBPbXYyBCTBUTEIHOCT Ca JOKJIAJBAHN B IOCTMapKETUHIOBY YCIIOBHSA, B HIKOU
CIIydad HSKOJIKO THH ciief] JeueHneTo. Mima cimydyan Ha aHaduIakcus 1 aHrnoeneM. AKO ce MOsIBU
aHa(UIaKTUYHA WK Ipyra CEpHo3Ha Peaklus Ha CBPbXUyBCTBUTEIIHOCT, TPAOBa ]a ce Ha3HAUM
NOAXO/SIIA Tepanus 1 npuiioxkennero Ha Usgena tpsoBa j1a ce npeycranoBu (Bxk. Touka 4.8).

Pecnupamopnu

Crny4au Ha aJieprudueH ajaBeoIUT, €O3MHO(HITHA THEBMOHUS M HeMH(EKIIMO3HA OpraHu3upaia
MTHEBMOHUS ca ChOOIICHHM 10 BpeMe Ha IIOCTMapKEeTUHIOBaTa yrnorpeda Ha ycTekunyma0. Kinunununure
NPOSIBH BKITIOYBAT KAIUTULA, AUCITHES] U MHTEPCTHLMATHI HHPUITPATH CIIe] €AHA 10 TPH A03H.
CepHo3HHTE TTOCIIENI BKITIOYBAT JINXATENIHA HEJIOCTATHYHOCT U MPOABIKUTEITHA XOCTTUTATU3AIIHS.
[Momo6penue e cro0IaBaHO clie/l TPEYCTAHOBSIBAHE HA JICUCHUETO C YCTEKUHYMAal 1 B HSIKOU CITy4Yau
NpY IPUIIOKEHUE Ha KOPTUKOCTEPOUAN. AKO Ob/ie M3KITIIOUeHa HH(EKIXS 1 JuarHo3aTa ce MOTBBPIH,
NPUIOKEHUETO HA YCTEeKHMHYMa0 TpsOBa Jja ce MPEeyCTaHOBHU U Ja CE 3all04He MOAXOMSIIO JIeUeHUE
(Bx. Touka 4.8).
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CppieYHOCHA0BU CHLOUTHS

[Tpu manueHTH ¢ ICOpHA3KC, C CKCIO3UIIMS Ha YCTEKUHYMa0, B TIOCTMAPKETHHI'OBO 00CEPBAIlMOHHO
MPOYyYBaHE ca HAOJI0JaBaH! ChPICYHOCHIOBU CHOUTHS, BKIFOUUTEITHO HH(DAPKT HA MUOKap/a U
MO3BYHOCHIOB MHITMACHT. PrckoBHTE (DAaKTOPH 3a CHPICIHOCHIOBO 3a00IsBaHe TPsiOBa 11a ce
OIICHSBAT PEJIOBHO IO BPEME Ha JICUCHUETO C YCTEKUHyMa0.

Bakcunanmm

[IpenopbyBa ce 1a He ce MpUIIarar >KUBU BUPYCHH WM J)KUBU OakTepuanHu BakcuHu (kato BLIK)
ennoBpeMenHo ¢ Usgena . He ca mpoBexxiaHM KOHKPETHU IPOYYBAHHS NIPU ALMEHTH, BHPXY KOUTO
HAaCKOpO € IIprjlaraHa KuBa BUPYCHA WM )KHBa OakTepuanHa BakcuHa. Hsima naHHM 3a BTOpUYHO
npeAaBaHe Ha MH(EKIUs uype3 KUBU BAKCUHU NP MAIMEHTH, TOTy4aBally ycTeKuHyMao. Jledenneto
¢ Usgena tpsi0Ba ia ce mpeycTaHoOBH 3a Hail-Mallko 15 ceMUIM cliesi MocieHaTa 103a Mpean
MOCTABSIHETO Ha KMBA BUPYCHA WJIH KHUBa OaKTepHalHa BAKCHHA M MOXeE J]a c€ Bb30OHOBH Haii-Masko
2 ceIMUIIM Cllel BAKCHHUPaHETO. JIekapuTe, npeAnuCcBaliy JEKapcTBOTO, TPsIOBa Ja HAPaBsAT
crpaBka ¢ KpaTkaTta xapakTeprcTrKa Ha MPOIyKTa 3a KOHKPETHATa BaKCHHA 3a JIOMbIHUTEIHA
MH(OPMALS U YKa3aHUs 3a ChITBTCTBAIIO MPUIOKECHNE HA IMYHOCYIIPECUBHH JIEKApPCTBA CIIeN
BaKCHHHPAHE.

He ce npenoppruBa npunarane Ha >kxuBU BakcuHU (kato BLDK BakcuHa) mpu kbpMayeTa, ¢ eKCIO3ULIUS
Ha YCTEeKHHYMa0 in Utero, B mpoJbKeHHE Ha ABAHAIECET Mecella CIIe/l PayKIAHETO HITH JT0KATO
CEepyMHHTE HUBA Ha YCTEKHMHyMa0 MpHU KbpMaueTo CIaJHaT MO HUBOTO Ha JIeTeKIHs (BXK. TOUKH 4.5 u
4.6). AKO ¢ HaJuIle KaTeropuyHa KIMHUYHA 0J13a 33 OTACIIHOTO KbpMade, MOXKE J1a C& OOMHUCIIH
IpuIaraHe Ha )KMBa BaKCHHA B I0-PAHEH MOMEHT, aKO HE C€ OTKPHBAT CEPYMHH HUBA Ha
YCTEeKUHYMao.

[MaumenTure, kouto ynotpedssat Usgena , Moxe Ja MoaydaT eJHOBPEMEHHO HHAKTUBUPAHU UITH
yOUTH BaKCHHHU.

Jsnrocpounoto neuenue ¢ Usgena He MOTHCKa XyMOPAIHNS UMYHEH OTTOBOpP KbM ITHEBMOKOKOBHUTE
HOJIU3aXapy/IHA BAKCHHHU WK KbM BaKCHHHTE CpEIly TeTaHyc (BXK. Touka 5.1).

C’LHT)TCTBaHIa UMYHOCYIIPECHBHA TCPAIIi

[Ipu npoyuBaHus MPH IICOPHAZNC HE Ca OIEHIBAHU OE30IIaCHOCTTa U e(PUKACHOCTTA HA YCTEKMHYMa0
B KOMOHMHAIIUS ¢ UMYHOCYITPECOPH, BKIFOUUTEITHO OMOJIOTHYHH NIPOTyKTH MU poTtoTepanus. [Ipu
NPOYYBaHUS MPH NICOPHATHYEH apTPUTCHITBTCTBAIIOTO NpuiiokeHne Ha MTX He moBnusiBa
Oe3onacHocTTa U ePUKACHOCTTA Ha ycTeknHyMa0. B npoyuBanusTa npu 6onect Ha Crohn u
VIIEPO3EH KOJIUT ChITBTCTBAIOTO NMPHIIOKEHNE HA UMYHOCYIPECOPH WIIM KOPTHKOCTEPOUIN
U3TJIeXK/1a He MOBJIMABA 0€30MacHOCTTa WM e(pUKacHOCTTa Ha ycTeKnHyMa0. TpsiOBa na ce moaxoxna ¢
MOBHIIIEHO BHUMAHHUE, KOTaTO Ce 00CHK/Aa ChII'BTCTBAILIOTO MPUIOKEHUE HA IPYTH HMYHOCYIIPECOPHU U
yCTeKHHYMa0 WM MPH IPEMUHABAHETO KbM JICUEHHUE C IPYTH OMOIOTMYHE UMYHOCYIIPECOPH (BK.
Touka 4.5).

HUmynotepanus

YCTCKI/IHYMa6 HE € OLICHABAH IIPpU MaUCHTHU, KOUTO Ca IMoAJIaraHu Ha UMYHOTEpAIinA 3a aJICpruu. Hee
HU3BCCTHO JaJIn USgena MOXKE [1a C€ 0Tpa3u HAa UMYHOTCPAIIUATA IPH aJICPTrUH.

Cepro3Hu KOKHH 3a00/I9BaHNs

[Ipu manmeHTH ¢ ICOPUA3UC ce ChOOIABa 3a CITyJau Ha eKC(POoIMaTUBEH NEPMATHUT CIIe]] JICYCHUE C
ycTeknHyMad (Bk. Touka 4.8). [larueHTHTe ¢ MIakoB IMCOPHUA3UC MOXKE 1a Pa3BUAT €pPUTPOICPMHUUCH
TICOPHA3UC KATO YacT OT €CTECTBEHUSI XO7 Ha 3a00JISIBAHETO ChC CUMIITOMH, KOUTO MOXKE OT KITMHUYHA
TJIeJIHA TOYKA J]a He CE OTVIMYaBar OT ekconmatuBHus nepMmarur. Jlekapure TpsiOBa 1a BHUMaBaT 3a
CHUMIITOMH Ha €PUTPOJICPMHUUECH IICOPHA3KC MU eKC(HOTUATUBEH IEPMATHT KATO YacT OT
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MPOCIEASBAHETO HA IICOPHA3NCa MPH MalkeHTa. AKO Te3H CUMIITOMH Ce TOSBAT, TpsiOBa Ja ce
3armovyHe moaxosmo gedenue. [Ipmnoxkennero Ha Usgena tpsiOBa aa ce mpeycTaHOBH, aKO HMa
CBMHEHHUS 32 JICKAPCTBEHA PEAKITHSI.

3aboisiBaHus, CBEP3aHU C JIYITYC

Crayuaun Ha 3a00JsIBaHuUs, CBBP3aHH C JIYITYC C€ ChOOIABAT MPU MAMEHTH JIEKYBaHHU ¢ YCTEKUHYMaO0,
BKITIOUHTEITHO KOXKEH JYIYC epUTEMATOIEeC | JIyyc-o1o0eH cunpom. [Ipy Bb3HUKBaHE Ha JIC3UH,
0c00EHO Ha M3JI0KEHUTE Ha CITBHIIC YYaCcThIIM Ha KOXKATa, UITH aKO T€ CE ChITBTCTBAT OT apTPajIrus,
MaIMeHTHT TPSAOBA 1a TOThPCH He3abaBHO JieKapcKa MOMOIIL. AKO ¢ MOTBBPIAT 3a00IIBaHuS,
CBBP3aHHU C JIYIyC, YCTCKUHYMAa0 TpsiOBa /1a ce MPEyCTAaHOBH U J1a CE 3aM0YHE TOXO/IAIIO JCUCHHE.

CrienaTHy TOMYJIaluu
Cmapuecka év3pacm (> 65 200unu)

B KJIMHUYHATE U3MUTBAHUS TP 0J00PEHUTE TIOKA3aHHs HE c€ HAOI0aBaT ChIIECTBEHN Pa3IHUHs B
e(prKacHOCTTa WK OE30IaCHOCTTA MPH MAIIMEHTH Ha 65-TOIUIITHA BB3PACT M MO-TOJIEMH, KOUTO
[OJTy4aBaT YCTEKUHyMa0, B CPaBHEHHUE C [MO-MJIa i MAIMCHTH. BposT Ha MaI[MEeHTUTE Ha Bbh3pacT

65 roauHu U MoBeve o0aye He € JOCTAThUCH, 32 Jla CE ONPEACIIH JaJIU CE MOBJIMSIBAT PA3JIMYHO OT T0-
MITaJIUTE TTAlMeHTH. Thif KaTo pa3npoCTPaHEHUETO Ha HH(EKIMH CPEe CTapUecKaTa MOMmyIaus KaTo
ISUT0 € MO-TOJISIMO, JICYUSHHUETO TPH MAIMEHTH B CTApUECKa Bb3PacT TPOBa Jia ce mpuiara
BHUMATCIIHO.

[omucopbaru

Usgena 45 mg unoicekyuonen pazmeop
To3u nekapcTBeH MpoayKT chabpxa 0,02 mg nonucopdat 80 BBB BcekH (IIakoH, KOUTO ca
exBuBanieHTHU Ha 0,04 mg/ml. [loarcopbaTuTe Morar 1a NPUUMHAT ANEPrUYHI PEAKLIUH.

Usgena 45 mg unoicekyuonen pasmeop 6 npeosapumento HanviHeHa CnpuHyoeKa

To3u nexapcTBeH npoaykT cbabpxa 0,02 mg nomucopbat 80 BB BCsIKa MPEABAPUTEITHO HAITBITHEHA
CIPUHIIOBKA, KOUTO ca ekBuBaieHTHH Ha 0,04 mg/ml. [TonucopbaTure Morat 1a NPUUUHAT alepruyHH
peaxuuu.

Usgena 90 mg unoicekyuonen pasmeop 8 npeosapumenHo HanblIHena CNPUuHYo8Ka

To3u nekapcTBeH NpoaykT chabpxa 0,04 mg noaucopoat 80 BBB BCsIKa MPEABAPUTEIIHO HAITBJIHEHA
CTIPUHIIOBKA, KOUTO ca ekBuBasieHTHH Ha 0,04 mg/ml. [TonucopbaTute Morat Jia MPUUUHAT alleprHIHHA
peaxuuu.

4.5 BzaumopaeiicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMoJelicTBUE
JKuBu BakcuHM He TpsiOBa J1a ce mpwiiarat eqHoBpeMeHHo ¢ Usgena (Buxre Touka 4.4)..

He ce npenoppuBa npunarane Ha xuBu Bakcunu (kato BLDK BakcuHa) npu kbpmayeTa, ¢ eKCHO3ULHS
Ha YCTEeKMHYMa0 in Utero, B mpoJb/DKEHHE Ha MIECT Mecela CIIe/ PaKIaHEeTO WM JOKATO CEPYMHUTE
HUBA Ha YCTEKMHYyMab Mpy KbpMadeTO CIaJHAT MO HUBOTO Ha JeTeKIus (BXK. Touku 4.4 u 4.6). Axo e
HaJIMIEe KaTeropuyHa KIMHUYHA TI0J13a 32 OTACTHOTO KbpMaye, MOXe Jja ce€ OOMUCIH MpujlaraHe Ha
’KMBa BaKCHHA B MTO-PAaHEH MOMEHT, aKO HE C€ OTKPHBAT CEpyMHHU HUBA Ha yCTEKHUHyMao.

IIpu papMakOKHHETHYHY aHATHM3Y Ha TIOITyJIAIUATA, HAIPABeHU B Ipoy4BaHus (asza 3, € u3cienBaH
e(eKTHT Ha HA-4ECTO €THOBPEMEHHO IPUEMaHU JICKaPCTBEHHU TPOIYKTH MPH MAIUEHTH C TICOPHA3UC
(BKIJIFOUMTETHO U TIapareTaMmod, HOymnpodeH, areTIICATHITIIIOBA KICeInHA, MET(HOPMHIH,
aTOPBACTAaTHH, ICBOTHPOKCHH) BbPXY (papMakoKkMHeTHKaTa Ha ycTeknHyMa0. He ca HabironaBaHu
MIPHU3HAIK HA B3aUMOJICHCTBHE C TE3U €THOBPEMEHHO MPUEMaHH JICKapCTBEHU MPoIyKTH. OCHOBA Ha
TO31 aHanmu3 ¢ (HakThT, ue Hali-manko 100 manuentu (> 5% ot u3cnenBaHaTa MOMYJIAIUs) ca JIeKyBaHH
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€IHOBPEMEHHO C T€3H JIEKAPCTBEHH MPOAYKTH Ipe3 more 90% ot meproaa Ha MPOyYIBAHETO.
®dapMaKOKHHETHKATa Ha YCTEKHHYMa0 HE ce € MOBIHsIIA OT ChITBTCTBAMIOTO Mpuitokenne Ha MTX,
HCIIBC, 6-mepkanTonypuH, a3aTHONPUH U IEPOPATHA KOPTUKOCTEPOUIH TPH MAIIUCHTH C
NICOpUaTHUEeH apTpUT, OojecT Ha Crohn uiK OT NmpeAlecTBala eKcno3nuus Ha antu- 1 NFo cpencTsa,
TIPH MAIUEHTH C TICOPHATHYEH apTpuT win O6oect Ha Crohn, WM OT mpeAmIecTBala eKCIO3uIns Ha
OMOJIOTHYHY JIEKapCTBeHH POAYKTH (T.€. anTu- 1 NFo cpeacTBa n/nnm Begoan3yma).

Pesynrarure ot mpoyusaHe in Vitro u ot nmpoyuBaHe ¢aza 1 mpu y4acTHHIH ¢ aKTHBHA 00JIECT Ha
Crohn He npeamnonarat HeoOXOMMOCT OT aJaNTHPaHe Ha J03aTa P MaleHTH, KOUTO MOJIy4aBatr
enHoBpemenHo CYP450 cyOctparu (Bxk. Touka 5.2).

IIpu nmpoydBaHus IpH ICOPHA3UC HE Ca OIEHABAHU 0€30TaCHOCTTA M €(PUKACHOCTTa Ha YCTEKHHYMa0
B KOMOMHALIUS ¢ UMYHOCYIIPECOPH, BKIIOUNUTEITHO OMOJIOTHYHH cpecTBa uin ¢potorepanus. [Tpu
IIPOYYBaHUs IPU IICOPUATHUYEH apTPUT, CHITBTCTBALIOTO IpUiIokeHne Ha MTX He nosnussa
Oe3omacHoCTTa M e()UKACHOCTTA Ha YCTeKMHyMa0. B mpoyuBanusTa mpu 6onect Ha Crohn u
YIIIEPO3eH KOJHT CHITBTCTBANIOTO MPHIIOKEHHE HA HIMYHOCYIIPECOPH WIIN KOPTUKOCTEPOHIH
U3IJIeXK/Ia He MOBJIHsABA 0€30MacHOCTTA WK e(pMKACHOCTTAa HA YCTeKMHYMa0. (BK. Touka 4.4).

4.6 @epTUIUTET, )PEMEHHOCT U KbpPMeHe
Kenu c netepojieH noTeHUyaN

Kenu ¢ neTeponen noteHnman TpsAOBa qa U3MOI3BAT €(PEKTHBHA METOIM Ha KOHTPAIIETIIIHA TTO0 BpeMe
Ha JeYeHue u 10 15 ceaMuI el JeUEHUETO.

BpemenHoct

IIpocneKTUBHU TaHHU OT HEToJIsIM Opoi cilydan Ha OpeMEHHOCT clief] eKCTIO3UIIUS Ha YCTeKHHyMal ¢
W3BECTEH M3XOJl, BKIIIOYUTENHO MoBede oT 450 ciryyast Ha OpeMEHHOCT ¢ eKCITO3UIINS MPe3 MbPBUS
TPUMECTHP, HE IOKA3BAT MOBHUILEH PHCK OT T'OJIEMH BPOACHU MaJI(QOpMALIK IPU HOBOPOAEHOTO.

[IpoyuBaHuUsITA [TPU KUBOTHU HE MOKA3BAT MIPEKH WM HEMPEKU BPESIAHU €EKTH, CBbP3aHH C
OpeMEeHHOCTTa, EMOPHOHAITHOTO/(DETATHOTO Pa3BUTHE, PAKAAHETO WM OCTHATATHOTO Pa3BUTHE (BIK.
Touka 5.3).

HanuuHusT KIMHAYEH onuT 00ade e orpannyeH. Kato npe/masHa MsapKa e 3a MpearnoYrTaHe Jia ce
n30srBa ynorpebdara Ha Usgena mo BpeMe Ha OPeMEHHOCT.

YcreknnyMad npeMUHaBa Mpe3 MJIaleHTaTa U ce OTKpUBA B CepyMa Ha KbpMadeTa, POJICHH OT KEHH,
JIEKyBaHH C YCTEKMHYMa0 10 BpeMme Ha OpeMeHHocTTa. KIIMHUYHOTO BB31elicTBIE Ha TO3H (aKT HE €
U3BECTHO, HO PUCKBT OT HH(PEKIHS MPH KbpMadeTa, C SKCIO3HIIUS Ha yCTeKHHYyMa0 iN Utero moxe na
O'bJic MOBUIIIEH CIIe]l PAXKIAHETO.

He ce npenoppuBa npunarane Ha xuBu BakcuHu (kato BLDK BakcuHa) npu kbpMayeTa, ¢ eKCIO3ULHS
Ha YCTEeKMHYMa0 in Utero, B mpobKeHHE Ha ABAHAIECET Mecella CIIe/l PayKIaHeTO WIIH JI0KaTO
CepyMHHUTE HUBA Ha YCTEKHHYMa0 IpH KbpMAUueTO CIaJAHAT [10Jl HUBOTO Ha AeTeKIMs (BXK. TOUkU 4.4
4.5). Axo e HanMIe KaTeropu4Ha KIMHUYHA [10J13a 32 OTAEIHOTO KbpMayue, MOXKe J1a ce OOMHCIIH
NpuIaraHe Ha )KMBa BaKCHHA B IIO-PAHEH MOMEHT, aKO HE ce OTKPHBAT CEPYMHH HHBA Ha
YCTeKHHYMao.

Kwpmene
OrpaHudeHu 1aHHH, MyOJNKYBAaHU B INTEPATypaTa, IOKA3BaT, Y€ YCTEKHHYMal ce eKCKpeTHpa B

YOBEIIIKaTa KbpMa B MHOTO MaJIKH KoyimuecTBa. He € n3BecTHO janm ycteknHyMab ce abcopoupa
CHUCTEMHO clieq orrbliane. [lopaau moTeHuana 3a nposiBa Ha HEXKENaH! JICKaPCTBEHHU PEAKIINKU KbM
yCTeKMHyMab Mpu KbpMaueTaTa, TpA0Ba /ia ce B3eMe pellIeHue JTaIH Ja ce IPEeyCTaHOBH KbPMEHETO
0 BpeMe Ha JIeUeHHe 1 10 15 ceaMuIiy cies JISUeHHeTo, WK J]a ce IPEeyCTaHOBH TepanuaTa ¢ Usgena
, KaTo ce B3emar MpeBuU I 1oJ13aTa OT KhbPMEHETO 3a JACTETO U Moj3aTa oT Tepamnusra ¢ Usgena 3a
KeHara.
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Peprunurer
EdekrbT Ha ycTeknHymMad BbpXy (epTHIMTETA IPU XOPa HE € OLICHEH (BXK. Touka 5.3).

4.7 EdexTn BbpXy cnocodHOCTTa 32 moupaHe u padoTa ¢ MAIIUHA
Usgena He moBJIHsABA MM MOBIUSBA IPEHEOPEKUMO CTTIOCOOHOCTTA 32 Iodupane u padoTa ¢ MaIIUHH.
4.8 HexenaHu JeKapcTBEeHU pPeakIuu

O606uienre Ha npoduta Ha 6e30MacHOCT

Haii-uecture HexenaHu JEKapCTBEHH peakiuu (> 5%) B KOHTPOIMPAHUTE NEPHOIN OT KIMHIHYHNATE
NPOYYBAHUS MIPU B3PACTHHU C TICOPUA3HC, ICOPUATUYUCH apTpUT, OostecT Ha Crohn ¢ ycrekuHymab ca
Ha30(apuHTUT U raBodosue. [IoBeYeTo OT TAX Ce CUMTAT 3a JICKU U HE HajlaraT npeKbCBaHe Ha
HpOyYBaHOTO JieueHHne. Haii-cepro3Hara HexenaHa JIEKapcTBEHA peaklus, KOATO € ChoOIaBana 3a
yCTeKHHYMa0, € Cepro3Ha peaknus Ha CBPbXIYBCTBUTEIHOCT, BKIIOYATEIHO aHA(MIAKCHS (BXK.
Touka 4.4). O6musT npodun Ha 6e30MacHOCT € MoA00eH MPH MAIMEHTH C IICOPUA3HC, TICOPUATHICH
aptput, 6ornect Ha Crohn.

Tabnu4eH CIMCHK Ha HEXKETAHUTE PEaKINU

JannuTte 3a 6€30MacHOCT, IPEAOCTaBEHH IM0-/I0JTY, Ca MOMYYEeHH clie]l eKCIIO3UIHS Ha yCTeKnHyMa0
npu BB3pacTHU B 14 npoyuBanus daza 2 u dhaza 3 nmpu 6 710 narmentu (4 135 ¢ ncopuasuc w/umm
TicopuaTHueH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ ynuepo3eH KoiuT). ToBa BKITIOUBa
CKCIIO3UIIUA Ha yCTCKI/IHyMa6 B KOHTPOJIMPAHUTEC U HCKOHTPOJIUPAHUTE NNEPHUOAN HA KIIMHUYHUTC
NPOYYBAHUS TP MAIMEHTH C TICOPUA3KC, ICOPHATHYCH apTPHT, 6ostecT Ha Crohn mim yireposex
KOJIUT B MPOIBJDKEHHE Ha Hai-mMainko 6 Mecena (4 577 nanueHTH) Wi moxe | romunHa

(3 648 marmentn). 2 194 marmenTH ¢ ricopuasuc, 6omect Ha Crohn mwm yimepo3eH KOIuT ca ¢
€KCIIO3MITUA 3a TToHe 4 roauHu, gokato | 148 marenTn ¢ ncopuasuc mnu 6omect Ha Crohn ca ¢
EKCIIO3HIIUS 32 MOHE 5 TOIUHH.

B Tabnuna 3 € nmokasaH CIHCHK C HEXKEITAHUTE JIEKAPCTBEHU PEAKIMU OT KJIMHUYHY [TPOYYBAHUS TIPU
BB3PACTHHU C TICOPHA3HC, ICOPHATUICH apTPUT, OojecT Ha Crohn, KakTo M HEXKETAHUTE PEaKIIUU OT
MOCTMapKETHHTOBaTa yrnorpeba. Hexxenanure peakiuu ca kiacuUIMPaHU IO CHCTEMO-OPTaHHU
KJIACOBE M YECTOTa ChIIIACHO CiieHaTa KoHBeHIws: Muoro gectu (> 1/10), Hectu (> 1/100 po < 1/10),
Heuectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 g0 < 1/1 000), Muoro peaxu (< 1/10 000), ¢
HEM3BECTHA YecTOTa (OT HATMYHUTE JaHHU HE MOXKe J1a ObJie HampaBeHa orieHka). [Ipu Besiko
rpynupaHe B 3aBUCUMOCT OT YECTOTaTa HEXKEJIAaHUTE JICKAPCTBEHU PEaKIIUU C€ N30POsSBAT B HU3XOJISII]
pell 10 OTHOIIEHHUE Ha TAXHATA CEPUO3HOCT.

Tabnuya 3 Cnucvk Ha HedCeNAHU PEeaKyuu

CucreMo-opranau YecroTa: HexxenaHu peakiuum

KJIacoBe

Undexnyn u nndpecranmn ~ Yectu: nHpEKIMs HA TOPHUTE JUXATEIHH IbTUILA, HA30(apHHTHT,
CHUHY3HUT

Hedectn: nenynur, neHTanHyn HHQEKIINHU, XepIiec 30cTep, HHPEKIHS
Ha JIOJTHUTE TUXaTeJHU MbTUILA, BUPYCHU UH(EKIINN Ha TOPHUTE
JIUXaTeJTHH TbTHUILA, ByJBOBarMHATHA MUKOTHYHA HH(EKINs

Hapyuienns Ha umMmyHHaTa HedecTn: peakiini Ha CBPbXYyBCTBUTEITHOCT (BKIIFOUUTEITHO OOPHB,
cucrema yPTHKAPHSI)
Penku: cepruo3HU peakiiy Ha CBPbXUYBCTBUTEIHOCT (BKITFOYMTEITHO
aHa(UIaKCHsI, aHTHOEIEM )

Tlcuxuaamn HapylmieHu:A Heuectn: Acnpecus
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Hapymenus Ha HepBHaTa
cucremMa

Yectu: 3aMaiiBaHe, TIaBO00IHE
HeuecTu: nunesa mapanuza

PecnimpaTtopuu, rpbIHT U
MEINaCTHHAIHH
HapyLeHNs

Yectu: opodapunreanna 60ika

Hedectn: HazanHa KOHTeCTHs

Penkn: anepruyeH anBeosinT, €03MHO(MITHA THEBMOHUS
MHOr0 peiku: OpraHu3upania MHEBMOHHS ¥

CroMantHo-4peBHI
HapyImIeHHs

UecTu: nuapus, rajicHe, IOBPBITaHEe

Hapymienust Ha koxata u
MOJIKO’KHATA ThKaH

UYectu: chpOex

Heuectu: myctynoseH ncopuasmc, eKconuaims Ha KoKaTa, akHe
Penku: ekchoaraTUBEH JEPMATHUT, XUIEPCEH3UTUBCH BACKYJIUT
Mmuoro peaku: Oys03eH neMpUron, KOXKeH JyIyc epuTeMaToIec

Hapyiuienust Ha MycKyJIHO-
CKEJIeTHATa CUCTEMA U
ChbCAUMHHUTCIIHATA ThKaH

Uectu: 601K B rbpOa, MUAITHS, apTPAITHS
MHoOTr0 peiKu: Iymyc-moJo0eH CHHIPOM

OO0 HapymeHus 1
e(heKTH Ha MACTOTO Ha
HPUIIOKECHUE

UYectn: ymopa, epureMa Ha MACTOTO Ha MH)KEKTHUpaHe, 00Jka Ha
MSICTOTO Ha HH)KEKTHpaHe
HeuecTu: peakuuy Ha MACTOTO Ha MH)KEKTHUPaHE (BKIIOYUTEIHO

KPBBOU3JIMB, XEMaTOM, BTBbP/AsSIBaHE, OJyBaHE U ChPOEK), aCTCHUS

*  Bmxre Touka 4.4, CHCTEMHHU U peCIIMPATOPHU PEAKITHH Ha CBPBbXIYBCTBUTEITHOCT.

Onucanvie Ha U30paHU HEXEJIaHU JIEKAPCTBEHU PEaKINU

HNndexknnn

B mumanie60-koHTpOIMpaHy NpOyyYBaHMS NPH MALUEHTH C IICOPHUA3UC, ICOPUATHYEH apTPUT, OOJIECT Ha
Crohn niponieHTHT Ha MHGEKITUUTE WU CEPUO3HUTE MHPEKINH € CXOCH PH MAIMeHTHUTE, IEKYBaHH C
yCTeKnHyMa0, ¥ IIpH JIEKyBaHUTE ¢ mane6o. B ninanebo-KoHTpoaupanus nNepruo Ha Te31 KIMHUYHU
NpOy4BaHUs yecToTaTa Ha HHpekuuuTe € 1,36 3a nanueHToroAuHa NpoCieAsiBaHe MPH MaUeHTH,
JISKYBaHM C YCTEKUHYMa0, u 1,34 — npu manueHTH, JIeKyBaHu ¢ miane6o. [TosBuimTe ce cepuo3Hu
uHpeknuu ca ¢ yecrora ot 0,03 3a malMEHTOroAMHA MPOCIISASIBAHE MTPH MAI[UCHTH, JIEKYBaHH C
ycrekuaymab (30 cepuozan nHbeknnu 3a 930 manuerroroauHu npocneassane), u 0,03 — mpu
NalKeHTH, JIeKyBaHu ¢ maneto (15 ceprnosnn undexunu 3a 434 narueHTOroANHN MPOCIeIsIBaHe)
(Bk. Touka 4.4).

B koHTpOIMpaHKUTEe U HEKOHTPOJIMPAHUTE NIEPUOIN HA KIIMHUYHUTE POYYBAHUS IIPU TICOPUA3HC,
TICOpHaTHYeH apTpuT, Oonect Ha Crohn, mpencrasispaim 15 227 nanueHTOroAMHN eKCITO3HIINS C
ycreknayMa0 nipu 6 710 manuenTy MeanaTa Ha BpeMeTo Ha mpociie/isiBane e 1,2 rojinHa;

1,7 ronuHM 3a Npoy4BaHUITA IIPU ICOPHATHYHO 3a0osaBaHe, 0,6 TOAMHM 32 IPOYYBAHUATA MIPH
oonect Ha Crohn. [IpouenTsT Ha MHPeknuuTe € 0,85 3a ManMeHToroIMHA pocie/aBaHe Mpu
MAIMEHTH, JIEKYBaHHU C yCTEKMHYMa0, a IPOIEHTHT Ha cepro3HuTe nHdeknuu npu Tsx e 0,02 3a
MaUeHToroAnHa npocineassane (289 cepuosnu napeknyn 3a 15 227 nanueHTOoroanHN
IpociieiiBaHe) U ca IOKJIAJABaHU CEPHO3HN WH(EKINHY, BKIIIOUUTEIHO THEBMOHHMS, aHaJIeH abclec,
UENyJTUT, TUBEPTUKYIIHUT, TACTPOSHTEPHUT M BUPYCHU MHDEKIINH.

B npoBeneHn KIMHUYHA TPOYYBaHUS MAIMEHTH C JIATEHTHA TyOepKyi03a, KOUTO ca Omin
€THOBPEMEHHO JICKYBaHH C H30HHA3H]I, HE Ca pa3BWIIM TyOepKyo3a.

3110KaYeCcTBEHU 3a00IsIBAHHS

B mnane6o-koHTponrpanus EpUoA Ha KIITMHAYHE MTPOYYBaHUS P IICOPHUA3HC, TICOPHATUYCH apTPUT,
oonect Ha Crohn yectoraTa Ha 37I0KaueCTBEHUTE 3a00IIIBaHHS, C U3KITIOUEHUE HA HEMEIIAHOMEH paK
Ha KokaTta, ¢ 0,11 3a 100 marueHTOroAMHN NPOCIIeAsIBaHEe IIPH MAIUEHTH, JICKYBaHU C YCTEKUHYMa0
(1 maumenT 3a 929 manueHTOroJMHY NpociesBaHe) B cpaBHeHue ¢ 0,23 mpu manueHTuTe, JICKYBaHHU C
miare6o (1 manueHT 3a 434 nmarueHToroAnHA MpocieasBane). UectoTaTa Ha HEMEIIAHOMEH pakK Ha
koxata e 0,43 3a 100 naureHToroquHu NpociensBaHe 3a MalUeHTUTE, JIEKYBaHU C YCTEKHHYMa0
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(4 marmenTy 3a 929 MANMEHTOTOAWHY MIPOCIIEAIBane) B cpaBHenue ¢ 0,46 MMpu MallMEHTHTE, JTEKYBAHH
¢ utarie6o (2 marueHTH 3a 433 ManueHTOrOUHN TIPOCICAsIBAHE).

B koHTpOnHpaHUTE U HEKOHTPOJIMPAHUTE TICPUOIU Ha KIIMHUYHUTE MPOYYBAHUS MTPH TICOPUA3UC,
IcopuaTHyeH apTpuT, 6oaect Ha Crohn, npeacrapsBaiiu 15 205 marieHTOroAUHN €KCIO3MIIUS C
ycreknayMa0 nipu 6 710 manueHTy MeinanaTa Ha BpeMeTo Ha mpoclieisiBane ¢ 1,2 ToauHuy;

1,7 roquHM 3a MpOyYBaHUsATA MPHU ICOPUATUIHO 3a00isiBane, (0,6 TOIUHM 33 TPOYyYBAHUATA IIPU
6onect Ha Crohn u 2,3 TOAMHY 33 IPOYYBAHUATA. 3IIOKAYECTBCHU 3a00IIIBaHUS, C U3KITIOYCHUE Ha
HEMEJIAaHOMEH PaK Ha K0o)Kara, ca JOKJIaJaBaHu mpH 76 maruentu 3a 15 205 manueHToroJuHu Ha
npocnenssade (dectota ot 0,50 Ha 100 manueHTOroJMHN Ha IpOocieIssBaHe MPY MALUeHTH JICKyBaHU C
ycreknHyMma0). Te3u ciaydan Ha 3710Ka4ecTBeHHU 3a00sBaHMs, ChOOIICHH [TPH NALMEHTH, JIEKyBaHH C
yCTEKMHYMAa0, ca CpaBHUMH C OYaKBaHUTE CITy4dad B 00IATa MOMyJanus (CTaHIapTH3HPAHO
croTHomeHue Ha yectorata = 0,94 [95% noeeputencH untepsai: 0,73, 1,18], kopurupan 3a Bb3pacr,
noJ u paca). Hali-uecto HabnroaBaHUTE 31I0KAaUYECTBEHH 3a00sIBaHHS, PA3IMYHH OT HEMEJIAHOMHHUSI
KapIMHOM Ha KOXKaTa, ca KapIIMHOM Ha MPOCTaTaTa, MEIaHOM, KOJOPEKTAICH KapIIMHOM U KapI[HOM
Ha repaaTa. Coyyante Ha HEMEJTaHOMEH KapIinHOM Ha koxkaTta ca 0,46 Ha 100 manueHTOroIMHN Ha
MPOCIIEIABaHE MPH MAIUEHTH, JICKYBaHU ¢ YCTeKHHYMao (69 naruentu 3a 15 165 nanueHToroiuHau Ha
npocrnensBane). CbOTHOICHUETO HA MAMEHTH ¢ 0a3alicH CpsSMO CKBAMO3HOKIICTHUYCH KapIIMHOM Ha
koskara (3:1) € cpaBHUMO ChC CHOTHOIIECHHETO B 00IIaTa momyaanus (Bx. Touka 4.4).

Peakyuu na cepvxuyscmeumennocm
B KOHTpOJIMpaHUTE MEPUOAN HA KIMHUIHU MPOYYBAHHUS TIPH TICOPUA3KC U TICOPHATHICH apTPHUT Ha
ycTeknHyMab oOpyB M ypTHKAapus ca HabmoaaBanu npu < 1% ot manuentute (BXK. Touka 4.4).

THeouampuuna nonynayus

IlepnaTpuyH NAMEHTH Ha 6 TOJMHU U O-TOJIEMH C IIJIAKOB IICOPUA3HUC

be3zonacHocTTa Ha ycTeknHyMa0b e mpoy4eHa B JIBe MpoyuBaHus (a3a 3 NpH MeAuaTpUIHH MAUSHTH C
yYMEpEH JI0 TeXbK IIakoB ncopuasuc. [IspBoTo npoyusane e npu 110 maruenTn Ha Bb3pacT oT 12 10
17 roguHm, 1eKyBaHH B Ipoab/DKeHHE Ha 60 ceIMUIIM, a BTOPOTO IPOyUBaHe € NpH 44 maunueHTy Ha
BB3pacT oT 6 10 11 roauHwu, JIeKyBaHU B MPOIbIDKEHHE HA 56 ceqmuiiu. Karto 1sio choOmeHuTe
HEXKEJNaHU CHOUTHS B TE3H JBE MIPOYUBAHUS C JaHHU 3a Oe30MacHOCT 0 1 rouHa ca Mmojo0Hu Ha
Te3H, HaOJII01aBaH! B NPEAMIIIHU IPOYYBAHHS IPU BB3PACTHH C TUIAKOB IICOPHA3HC.

Cpo011aBade Ha NOJA03UPAHU HEXKEIAHU DEAKIIN

CroOmiaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIUH CIie/] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOIIsBA Ja MPOIBIDKH HAOIOIEHUETO Ha CHhOTHOIIEHUETO ITOJI3a/PUCK 32
JeKapCTBEeHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIHAIUCTH Ce M3UCKBA J1a CHOOIIaBaT BCAKA
M0I03UPaHa HeXKEIaHa PEeaKIlus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, OCOYCHA B

[pwioxenue V.

4.9 TIlpemo3upane

Enunamunu 103u 10 6 mg/kg ca npuiaraHd MHTPABEHO3HO B KIIMHUYHU MPOYYBaHUS 0€3
OorpaHUYaBaIla J103aTa TOKCHYHOCT. B city4aii Ha mpeio3upane ce npenopbhiBa NaueHTUTe 1a ce
HaOJI0]aBaT 32 MPU3HAIM WM CUMIITOMHU Ha HEXEJIaHU PEaKuu U He3a0aBHO Ja Ce TPUIIOKH
MOJIXOJISIIII0 CHMITTOMATHYHO JICUCHHE.

5. DAPMAKOJIOI'NYHU CBOUCTBA

51 @apmakoguHAMUYHM CBOMiCTBA

®dapmakoTepaneBTuuHa rpyna: UmyHocynpecopu, naxubutopu Ha natepiaeBkuHa, ATC kox:
LO4ACO05

Usgena e 6rnonogo06eH nekapcTBeH npoaykT. Ilogpo6Ha nHdopmMaris 3a ToBa JISKapCcTBO €
npefocTaBeHa Ha yebOcaiira Ha EBpomeiickara areHiums 1o rekapcersara: https://www.ema.europa.eu.
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MexaHn3bM Ha IEWCTBUE

Ycrekunymab e u3isuio 4yoBemko [gG 1k MOHOKIOHATHO aHTUTSIIO, KOETO CE CBBP3Ba ChC
creruUIHOCT KbM 00IIaTa nporenHoBa cydeamania p40 Ha 9oBemKH MUTOKIMHNA HHTEepieBKuH (IL)-
12 u IL-23. Ycrekuaymab motucka 6moakTuBHOCTTA Ha yoBemkute [L-12 u IL-23, xaTo
npeaoTBpaTsiBa cBbp3BaHeTo Ha p40 ¢ IL-12RP1 peuenTopen npoTenH, pa3noiaokKeH Ha HOBbPXHOCTTa
Ha IMYHHHTE KIETKH. Y CTeKHHYMa0 He Moke /a ce cBbpike ¢ IL-12 umm ¢ IL-23, xouto Beue ca
cebp3anu ¢ IL-12RB1 peuenTopu mo kieTb4HaTa HOBBPXHOCT. CIIeI0BATEIHO € MAJIKO BEPOSTHO
ycTeknHyMa0 Ja ydacTBa B KOMIUIEMEHT- WIH aHTUTSIIO-MeIMpaHaTa IUTOTOKCUYHOCT Ha KIICTKUTE
¢ peuenropu 3a IL-12 w/umm 1L-23. IL-12 u IL-23 ca xeTepoauMepHU IUTOKHHH, CEKPETUPAHH OT
aKTHBUPAHH aHTUTCH-TIPECTABSIIH KICTKH, HaIpUMep Makpodaru u ICHIPUTHH KIETKH U 1BaTa
IUTOKMHA yyacTBaT B UMyHHHUTE QyHKIMH; IL-12 cTumynupa ecrectBenuTe kietku youiinu (NK) u
npean3BrkBa qudepennnanusata Ha CD4 + T xnerkute kM T 1 xenmepen (Thl) penorumn, 1L-23
uaaynupa et Ha T 17 xenmepute (Th17). AGHOpMHAaTa perynamus Ha IL-12 u [L-23 obadge ce
CBBP3Ba C IMYHHOMEANUPAHHU 3200 IsIBaHHS KaTO IICOPUA3HC, ICOPHATHIEH apTpuT, Oonect Ha Crohn
Y YILEPO3CH KOJHUT.

Upes cBbp3Bane Ha obmara cyoenuuuma p40 ma [L-12 u IL-23, ycreknHymMab MOXKe 1a OKa3Ba CBOHUTE
KIMHAYHU e€QEeKTU TPU IICOPHA3NC, ICOPHUATUIEH apTpHT, OosiecT Ha Crohn U yiepo3eH KOJIUT Ype3
npekbcBane Ha mbTuinata Ha Thl u Th17 nuTOKMHM, KOMTO Ca B OCHOBAaTa Ha MATOJIOTHUATA Ha TE3U
3a00JsIBaHuUS.

IIpu nauuentu ¢ 6oxect Ha Crohn jgedeHHETo ¢ ycTeKMHYMal BOAU 1O HaMaJIeHUE Ha
BB3MAINTEIHATE MapKepH, BKIIounTeHo C-peaktuser npotenH (CRP) u dexaneH KalmpoTeKTHH 1Mo
BpeMe Ha MHAYKIIMOHHATA (pa3a, KOETO CJIe]] TOBa Ce MOIIbpiKa Mpe3 Isu1aTa moanbppxama ¢aza. CRP
€ OIIEHEH 110 BpeMe Ha MMPOJIBDKEHUETO Ha POYYBAaHETO M HAMAJICHUATA, HaOMI0JaBaH! 110 BpeMe Ha
noJyIbpKamara ¢asa, OOMKHOBEHO Ce 3ama3Bat 70 252 ceMHIa.

[Tpu manueHTH ¢ yiIepo3eH KOJIKT JICUSHUETO ¢ YCTEKMHYMa0 BOJIM 10 HaMaJieHHUEe Ha
BB3NAJUTEIHUTE MapkepH, BKiounTeiHo CRP u dekaiieHn KalnnpoTeKTHH 10 BpeMe Ha
WHIYKIIMOHHATA (ha3a, KOETO ce MOIbpKa Mpe3 Isu1aTa noIbpxaiia (hasa v mpoIbIKCHUETO Ha
npoyuBaHeTo A0 ceamuiia 200.

UmyHnzannn
ITo BpeMe Ha IBJITOCPOYHOTO MPOIBIDKEHHE Ha poyuBaHe npu ncopuasuc 2 (PHOENIX 2),

BB3PACTHHUTE MAIUCHTH, JICKYBaHU ChC YCTEKMHYMa0 3a Hail-Maiko 3,5 roauHu, ca Jaiu aHTUTSIIOo-
OTTOBOPH Ha THEBMOKOKOBH MOJIM3aXapyIHU BAaKCUHH U BAKCHHU CPEIly TETaHYC, CXOJIHHU C T€3U IPHU
KOHTpOJIHATa rpyna MalueHTH, ody4yaBalld HECUCTEMHO JeUueHHe Ha Iicoprasuc. CXoJIeH NPOLEHT OT
BB3PACTHUTE MAIIMEHTH, JEKYBaHU ChC YCTEKMHYMab 1 Te3W B KOHTPOJIHATA TPYIIa, Ca Pa3BIIIN
3aIIMTHU HUBA HA AaHTUITHEBMOKOKOBH M aHTUTETAHWYHM aHTHUTENA, U TUTPUTE HA AaHTUTENIaTa MM ca
CXOJIHU.

Kinnununa edukacHocT

IInaxos ncopuasuc (v3pacmuu nayuenmu)

be3onacHocTTa U ehrkacHOCTTa Ha ycTeKUHYMa0 ca otleHeHu pu 1 996 marueHTr B

JIBE paHAOMH3UPAHU, TBOWHOCIIEIH, IIANe00-KOHTPOIUPAHH TPOYIBAHUS IIPH MAIIMEHTH C YMEPEH 10
TEXBK IIAKOB [ICOPHA3NC, KAaHAUAATH 32 POTOTepanus WK cucTeMHa Tepanusi. OCBeH TOBa B €JHO
PaHAOMU3UPAHO, AKTUBHO KOHTPOJIMPAHO NPOYYBAHE ChC 3aCIIEIICH OL[EHUTEN € CPAaBHEHO JACHCTBHETO
Ha yCTEKWHYMab U eTaHepIIeNT MPH MAIMEHTH C YMEPEH J0 TeXbK TUIAKOB IICOPHA3HC, KOUTO HE ca ce
TIOBJIMSUTH, IPOSIBHIIN €A HETOHOCUMOCT MJIM €a UMaJId MPOTUBOIOKA3aHUe KbM IuKIocopiH, MTX
nmu [TYBA Tepanus.

B npoyusane npu nicopuazuc 1 (PHOENIX 1) ca ouenenn 766 nammentu. 53% ot 15X He ca ce

MIOBJIMSUIH, IPOSIBIIIA €4 HEMOHOCUMOCT WJIA Ca UMAJIM MPOTUBOINOKA3aHUE KbM JApPYyra CUCTEMHA
Tepanud. [lanmenTuTe, paHIOMHU3UPAHH 32 JIYEHUE C yCTeKHHYyMa0, ca MPHeNu 103U OT 45 mg niu
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90 mg B ceamunum 0 1 4 ¥ ca NPOIBJKHIIM J1a IPUEMAT ChIIAaTa 1033 Ha BCEKH 12 CEAMMIIH.
[TanmenTrTe, paHAOMU3HPAHH 3a JiedeHHe ¢ Tuianedo B ceqmuiy 0 u 4, ca IpeMUHAIN KbM JISYSHHE C
ycrekuaymab (45 mg unu 90 mg) B cenmuiu 12 u 16, ciex KOeTo ca MpoIbJIKHIIN J1a TPUEMaT
chlara j03a Ha Bceku 12 ceamuny. [lanyrenTn, mbpBoOHaYaIHO paHAOMH3HUPAHU 32 JICUCHHE C
yCTeKMHyMab, KOUTO ca JOCTUTHAJIN HUBO HA MOBJIMSABaHE 75 1O MHJEKCA 3a TUIOII Ha 3acsraHe ’
TexkecT Ha ricopuasuc (Psoriasis Area and Severity Index, PASI) (mogo6penwue mo PASI o MuHAMYM
75% B cpaBHEHHE C U3XOAHUTE CTOWHOCTH) B ceAMHUIH 28 1 40, ca TOBTOPHO paHAOMHU3UPAHH 32
JiedeHne ¢ ycTekuHyMab Ha BcekH 12 ceamunm v ¢ miaredo (T.e. OTTErIIsTHE OT TePaIusTa).
ITanmenTHTE, TOBTOPHO PaHAOMH3UPAHHM 3a JICUESHHUE ¢ Imaredo B ceamuria 40, ca Bb300HOBUIN
TepanusTa ¢ Usgena B mbpBOHAYANHATA CH CXEMa Ha JI03UpaHe, clie KaTo nogoopenneTo uM mo PASI
B ceamuiia 40 e Hamansio ¢ MuHUMYM 50%. Beudku manpieHTs ca mpocieeHu 3a Mepruo 10

76 ceAMHUITH Clie]] TbPBOTO MPHUJIOKEHUE HA U3CIIEBAHOTO JICUCHHUE.

B npoyusane npu ncopuazuc 2 (PHOENIX 2) ca ouenenu 1 230 manentu. 61% ot Tsx He ca ce
HOBJIUSUTH, IPOSIBIITY €A HEIIOHOCHMOCT WJTH Ca MMAaJIi IIPOTHBOIIOKAa3aHUE KbM JAPYTa CHCTEMHA
tepanus. [lanuenTuTe, paHIOMU3HPAHU 3a JISUCHHE C YCTEKUHYMa0, ca IPUEIH 031 OT 45 mg Wiu
90 mg B ceqmunu O 1 4, mocineBaHM OT IOMBJIHUTENHA 1032 B ceiMuna 16. [lanuenTure,
PaHIOMU3UPAHH 3a JedeHue ¢ ranedo B cexmuii 0 1 4, ca peMHUHAIN KbM JICUEHHE C YCTEeKHHYMaO
(45 mg wm 90 mg) B cenmunu 12 u 16. Bcruku manueHTy ca MpocieaeH  3a IMepUoI 10 52 ceaMuUIm
Cclle/l TbPBOTO MPUIIOKEHHE HA U3CIEIBAHOTO JICUEHHE.

B npoyuBane npu nicopuaszuc 3 (ACCEPT) ca onenern 903 manueHTH ¢ yMEpeH J0 TEXBK MCOPUA3NC,
KOHUTO HE ca Ce MOBJIHSIIHU, IPOSBUIIN ca HEIOHOCHMOCT WJIM Ca MMaJli MPOTHBOIIOKAa3aHHe KbM JIpyra
cucreMHa Tepanusi. CpaBHeHa € e(pUKacCHOCTTa Ha YCTEKMHyMal ¢ Ta3u Ha €TaHEpIIENT U € OLCHeHa
Oe3omacHocTTa Ha ycTeknHyMab u eraHepuent. [1o Bpeme Ha 12-ceaMuyHaTa aKTUBHO KOHTPOJIUpPaHa
YacT OT MPOYYBAHETO MALMEHTHUTE ca PAHAOMM3HMPaHH J1a npueMart eranepuent (50 mg aBa IbTU
CeIMUYHO), ycTeknayMab 45 mg B ceamunu 0 1 4 nin ycrekuaymad 90 mg B ceamuiiu 0 u 4.

N3xomHauTe XapakTeprCcTHKY Ha 32a00JIIBaHETO Ca MPUHITUITHO TTOCIIEI0OBATEITHH BHB BCHUKH IPYITH Ha
JIeYeHue B MpoyuBaHe npu nicopuasuc 1 u 2 ¢ meauana Ha PASI ckopa Ha n3xomno HuBO oT 17 110 18,
¢ MeJMaHa Ha TeJiecHa moBbpxHOCT (BSA) Ha u3xomHo HEBO > 20 U ¢ MeuaHa Ha IepMaTOJIOTUUCH
UHJEKC 3a kayecTBo Ha xuBOT (Dermatology Life Quality Index, DLQI) B rpanunute ot 10 g0 12.
bruzo emHa Tpeta (mpoydBaHe 1pH ricopuasuc 1) u efHa 4eTBBPT (IIPOyUYBaHE MPH IICOPHAZHC 2) OT
nanueHTuTe uMat rcopuaruueH aptput (PsA). [TomoOHa TexxecT Ha 3a00sIBaHETO ce HaOIroIaBa 1
TIPH MTPOYYBaHE MPH TICOPHA3UC 3.

[IspBUYHATA KpaiiHa TOYKA B TE3U MPOYUYBAHUS € CHOTHOIIICHUETO HA MAITUEHTUTE, TOCTUTHATN HIUBO
Ha noBusABaHe 1o PASI 75 cripssMo M3X0IHUTE CTOMHOCTH B ceamuiia 12 (Bx. Tabnuiu 4 u 5).

Tabauya 4. Ob6obwenue na kunuuHomo nosaussate 8 npoyusane npu ncopuazuc 1 (PHOENIX 1) u
npoyusane npu ncopuazuc 2 (PHOENIX 2)

Cenmuna 12 Cenmumna 28
2 no3u (ceamuiia 0 u ceqmuna 4) 3 no3u (ceamuria 0,
cenmuria 4 u ceaqmuna 16)
[Tnane6o 45 mg 90 mg 45 mg 90 mg

IIpoyuBane npu
ncopuasuc 1
Bpoit
paHIOMHU3UPAHU 255 255 256 250 243
ManueHTH

TToBausaBane mo

0 04) 2 04) 2 0, 0
PASI 50, 6p. (%) 26 (10%) | 213 (84%)% | 220 (86%)% | 228(91%) | 234 (96%)

TToBamsBane mo

0 04) @ 0/ a 0 0
PASI 75, 6p. (%) 8 (3%) 171 (67%) 170 (66%) 178 (71%) 191 (79%)

TToBausaBane mo

0 04) 2 04) @ 0, 0
PASI 90, 6p. (%) 5 (2%) 106 (42%) 94 (37%) 123 (49%) 135 (56%)
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OOJI% 3a u3uncrenu

YT MUHHUMAJTHH, Op.
(%)

10 (4%)

151 (59%) *

156 (61%) ®

146 (58%)

160 (66%)

bpoit nanuenTn

<100 kg

166

168

164

164

153

TloBamsaBane mo
PASI 75, 6p. (%)

6 (4%)

124 (74%)

107 (65%)

130 (79%)

124 (81%)

bpoit nanuenTn

> 100 kg

89

87

92

86

90

TloBausBane mo
PASI 75, 6p. (%)

2 (2%)

47 (54%)

63 (68%)

48 (56%)

67 (74%)

IIpoy4Bane npu
ncopuasuc 2

Bpoit
paHIOMHU3UpPaHU
NalKeHTH

410

409

411

397

400

IToBnusiBaHe Mo
PASI 50, 6p. (%)

41 (10%)

342 (84%)°

367 (89%)°

369 (93%)

380 (95%)

IloBnusBane 1o
PASI 75, 6p. (%)

15 (4%)

273 (67%)

311 (76%)

276 (70%)

314 (79%)

IToBnusiBaHe mo
PASI 90, 6p. (%)

3 (1%)

173 (42%)®

209 (51%)2

178 (45%)

217 (54%)

OOJI° 32 u3uncTeHN
VI MUHUMAITHH, Op.
(%)

18(4%)

277 (68%)®

300 (73%)®

241 (61%)

279 (70%)

Bpoit nanuenTn
<100 kg

290

297

289

287

280

IloBnusiBaHe mo
PASI 75, 6p. (%)

12 (4%)

218 (73%)

225 (78%)

217 (76%)

226 (81%)

Bpoit nanuenTn
> 100 kg

120

112

121

110

119

IloBnusiBaHe o
PASI 75, 6p. (%)

3 (3%)

55 (49%)

86 (71%)

59 (54%)

88 (74%)

a
6

p <0,001 3a ycrekunymab 45 mg win 90 mg B cpaBHeHue ¢ iaiedo (PBO)
OOJI = O61a o1ieHKa Ha JIeKaps

Tabruya 5 Ob6obwenue na knunuuHomo nosiuasane 6 npoyusane npu ncopuasuc 3 (ACCEPT) na

ceomuya 12
IIpoyuBaHe npu ncopuasuc 3
Etanepuent Ycreknnymab
24 no3u 2 nosu (cemmuna 0 u ceaqmuna 4)
(50 mg aBa eTH 45 mg 90 mg
CEJIMUYIHO)
Bpoii pannoMu3upanu nalMeHTH 347 209 347
IMosnusiBane o PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)?
[MosnusiBane mo PASI 75, 6p. (%) 197 (57%) 141 (67%)° 256 (74%)?
[MosnusiBane o PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)?
OOJI 3a U3YUCTEHN WIH 0 oma oma
suHMATH, 6p. (%) 170 (49%) 136 (65%) 245 (71%)
Bpoii marmentu < 100 kg 251 151 244
(r(f/‘;;m"BaHe no PASI7S, 6p. 154 (61%) 109 (72%) 189 (77%)
Bpoit matmentu > 100 kg 96 58 103
IToBmusiBane mo PASI 75, 6p. 43 (45%) 32 (55%) 67 (65%)

(%)
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* p<0,001 3a ycrekunymab 45 mg wim 90 mg B cpaBHEHHUE C €TaHEPIIETIT.
® p=0,012 3a yctekunymab 45 mg B CpaBHEHHE C €TAHEPIIEIT.

B npoyusane npu ncopuasuc 1 nogaespxkaneto Ha PASI 75 e 3HaunTenHO M0-BUCOKO NMPHU
MIPOIBIDKUTETHO JICUCHHE, B CPAaBHEHHUE C TOBA MPH OTTETIIsIHE OT JedeHueTo (p < 0,001). [TomooHM
pe3ynTaTu ce HabIroaaBat npu Beska go3a yerekuaymad. Ha 1-Bara roguna (cenmuma 52) 89% ot
NalUeHTHUTE, MOBTOPHO PaHIOMHM3HPAHU 32 MOIABPIKAILO JeUeHue, ca ce moBimusiid o PASI 75, B
cpaBHeHHE ¢ 63% OT MaMeHTHTE, TOBTOPHO PaHAOMU3MPAHH 3a I1ane0o (OTTErsSHE OT JICYCHUETO)
(p <0,001). Ha 18-tust mecerr (ceaqmuiia 76) 84% OT marnueHTUTE, MOBTOPHO PAHIOMHU3UPAHH 32
MOAIBPIKAIO JIedeHue, ca ce monusuin mo PASI 75, B cpaBHenue ¢ 19% oT nmanyieHTUTE, TOBTOPHO
paHIOMU3MpaHy 3a manebo (oTTerysiHe oT jJedenueTo). Ha 3-ta roguna (ceamuna 148), 82% ot
MAIICHTUTE, TIOBTOPHO PaHIOMHU3HMPAHH 3a ITOAbPKAIIIO JIeueHne, ca ce moBausud 1o PASI 75. Ha
5-ta ronnna (ceamuma 244) 80% ot man@eHTuTe, MOBTOPHO PaHAOMU3UPAHA Ha MOABPIKAIIO JICYCHHE,
ca ce nosnusiu mo PASI 75.

[Tpu manueHTUTe, TOBTOPHO PAHIOMHU3UPAHU 3a TIae00, KOUTO OTHOBO A MPEMHHAIN KbM
I'bPBOHAYATHATA CH CXeMa Ha JICYCHHE C YCTeKUHYMa0 cien 3arybaTa Ha > 50% mompoOpeHue mno
PASI, 85% ca Bp3cTanoBmin noBnusiBaHeTo 1mo PASI 75 B pamkute Ha 12 ceamuiu cien
BBH300HOBSIBAHE HA TEPAITUSITA.

B npoyuBane npu ncopuasuc 1 B ceamuia 2 u cenmuna 12 ce HaOI0JaBa 3HaYUTETHO TOA00OpEeHNE
crpsiMo u3xoaanuTe cToitHOCTH Ha DLQI BBB BCsIKa OT TPYyIIUTE HA JIeUEeHUE C yCTEKUHYMal B
cpasrenue c manebo. [lomodpernero ce 3amasBa go cenmuiia 28. [lomoOHO 3HAUNTENTHO TOTOOpEHHE
ce Ha0Jr0/1aBa B IPOyYBaHe MpH rcopuasuc 2 B ceamuiu 4 u 12, koeto ce 3ana3sa o ceamuiia 24. B
NpOyYBaHe MPH TIIcOpHa3nc 1 mogoOpeHusTa B HOKbTHHS IICOPUA3HC (MHIEKC 32 TEKECT Ha HOKBTEH
ncopuasuc, Nail Psoriasis Severity Index), B obmiara oneHka Ha GU3MYECKOTO U EMOIIHOHATHOTO
cherosinue o SF-36 1 BbB BU3yaHO-aHAJIOrOBaTa CKajla 3a onpeselsHe Ha chpoexa (VAS) cbio ca
3HAYMTENTHH [IPU BCSKA rPYyIa Ha JIeYeHUe ¢ yCTEKUHyMal B cpaBHEHHeE ¢ miane6o. B nmpoyuBane npu
ncopuasuc 2 KIMHAYHATa cKaa 3a TpeBokHOCT U nenpecus (Hospital Anxiety and Depression Scale,
HADS) u BpIpocHUKBT 3a paboTau orpanudenus (WLQ) cbio moka3Bat 3HAYUTEIHO 1MO100pEeHUE
BBB BCAKa OT TPYNUTE Ha JICUYCHUE C YCTEKUHYMal B CpaBHEHHE C Janeoo.

Icopuamuuen apmpum (PsA) (ev3pacmuu nayuenmu)

Jloka3zaHo e, 4ye yCTeKuHyMa0 1moo0psBa MPU3HALUTE U CUMITOMUTE, (PU3HMYECKOTO ChCTOSHUE U
CBBP3aHOTO ChC 3/IPABETO KAU€CTBO HA )KMBOT M HAMaJIsIBa CTENICHTA HA TPOTPECUs Ha MepUPEPHOTO
CTaBHO YBpPEXKJIaHE MPU Bb3PACTHU MAI[CHTH C aKTHBEH PsA.

Bbe3omnacHocTTa M ehMKacHOCTTA Ha YCTEKMHYMa0 ca OlleHeHH Ipu 927 MalueHTH B JBE
paHIOMU3UPaHH, IBOHHOCIIEH, T1ae00-KOHTPOIUPAaHH IPOYUYBAHUS MIPH MALIMEHTH C aKTUBEH PsA
(= 5 monytu ctaBu U > 5 O0NIE3HEHU CTaBU) BBIPEKH yHOTpedaTa Ha HECTEPOUIHN
npotuBoBb3nanuTensu cpeacrsa (HCIIBC) wm mogudunmpaiy 601ecTTa aHTHPEBMATONIHN
nekapcTtBa (DMARD). [TanmentuTe B Te3u MPOY4YBaHUs ca UMaJIM [TOCTaBeHa AuarHosa PsA Haii-
MaJko OoT 6 Mecena. BkiroueHu ca ManyueHTy ¢ BCSIKaKbB MOATHI Ha PSA, BKITFOUNTENTHO
MOJIMAPTHUKYJIAPEH apTPUT Oe3 JaHHU 32 PeBMaTOUIHU BB3IH (39%), CIOHIWINT ¢ IepUQEepeH apTPUT
(28%), acumerpuuen nepudepen aptpur (21%), ¢ yyactre Ha qucTaiiHa MHTepdaaaHreaaHa cTapa
(12%) u naBanmuausupamnt aptput (0,5%). Hax 70% u 40% ot nanueHTHTE B IBETE MPOYYBAHUS Ca
MMaJId ChOTBETHO €HTE3UT U JAKTHIIUT Ha U3XOAHO HUBO. [lanmenTuTe ca pangoMu3npanu aa
moJiyyaT JieueHue ¢ ycrekuaymao 45 mg, 90 mg, wiu 1iaie6o noaKoxHo Ha cenMuii 0 u 4,
NOCJIeIBaHM OT Npuiiarade Ha Bceku 12 ceamuim (q12w). Ipubnusurenno 50% ot nmanueHTure ca
MPOABIDKIIY Ha TocTosiHAA 1032 MTX (< 25 mg/cenmuria).

B PsA npoyusane 1 (PSUMMIT 1) u PsA npoyusane 2 (PSUMMIT II), ceotBeTHO 80% 1 86% OT
nanueHTure, ca omm nexkyBanu ¢ DMARD. B mpoyuBane 1 He € 6110 MO3BOJICHO MPEIUILIHO JICUEHUE
C aHTaroHUCT Ha TyMop-HekpoTusupai (akxrop anda (TNF)a. B mpoyusane 2, moBedeTo NarueHTH
(58%, n = 180) ca Owu JekyBanu ¢ eqHo win nosede auti-TNFa cpeacto(a), kato ot Ts1x Hax 70%
ca npeycTtaHoBWIH cBoeTo aHTu-TNFa nedenune, nopanu nunca Ha epUKaCHOCT MM HEIOHOCHMOCT,
II0 BCSIKO BpPEME.
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Ipusnayu u cumnmomu

JledyeHnero ¢ yCTeKuHyMab BOJIH 10 3HAYUTEIIHH MOT00PEHHS B U3MEPUTEIIUTE 32 aKTHBHOCT Ha
3a00JIIBaHETO B CpaBHEHHE ¢ MuTare0o Ha ceamuna 24. [IspBryHATa KpaiiHa TOYKA € IPOICHTHT Ha
HAaUCHTHTE, TOCTUTHAIN OTTOBOP 20 M0 KPUTEPUUTE Ha AMEPUKAHCKHUSI KOJICK 110 PEBMATOJIOTHS
(American College of Rheumatology, ACR) na cenmuiia 24. OCHOBHUTE pe3y/ITaTh 3a e(hHUKACHOCT ca
npeAcTaBeH: B Tabnuma 6 mo-momny.

Tabnuya 6 bpoil na nayuenmume, NOCMUSHAIU KIUHUYEH OM2080P NPU NCOPUATNUYEH aPMPUm
IIpoyusane 1 (PSUMMIT 1) u llpoyusane 2 (PSUMMIT Il) na ceomuya 24

IIpoyyBaHe npu ncopuaTuieH IIpoyuyBaHe npu ncopuaTuyeH
aprpur 1 apTpur 2
IL1ane6o 45 mg 90 mg IL1ane6o 45 mg 90 mg
Bpoii
PAHIOMU3HPAHH 206 205 204 104 103 105
NanHeHTH
ACR 20 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)?
otrosop, N (%)
OATfsBig, N | 18(O%) | SL@S%Y | 57(8%F | 7(%) | 18(17%)° | 24 (23%)
ACR 70 5(2%) | 25(12%) | 29 (14%) | 3(3%) | 7(7%) | 9 (9%)"
otrosop, N (%)
bporii nayuenmu c
> 396 BSA' 146 145 149 80 80 81
PASITS 16 (11%) | 83 (57%)* | 93 (62%)? 4 (5%) 41 (51%)* | 45 (56%)?
otrrosop, N (%)
Eﬁi;gg Ny | 4B%) | 60(41%) | 65(44%) | 3(4%) | 24 (30%)" | 36 (44%)
KombOunmpan
PASI 75 u . o . e o
ACR 20 8 (5%) | 40 (28%)* | 62 (42%) 2 (3%) 24 (30%)* | 31 (38%)

otroBop, N (%)

bpoii nannenTu <

100 kg 154 153 154 74 74 73

ACR 20 otrosop, N

) 39 (25%) | 67 (44%) | 78(51%) | 17(23%) | 32(43%) | 34 (47%)

bpoii nayuenmu c

> 3% BSA" 105 105 - > > Y

ZQ)S' 7omroBop N\ gy (1306) | 64 (61%) | 73(66%) | 4(7%) | 31(53%) | 32 (56%)
i <

Bpoii nannenTn < 52 52 50 30 29 31

100 kg

ACR 20 otrosop, N

) 8(15%) | 20(38%) | 23 (46%) 4(13%) | 13(45%) | 12 (39%)

bpoti nayuenmu c

> 3% BSA" 41 40 38 26 22 24
oy, D omoRR N e | 10(48%) | 20(53%) 0 10(45%) | 13 (54%)
& p<0,001

5 p<0,05

® p=NS

Bpoit manmenTu ¢ > 3% BSA 3acernara ncopruatnyHa Ko>ka Ha M3XOJHO HUBO

ACR 20, 50 u 70 otroBopu IpoabIKaBarT a ce oAo0psABaT WK ce moIIbpxar 10 ceamuiia 52 (PSA
IIpoyusane 1 u 2) u ceamumna 100 (PsA Ipoyusane 1). B PsA IIpoyusane 1, ACR 20 oTroBopu Ha
cenmuna 100 ca mocturnatu npu 57% u 64%, crorBeTHO 3a 45 mg u 90 mg. B PsA Ilpoyusane 2,
ACR 20 otroBopu Ha ceamuiia 52 ca nocturHatu npu 47% u 48%, cpoTBeTHO 32 45 mg u 90 mg.
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IIporeHTHT Ha MAIUEHTHUTE, IOCTUTHAIA OTTOBOP 110 MoauduIpanu PsA kpurepun Ha oTroBOp (PSA
response criteria, PSARC) cbI110 € 3HAaUUTEITHO TO-TOJISIM MTPU TPYIIUTE Ha YCTEKUHYMal, B CpaBHEHHE
¢ rutane6o Ha ceamuia 24. OrroBopu PSARC ce mogabpxar mo Bpeme Ha ceamuiy 52 u 100. [To-
TOJISIM TIPOIICHT OT MAIlMEHTHTE, JICKYBaHH C YCTEKHHYMa0, KOMTO Ca HMaJIH CIIOHMITUT ¢ TieprdepeH
apTPUT KaTo OCHOBHA qUarHo3a, mokaseat 50 u 70 mpomeHTHO ogo0peHre B ckopa 1mo bat nHaeke 3a
aKTUBHOCT Ha 3a00JISIBAHETO MPH aHKmo3upan conmunt (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B cpaBHeHue ¢ 1ane6o Ha cenMuiia 24.

OtroBopuTte, HaOMIOIaBaHU TIPU TPYIUTE, JIEKYBaHH C YCTEKHMHYMa0, ca CXOIHU MPH MalUeHTHTE,
KOHTO MOJTy4aBaT MU HE ToJTyyaBat eHoBpeMeHHo MTX 1 ce monabpskart 1o BpeMe Ha CeaMHUIU 52
u 100. IlanmenTuTe, JeKyBaHu npeau ToBa ¢ anTH-TNFo cpeacTBa, KOUTO ca MOydiiid yCTeKHHyMa0,
ca MOCTUTHAIIM TO-TOJISIM OTTOBOP Ha ceaMuIa 24 B CpaBHEHHE C MALMEHTHUTE, OTy4aBain miane0o
(ACR 20 otroeop Ha cenmuiia 24 3a 45 mg u 90 mg e croTBeTHO 37% 1 34% B cpaBHEHUE ¢ UIaNEC00
15%; p < 0,05) 1 oTroBOpUTE CE MONABPKAT IO BpeMe Ha CeaAMHLA 52,

[Tpu marueHTH ¢ CHTE3UT W/WIM AaKTHIUT Ha U3X0AHO HUBO, pu PsSA [IpoyuBane 1 ce HaOomaBa
3HAYMMO MMOJOOPEHUE B CKOPOBETE 33 CHTE3UT M JAKTHIIMT IIPU TPYNUTE Ha YCTEKUHYMaO B CpaBHEHHE
¢ rutarie6o Ha ceamuna 24. B PsA IIpoyuBane 2 ce HaOIr0gaBa 3HaYMMO TIOJTOOpPEHKE B CKOpa 32
EHTE3UT W YHCIICHO MoJ00peHue (He € CTAaTUCTHYECKH 3HAYMMO) B CKOpa 3a TAKTHINT IPU rpynara Ha
ycrekuaymabd 90 mg B cpaBHeHHe ¢ Tuiane0o Ha ceamuia 24. [logoOpeHusiTa B CKOpa 3a EHTE3UT U B
CKOpa 3a JaKTWINT ca NOAIbPKaHU IO BpeMe Ha ceamuiu 52 u 100.

Paouoepagpcxu omeosop

CTpyKTYpHO yBpeXIaHE B IBETE PhLIE U KpaKaTa ce U3pa3siBa KaTo MPOMSHA CIIPSIMO U3XOAHOTO HUBO
B 00must van der Heijde-Sharp ckop (vdH-S ckop), mogudurmpan 3a PsA ape3 nobassiae Ha
JTUCTATHUTE WHTep(aIaHrea Iy CTaBy Ha polere. [IpoBesieH e mpeaBapuTenHo qeGuHupaH
WHTETpUpaH aHAIN3 Ha KOMOMHHUpaHU JanHU oT 927 nauuentu B nBete PsA TlpoyuBanus 1 u 2.
YcreknHyMab 1mokas3Ba CTaTUCTHYECKH 3HAUMMO HaMaleHUE B CTEIIEHTa Ha POrpecusi Ha
CTPYKTYPHOTO yBpEXJaHE B CPaBHEHHE C TUIae00, H3MEPEHO Ype3 MPOMSHA CITPSIMO W3XOAHOTO HUBO
10 24 cenmuna B oommus moguduiupan vdH-S ckop (cpeaen = SD ckop e 0,97 + 3,85 B rpynara Ha
rutane6o, B cpaBHeHue ¢ 0,40 £ 2,11 u 0,39 + 2,40 npu choTBeTHO ycTeKuHYMab rpynu 45 mg

(p <0,05) 190 mg (p < 0,001). To3u edekr ce abxu Ha PsA TIpoyusane 1. EpextbT ce cunra 3a
JIOKa3aH, HE3aBUCUMO OT ChIIBTCTBAILOTO pwiIokeHue Ha MTX u ce nojybpxa 1o BpeMe Ha
cenmuiy 52 (uarerpupad anaiaus) u 100 (PsA Ipoyusasne 1).

Dusuyecko cCbCmosHUe U C8bP3AHO CbC 30PABEINO KAYeCmBO HA HCUBOM

[ManmenTH, IeKyBaHU ¢ ycTeKMHYMa0, ca TIOKa3ainy 3Ha4uTeTHO o00peHre Ha PU3MYECKOTO
CBCTOSIHUE, KAKTO € OLIEHEHO 110 MHJIEKCa 32 MHBAINAHOCT OT BBIIPOCHUKA 3a OLIEHKA Ha 37paBeTo
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) na cenmuna 24. [TpomeHThT Ha
MANUEeHTUTE, TOCTUTHAIA KIMHUYIHO 3HaunMo > (0,3 momobpenne Ha HAQ-DI ckopa cipsimo
M3XOAHUTE CTOWHOCTH, CBHIIO € 3HAYUTEITHO MO-TOJISIM IIPU TPYNHUTE Ha yCTEKUHYMaOl, B CpaBHEHHE C
tane6o. [logobpenne Ha HAQ-DI ckop cripsiMo HU3XOAHOTO HUBO €€ MOAIbPIKa 110 BpeMe Ha
ceamur 52 u 100.

Wwma 3naunrenno nonodpenue B DLQI ckopoBeTe npu rpynure Ha ycTeKHHyMa0, B CpaBHEHHE C
iane6o Ha ceamuIia 24, KOeTo ce moJrbpxa mo BpeMe Ha cenqmuny 52 u 100. B PsA Tlpoyusane 2
¥Ma 3HAYMTETHO MMOA00OpEeHNe B CKOPOBETE 32 (PYHKIIMOHATTHA OIEHKA Ha TepaIusiTa 3a XpOHUIHO
3abossiBane - ymopa (Functional Assessment of Chronic IlIness Therapy — Fatigue, FACIT-F) npu
rpynuTe HA YCTEKMHYMa0, B cpaBHEHHUE ¢ Tuiane6o Ha cenmuiia 24. [IponeHThT Ha NAIIMEHTHTE,
JIOCTUTHAITM KIIMHAYHO 3HaYMMO 1o1o0penue Ha ymoparta (4 Touku o FACIT-F) cbiio e 3HaunTENHO
MO-TOJISIM TIPH TPYIIUTE Ha ycTeKnHyMab, B cpaBHeHue ¢ mianedo. [Tomodpenusta Ha FACIT-F ckop
ce TOJIbPIKAT 10 BpeMe Ha ceamuIa 52.

IlenmarpudHa nomyamms
EBponeiickaTta areHuus o JiekapcTBara oTJiara 3aJbJDKEHUETO 3a MPEJOCTABSIHE HA PE3YNTATUTE OT
MPOYYBaHUATA C peePEHTHHSI JICKAPCTBEH MPOJYKT, ChABPIKAI YCTCKHHYMa0 B €/IHA HIIH [TOBEYE
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MOJTPYIH Ha MeMaTPUIHATA MOIMyJIANs C FOBEHWICH HIMONIaTHYeH apTpuT (BK. Touka 4.2 3a
nH(pOpPMAI OTHOCHO yIoTpeda B MeAHaTpHsITa).

IInaxos ncopuazuc npu neQuampudHu nAyuUeHmu

JoxkazaHo e, e ycTeKuHyMab 1moo0psiBa IpU3HALNUTE U CAMITOMUTE, (DU3MUECKOTO ChCTOSHUE U
CBBP3aHOTO ChC 3/IPABETO KAYECTBO HA YKUBOT MPHY NeIUATPUIHH MAITUEHTH Ha 6 TOAWHA U TIO-TOJIEMHU
C TUIAKOB TICOpHA3HC.

Hayuenmu 6 ronowecka svspacm (12-17 2o00unu)

EdukacHoctTta Ha ycreknunymad e npoydyena npu 110 neauaTpuvHy MallMeHTH Ha BB3pacT oT 12 1o

17 roguHu ¢ yMepeH 10 TEXBK IMIaKOB MICOPHA3UC B MHOTOLIEHTPOBO, PAHAOMHU3HPAHO, ABOHHO-
csiro, marnedo KouTponmpano npoyusane daza 3 (CADMUS). IlanmenTure ca paHIOMU3UpPaHH J1a
noJTy4yaBat Wwin mianedo (n = 37), win npenopbYuTeNHaTa 1032 yCTeKHHYyMa0 (Bxk. Touka 4.2; n = 36),
WY TIOJIOBMHATA OT MPENOphYHTENHATA 1032 YCTeKHHYMa0 (n = 37), upe3 MoJK0KHO HHKEKTHPaHEe Ha
ceamunu 0 u 4, cire; ToBa npuiarane Ha Bceku 12 ceqmunu (q12w). Ha cenmunia 12 manmenTure,
JIEKyBaHM C TUTaredo ca MpeMHUHAIN Ha YCTEKHHYyMao.

[Mammentn ¢ PASI > 12, PGA > 3 u 3acernara tenecHa nmobpxHocT (BSA) mone 10%, kouto ca Onnm
KaHIU/IaTH 32 CHCTEMHA Tepanus win GoToTepanws, ca OTTOBAPSUIN HA YCIOBHUITA HA IPOYYBAHETO.
[Mpubnuzutenno 60% oT MaMeHTUTe ca OWITK MOIJI0KEHH Ha MpeIIecTBaa KOHBCHIIUOHATHA
cucTteMHa Tepanus wim Gototepanus. [Ipubmmusurento 11% oT manueHTHTe ca MMaty NpeallecTBaa
Tepanusi ¢ OMOJIOTUYHH CPEICTBA.

[IspBUYHATA KpaiiHa TOYKA € CHOTHOIICHUETO Ha MAIUEHTUTE, KOUTO ca nocTurnanu PGA ormeHka Ha
m3uncreny (0) win muanManad (1) maky Ha ceamuna 12. BropudHuTe KpaltHU TOYKY BKJIFOUBAT
PASI 75, PASI 90, mpomsiHa cripsiMo U3XOQHOTO HUBO Ha JlepMaTonornyeH nHACKC 3a Ka4eCTBO Ha
skuBot npu aerna (Children’s Dermatology Life Quality Index, CDLQI), npomsiHa cripsiMo U3X0HOTO
HUBO Ha 00II1aTa OLIEHKa 10 CKajaTa Ha BeIpocHUK 3a kKauecTBO Ha KUBOT pu jena (Paediatric
Quality of Life Inventory, PedsQL) Ha cemmura 12. Ha ceqmunia 12, nanmeHTUTE TPETUPAHH C
YCTEKHMHYMa0 MOKa3BaT 3HAYUTEIIHO MO-TOJIIMO MTO00pEHUE Ha TICOPHA3Kca U CBbP3aHOTO ChC
3[paBETO KAaueCTBO Ha )KMBOT B CpaBHEHHE ¢ Tuiare6o (Tabmura 6).

Bcewuku naruienTy ca mpocie/sBaHu 3a epUKacHOCT 3a Meproja OT 52 CeAMHUIIA CIIe]] ITbPBOTO
MIPUJIOKEHUE Ha U3MUTBAHUSI JISKapCTBEH NpoayKT. ChOTHOIICHHETO Ha HarnueHTuTe ¢ PGA onenka
Ha nu3uncteHu (0) wm MuarManau (1) maku 1 croTHOIEHUEeTo Ha mocturHaiauTe PASI 75 mokassa
pas3ivKa MeXAy TpylaTa JIeKyBaHa ¢ YCTeKHHYyMa0 U 1arne0o rpymnara Ha mbpBaTa BU3HUTa Ha
ceaMHMIIa 4 ciie]l HaualHaTa, JOCTUTaKK MakcuMyM 110 ceamuia 12. [Togoopenusita B PGA, PASI,
CDLQI u PedsQL ce mommbp:xar g0 ceamuiia 52 (tabiauma 7).

Tabnuya 7: Obobwenue Ha NopsudHUme U 6MOPULHUME KPAUHU MOoYKU Ha ceomuya 12 u ceomuya 52
IleguaTpuyHo npoyuBaHe npu ncopuasuc (CADMUS) (Bb3pact 12-17T1.)

Cenmuua 12 Ceamuna 52
Ianeto [IpenopbunTenHa [penopbunTenHa
no03a YcrekuaymMald | jmo3a YCTeKHHyMal
N (%) N (%) N (%)

PangoMu3upanu MalueHTH 37 36 35
PGA
PGA na uzunctenu (0) nnn 2 (5,4%) 25 (69,4%)" 20 (57,1%)
MuHUManHH (1)
PGA na uzunctenu (0) 1(2,7%) 17 (47,2%)? 13 (37,1%)
PASI
PASI 75 pectiongepu 4 (10,8%) 29 (80,6%)* 28 (80,0%)
PASI 90 pecrionnepu 2 (5,4%) 22 (61,1%)* 23 (65,7%)
PASI 100 pectiormepu 1(2,7%) 14 (38,9%)? 13 (37,1%)
CDLQI
CDLQI ot 0 nm 1° 6 (16,2%) 18 (50,0%)" 20 (57,1%)




PedsQL

TIpomsiHa cipsiIMO U3XOHO
HUBO 3,35 (10,04) 8,03 (10,44)* 7,26 (10,92)

Cpenno (SD)"
* p<0,001
CDLQI: CDLQI e nepmartoiorndeH HHCTPYMEHT 3a U3MEpBaHe Ha eeKTa Ha KOXKHUS IpobdiaemM
BBPXY CBBP3aHOTO ChC 3/IPABETO KAYECTBO HA KUBOT MpH NeauaTpudHara nomynanus. CDLQI
ot 0 wu 1 nokasBa, ye HIMa e)eKT BbPXY Ka4ECTBOTO Ha KUBOT Ha JICTETO.
* p=0,002
" PedsQL: PedsQL e o0rmia ckaia 3a m3MepBaHe Ha CBBP3aHOTO ChC 3IPAaBETO KAYECTBO Ha JKUBOT,
paspaboTeHa 3a ynoTpeba B MOMyJlalKuTe Ha Aela U I0HOMIX. 3a mianedo rpymnara Ha
cenmuna 12, N = 36
7 p=0,028

6

Mo Bpeme Ha TIa1Ie00-KOHTPOJIMPAHUS IEPUOJ 10 ceaMulia 12, ehukacHOCTTa Ha ABETE TO30BU
TPYIH, IPETIOPHYUTEITHATA U MTOJOBHHATA OT NMPENOPBUUTENIHATA, KaTO IISUI0 € CPaBHUMA B
I'bPBUYHATA KpaiiHa Touka (69,4 1 67,6% cbOTBETHO), BBIPEKH Y€ UMa JaHHU Ha J030B OTTOBOP 32
MO-BUCOKHU CTOMHOCTH Ha KpuTepuute 3a epukacHoct (Hanp. PGA na usuncrenu (0), PASI 90). Cien
cenqmuna 12, epuKacHOCTTa KaTo LSUIO € IMO-BHCOKA U MO-TIPOABIDKUTEITHA TIPH TpyIaTa ¢
IpernopbyYNTeNIHA 1032, B CPABHEHHUE C TPyIaTa Ha TOJIOBUHATA OT MPETOphYHTENIHATA 1032, IPU
KOSITO ce HaOJoJaBa Mo-4ecTo yMepeHa 3ary0a Ha e(puKacHOCT B Kpast Ha BceKU 12-ceMUUEH 10308
untepsai. [Ipodunure Ha Ge30macHOCT Ha MPENOPHUYUTENIHATA 1032 M HA MTOJIOBUHATA OT
IpernopbYNTEeNIHATA 71032 CA CPABHUMHU.

Heua (6-11 200unu)

EdukacHoctTa Ha ycTeknHyMa0 e mpoydeHa npu 44 nequaTpuIHA MAUeHTH Ha Bb3pacT OT 6 10

11 roguHu ¢ yMepeH 10 TEXBK IJIaKOB ICOPUA3UC B OTKPUTO, MHOTOLIGHTPOBO IpoyuBaHe (aza 3 ¢
enno pamo (CADMUS Jr.). [lanmenTrTe ca ieKyBaHU C MPENOpbYUTEIHATA 71033 YCTEKHHYMa0 (BK.
Touka 4.2; N = 44) upe3 noaKoKHa HHXXeKUus B ceamuin 0 1 4, mocnenBaHo OT pUIaraHe BEJHBX Ha
Bceku 12 cenmurtu (q12w).

IMamuentn ¢ PASI > 12, PGA > 3 u cbc 3acernara BSA naii-manko 10%, KOUTO ca KaHIAIATH 3a
CHUCTEMHa Teparus Win GoToTepanws, ca OWIH MOIXOIAIIH 32 Tpoy4uBaHeTo. [Ipubmusnurenno 43% ot
IMAIMUCHTUTC UMaT HpezuueCTBama CKCITO3UIINA HAa KOHBCHIIMOHAJIHA CUCTEMHA Tepanml NN
¢dororepanus. [IpubdausuTenHo 5% OT NAMEHTUTE UMAT MPEALISCTBAIA eKCIIO3UIIUS Ha OMOJIOTHYHU
Cpe/CcTBa.

IIppBUYHaTa KpaiiHa TOUKA € MPOLIEHTHT MAIlUEHTH, TOCTUTHAIH cKOp HAa PGA n3uuctenu (0) win
muHuManHy (1) Ha cenmuna 12. Bropuunure kpaiiau Touku Bkimousat PASI 75, PASI 90 u npomsina
CHPSIMO U3XOJHOTO HUBO Ha JlepMaTonoruyHus HHAEKC 3a KauecTBO Ha >kuBOT npH Aena (Children’s
Dermatology Life Quality Index, CDLQI) na cenmuna 12. Ha cenmunia 12 manueHTHTe, JIEKYBaHH C
yCcTeKnHYMa0, ITOKa3BaT KIMHIUYHO 3HAYUMO IT0I00pEHUE Ha TICOPUA3Uca U CBBP3aHOTO ChC 3JIPaBETO
Ka4ecTBO Ha XKHUBOT (Tabnuiald).

Bceuuky naieHTy ca nmpociesBaHu 3a ePUKACHOCT 10 52 CEAMMIIU ClIe]] TbPBOTO MPHIIOKEHUE Ha
MPOYYBAHOTO JieKapcTBO. [IponeHThT Ha manueHTuTe che ckop Ha PGA u3uncrenu (0) nim
muHumainau (1) Ha cenvuna 12 e 77,3%. EdukacHoct (onpeneneHa kato PGA 0 wiu 1) e
Ha0JIroaBaHa OIle IPH ITEPBOTO TOCEIIEHUE CIIe]T U3XOIHOTO HUBO Ha ceaMuIa 4, a MpoIeHThT Ha
MaleHTUTe, TocTUTrHamu ckop Ha PGA 0 wn 1, ce moBumasa 10 ceamura 16, KaTo cjiex ToBa 0cTaBa
OTHOCHUTENHO cTabuieH a0 cenmuna 52. [logoopenusta Ha PGA, PASI u CDLQI ce momabpkar 1o
cenmuria 52 (tabauma 8).
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Tabnuya 8 Obobwenue Ha NbpeUUHAMA U BMOPULHUMe KPAHU MOYKY Ha ceomuya 12 u Ha
ceomuya 52

Ileguarpuyno npoyusase npu ncopuasuc (CADMUS Jr.) (Bs3pacr 6-11T1.)

Ceamuna 12 Ceamuna 52
IIpenopwuutenna nosa IIpenoppunrenHa no3a
ycTeKHHyMab ycTeKnHyMab
N (%) N (%)
Bxurrouenu nanmenT 44 41
PGA
PGA na uzunctenu (0) nnn 34 (77,3%) 31 (75,6%)
MuHAMATHH (1)
PGA na uzunctenu (0) 17 (38,6%) 23 (56,1%)
PASI
PASI 75 pecrionaepu 37 (84,1%) 36 (87,8%)
PASI 90 pecrionepu 28 (63,6%) 29 (70,7%)
PASI 100 pecrionmepu 15 (34,1%) 22 (53,7%)
CDLQI?
[Manmentn ¢ CDLQI > 1 Ha (N=39) (N=36)
W3XOJHO HUBO
CDLQI 0 mmm 1 24 (61,5%) 21 (58,3%)

&  CDLQI: CDLQI e nepmaronornueH HHCTPYMEHT 3a OIIEHKA Ha eeKTa Ha KOXKHUS podIeM

BBPXY CBBP3aHOTO ChC 37PaBETO Ka4ecTBO Ha KUBOT MpH NeauaTpuyHara nomynanus. CDLQI 0
win | okasBa, ue HiAMa e(peKT BbpXy KauecTBOTO Ha )KUBOT Ha JCTETO.

Bbonect Ha Crohn

be3omnacHocTTa M ehMKacHOCTTA Ha YCTEKMHYMa0 ca OICHEHH B TPU PaHIOMU3MPAHHU, JBOMHOCIICIIH,
1a1e00-KOHTPOIUPAHN, MHOTOIICHTPOBH MTPOYYBaHUS TIPY BH3PACTHU MMAIMEHTH C yMEPEeHa JI0 TEXKa
axtuBHa OonecT Ha Crohn, ¢ MHnekc Ha aktuBHOCTTa Ha Gonrectra Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450). [Iporpamara 3a KIMHHYHO pa3pabOTBaHE Ce CHCTOM OT JIBE 8-
ceAMUYHH npoy4dBaHus ¢ uHTpaBeHo3Ha nHAyKIusA (UNITI-1 u UNITI-2), nocneasanu ot 44-
CEIMMYHO PAHJIOMHU3UPAHO MIPOYYBAHE C MOAKOKHO MPHIOKEHHE Ha moubpxaria 1o3a (IM-UNITI),
MIPEJICTARIISIBAIIY 52-CeIMUYHA TePaTIHsl.

[IpoyuBanusTa ¢ maayknus Braousat 1409 (UNITI-1, n = 769; UNITI-2 n = 640) nanuenTH.
[TepBrYHaTa KpaifHa TOYKa 3a IBETE€ MHAYKIIMOHHY MIPOYYBAHUS € MPOLEHTHT Ha YYACTHHIIUTE C
KIIMHAYEH OTroBop (omnpesenen kato Hamanenue Ha CDAI ckopa ¢ > 100 Touku) Ha cenmuna 6.
JanHuTe 3a eUKACHOCT ce ChOMpAT U aHATM3UPAT 10 CeAMUIIA § 3a ABETE MPOYUBAHHS.
EnHOBpeMEHHOTO NPUIIOKEHHE Ha NMEPOPAIHU KOPTUKOCTEPOHUIN, UMYHOMOIYJIaTOPH,
aMUHOCAIMIINIIATA U aHTUOMOTHUIIH € pa3penieHo u 75% OT MarueHTuTe IpoabDKaBaT J1a ToIydaBar
Half-MaJIko €JIHO OT Te3H JIeKapcTBa. B BeTe MpoyyYBaHus MAMEHTUTE ca PAHJJOMU3UPAHH Ja
HOJIy4YaT eTHOKPATHO MHTPABEHO3HO MPENOPBYNTEIHATA /1032 OT MpuOIu3uTeHo 6 Mg/Kg (Bk. Touka
4.2 ot KXII 3a Usgena 130 mg koHueHTpar 3a nH}py3uoHeH pa3TBop) puxcupana no3a 130 mg
ycTeKuHyMa0 miM 1iamne6o Ha ceamuiia 0.

ITauuentute B UNITI-1 ca nekyBanu HeyCHEeIHO WM UMAT HEIOHOCUMOCT KbM IpeAlecTBaIla aHTH-
TNFa tepamust. [Ipubmmsutenno 48% OT MaMEHTHTE ca JICKYBaHH HEYCIIEITHO ¢ 1 mpeamecTBama
anTH-T NFa Tepamms, a 52% ca nexyBanu HeycnemHo ¢ 2 win 3 npeamectsany antu- T NFa Tepanuu.
B toBa npoyusane 29,1% oT nanueHTHTE UMaT HEAOCTATHYCH HAYaJICH OTTOBOP (IbPBHYHU
HepecTnoHepH), 69,4% ca ce MOBIUSIIN, HO Ca MPECTAaHAIH JIa CE TIOBIUABAT (BTOPUYHHU
HepecnoHaepn), a 36,4% nmat HemoHocuMocT kKbM aHTu-TNFa Tepanmu.

[TarmenTture B UNITI-2 ca nexyBaHu HEYCHEIIHO Hali-MaJIKO C €/IHa KOHBEHLIMOHAIHA Tepamus,
BKJIFOUHUTENIHO KOPTUKOCTEPOUAN WIIM UMYHOMOAYJIATOPHU, KaTO WM HE ca JICKYBaHU JIOCEra C aHTH-
TNF-a tepanust (68,6%), wnu ca momydaBanu npenu Tosa aHTu-1NFao Tepamnus, HO T He € Ouna
Heycnenna (31,4%).
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B nete UNITI-1 u UNITI-2 3Ha41MO TO-TOJISIM MPOIICHT OT HMAITUEHTUTE B TPYIIaTa, JICKyBaHa C
yCTEKHHYMa0, ca ¢ KIMHWYEH OTIOBOP M peMUcHsi B cpaBHeHue ¢ tuiane6o (Tadmuma 9). Knuaununusr
OTTOBOP M PEMHCHSATA Ca 3HAYMMH OIIlE Ha CSMUIIA 3 MIPH MAIUSHTHTE, JIEKYBaHU C YCTEKUHYMa0, 1
TE€ TPOJIBJDKBAT JIa Ce MOA00PsABaT 10 ceamuiia 8. B Te3u npoyyBaHus ¢ MHAYKIUS e(hUKACHOCTTA €
M0-BHCOKA ¥ C€ TOJIbPrKa MO-100pe B rpymaTa ¢ 03a B 3aBHCUMOCT OT TEJIECHOTO TETJIO, B
cpaBHEHHE c rpynara ¢ go3a 130 mg 1 mopaau ToBa Mpy MHTPABEHO3HA WHAYKIIUS Ce MMPETophUBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

Tabauya 9. Unoyxyus na xnunuyen omeosop u pemucusi ¢ UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
IInanedo |Ilpemopbuurte| Ilname6o |IIpemopbuuTe
N =247 JIHA /1032 N =209 JIHA /1032
YCTEeKHHYMAa0 yCTeKMHYMa0
N =249 N =209
Knununyna pemucus, ceaMuna 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)?

Komummen otrosop (100 Touxn), 53 (21,5%) | 84 (33,7%)° | 60 (28,7%) | 116 (55,5%)"

ceamuia 6
Komnuaen otrosop (100 Tousu), 50 (20,2%) | 94 (37,8%)* | 67 (32,1%) | 121 (57,9%)*
cenMuiIa 8
70-TOUKOB OTTOBOP, CEMUIA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)°
70-TOUKOB OTTOBOP, CEAMUIA 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)°

Knunanunata pemucus e onpenenera kato CDAI ckop < 150; KnuHUYHHUST OTTOBOD € OnpeeacH
kato HamaneHue Ha CDAI ckop c Haii-manko 100 TOUKH WK ChCTOSIHUE B KIIMHUYHA PEMUCHS
70-TOYKOBHUAT OTTOBOD € ompeneseH karo Hamanenne Ha CDAI ckop ¢ Haii-manko 70 TOUKH

* Heycnex na antu-TNFa Tepamus

** Heycnex Ha KOHBEHIMOHAIHATA Teparus

& p<0,001

® p<0,01

B mpoyuBaneTo ¢ nogaspikara tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUTAT
100-TouKoB KIMHUYEH OTIOBOP HA CEAMHIA 8 OT MHAYKLUATA C ycTeknHyMao B npoyuBanus UNITI-1
u UNITI-2. [TartuenTure ca paHAOMH3UPAaHN Ha CXeMa Ha MOAIbPIKAIIO JIEYEHHE C ITOJAKOXKHO
npuioxkenue Ha 90 mg ycreknHymab nipes 8 cenmunum, 90 mg ycreknaymab npes 12 ceMuIy Hiu
miane6o B MpOABIDKEHUE Ha 44 ceIMHILH (3a TPENOphUYHUTEIHATA OAbPIKAIIA 1032 BXK. TOUKa 4.2).

3HAYUMO TO-TOJISIM MPOLIEHT IMALMEHTH B IPYIHTE, JICKYBAHHU ¢ YCTEKMHYMAa0, MOUIbPIKAT KIMHUYHA
PEMHUCHS 1 OTTOBOP Ha ceamMuIia 44 B cpaBHEHHE ¢ Tpymnara Ha miane6o (Bx. Tabmuma 10).
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Tabnuya 10: Ilooovporcane na knunuunus omeosop u pemucust 6 IM-UNITI (ceomuya 44; 52 ceomuyu
Om 3aNoY8aHe ¢ UHOYKYUOHHAMA 003d

Mnamedo* 90 mg 90 mg
yCTeKMHYMa0 | ycTeKHMHyMa0
npe3 npe3
8 ceamuuu 12 ceamuuu
N =131f N = 129°
N = 128"

KiuHW4HA peMucHus 36% 53%? 49%°
KJIMHWYEH OTTOBOD 44% 59%° 58%°
Knunnuna pemucus 6€3 KOPTHKOCTEPOUAH 30% 47%° 43%"

KnuHnuHa peMucHs pu MaueHTH:

B PEMUCHS B HAYAJIOTO Ha MOAIbpIKaIaTa 46% (36/79) 67% (52/78)* 56% (44/78)
Tepanus

KOHMTO C€ BKJIFOUBAT OT IIPOYYBAHEC

CRD3002t 44% (31/70) | 63% (45/72)* 57% (41/72)

KOUTO HE ca JISKyBaHH JI0cera ¢ aHTH- 0 . ] .
TNFo, Teparus 49% (25/51) | 65% (34/52) 57% (30/53)

KOHMTO C€ BKJIFOUBAT OT IIPOYYBAHEC

CRD30018 26% (16/61) | 41% (23/56) 39% (22/57)

Knunnunata pemucus e onpenenena kato CDAI ckop < 150; KnuHUYHHAT OTTOBOp € onpeaeieH
kato HamaneHue Ha CDAI ckop ¢ Hail-mManko 100 TOYKH WM ChCTOSIHUE B KIIMHUYHA PEMUCHSA

* TI'pynara Ha muiane0o ce ChCTOH OT HMalMeHTH, KOUTO ca Ce MOBIMSUTH OT yCTeKuHyMal 1 ca
paHIOMU3UpPaHH Ja MoyvaBar rmiamnedo B Ha4aJoTo Ha MO IbpKallaTa Teparnusl.

1 Ilamuentun, kouto uMat 100-TOYKOB KIIMHUYEH OTTOBOP KbM YCTEKHHYMa0 B HAYAIOTO Ha
MOIbpKAIATA TEPATUS

! TlanmeHTH, KOUTO HE ca ce MOBIMSIM OT KOHBEHI[MOHAIHATA Teparusi, Ho He aHTU-TNFa

Tepamnus
§ Tlaumentu, KouTo ca pedpakTepHU UM UMAT HEMOHOCUMOCT KbM aHTU-TNF o Tepanus
2 p<0,01
® p<0,05

®  HomuHaIHO 3HaunMma (p < 0,05)

B IM-UNITI 29 ot 129 nanuenTy He MOAIbPKAT OTTOBOPA KbM YCTEKMHYMa0 IIpY NPUJIOKEHHUE ITPe3
12 ceqmuIy 1 € MO3BOJICHO KOPUTHPAHE Ha Jl03aTa Taka, ue Jia mojlyyaBaT YCTEeKHHyMab mpe3

8 cenmuny. 3arybata Ha oTroBop e onpeaeneHa karo CDAI ckop > 220 touku u > 100 Toukn
nopuieHue crpsamo uzxogaus CDAI ckop.Ilpu Te3u manneHTH KINHUYHA PEMUCHS C€ TTOCTUTA MTPH
41,4% ot mauuenture 16 ceqMuuu ciel KOpUrupaHe Ha J03aTa.

[NarnuenTyTe, KOUTO HE ca MOCTUTHAIIM KIIMHIYEH OTTOBOP KbM WHIYKIIWS C YCTEeKHHYMa0 Ha
cenmuria 8 ot npoyuBanusTa ¢ nHAyKIEsS UNITI-1 u UNITI-2 (476 nanuenTn), ca BKIIIOYEHH B
HEepaHIOMM3MpaHaTa 4acT OT MpoyuBaHeTo ¢ noaabpxkama tepanus (IM-UNITI) u ca nomyunian
MOJIKOKHA MHXKEKIHs ¢ ycreknHymad 90 mg mo toBa Bpeme. Ciien ocem cenmuiu 50,5% ot
MAIMEeHTHTE Ca MOCTUTHAIN KIIMHUYEH OTTOBOP M Ca MPOIBIDKUIN Aa MOJTydaBaT MOAIbpIKaIa
Tepanud npe3 8 cenMuiy. [lopeueTo oT T€3n NaMEHTH ¢ MPOABIDKUTEIHA MOIbprKalla Tepanus
nojabspxat orroBop (68,1%) u mocturar pemucus (50,2%) Ha cenqmuua 44, KaTo NPOLEHTHT UM €
nmo100eH Ha TO3U MPH MAIUEHTUTE, KOUTO TbPBOHAYAITHO €A CE MOBJIMSIN OT HHAYKIHS C
yCTEeKHHYMao.

Ot 131 nanueHTH, KOUTO ca Ce MOBJIUSIINA OT HHAYKIUS ¢ YCTEKHHYMAa0 U ca PaHJOMU3UPAHH B
rpynara Ha mianebo B Ha4alioTo Ha MMPOYYBaHETO ¢ TMOAAbpIKaIia Tepamnus, 51 BrociencTeue ca
3aryOuim OTroBOpa cU U ca momyumwin 90 mg ycTeKkuHyMal moakoxkHo mpe3 8 cenmuiy. [loBedero ot
MAIUCHTUTE, 3aryOniIi OTTOBOPA CU U MOAHOBWIIH JICUSHUETO C YCTEKUHYMa0, ca ro HalpaBUIH B
paMkuTe Ha 24 ceIMUI OT UHIYKIIMOHHATa HHPY3us. OT Te3u 51 marmenTu 70,6% mocturar
KJIIMHAYEH OTroBOp U 39,2% mocTurar KIMHUYHA peMucus 16 ceIMUIM ciaell MOIy4aBaHEeTo Ha
IbpBaTa MOJKOXKHA /1032 YCTEKUHYMaO0.
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B IM-UNITI manuenTrTe, 3aBBPIIIIHA TPOYIBAHETO 0 ceaMunia 44, ca TOIXO AN 1 TTPOIBIDKAT
JICYCHUETO B MIPOABIDKEHHE Ha MpoyuBaHeTo. [Ipy BcnukuTe 567 manueHTH, BKIFOUYCHN HA U JIEKyBaHH
C YCTeKMHYMa0 B MPOIBIKEHUETO Ha TIPOYYBAHETO, KIMHUYHATA PEMUCHS U OTTOBOPBHT OOUKHOBEHO
ce moaabpsKaT 70 ceamuna 252, kakto npu 6onHute ¢ Heycnex Ha TNF-tepanuunte, Taka u npu
MAIUEHTHTE C HEYCIIeX Ha KOHBEHIIMOHATHUTE TEPATIHH.

He ca ycranoBeHrn HOBU chOOpakKeHHs 32 0€30MIACHOCT NPH YABKaBaHe Ha TOBA IPOYYBaHE 1O
5 roguaM Ha JedeHue NpHu manueHTH ¢ 6onect Ha Crohn.

Enoockonus

BBHIIHUAT BUJT HA JIMTAaBHULIATA € OLICHEH €H/IOCKOIICKH NP 252 MAlMeHTH ¢ MOIXO0ISIIa U3X0THA
€HJIOCKOIICKA aKTUBHOCT Ha 3a00JIsIBAHETO B €IHO NOJNpoy4YBaHe. [IbpBuyHaTa KpaiiHa ToUKa e
MPOMSIHA OT U3XOJAHOTO HUBO Ha OMpOCTEeHUs CHIIOCKOIICKH cKOp Tipu Oonect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOp OT 5 WII€0-KOJOHHU
CerMeHTa 3a HaJIH4Ke/pa3Mep Ha SI3BUTE, MPOICHT Ha JIMTaBHYHATA MOBBPXHOCT, MOKPUTA OT SI3BH,
MPOIICHT HA JIMTaBUYHATA MOBBPXHOCT, 3aCeTHATA OT JPYTH JIC3UH, ¥ HATUYHES/BUT HA
CTeCHsBaHUATA/CTpUKTypuTe. Ha cenmuna 8, ciien eAnHUYHA HHTPAaBEHO3HA MHAYKIIMOHHA 7034,
npomsiHaTa B SES-CD ckopa e mo-ronsiMa B rpymnaTa Ha ycreknaymad (n = 155, cpegna

npoMsiHa = -2,8) 0TKOJIKOTO B rpynata Ha mmianebdo (n = 97, cpeana npomsina = -0,7, p = 0,012).

Iosenussane na ucmynume

B eana noarpyna nauneHTu ¢ qpeHupamy Gpuctynu Ha n3xoaHo HuBo (8,8%; n = 26), puctynure Ha
12/15 (80%) oT neKyBaHHUTE C YCTCKUHYMAO MallMEHTH CE TIOBJIMABAT B MPOAB/DKCHUE Ha 44 CeMUIIN
(ompeneneno karo > 50% HamanieHHE OT U3XOJHO HHBO B IPOYYBAHETO C MHAYKIMS Ha Opost Ha
IOpenupamute ¢puctynu) B cpaBHerue ¢ 5/11 (45,5%) ¢ mnanedo.

Kauecmeo na scusom, cewp3ano cve 30pasemo

KauecTBOTO Ha )KMBOT, CBBP3aHO ChC 3JIPABETO, € OIICHEHO MOCPEACTBOM BBIpoCcHUK mpu
BB3NANUTETHN 3a00saBanus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BoerpocHui SF-36. Ha ceqmunia 8 manueHTrTe, MojiydaBaiiy yCTeKMHyMa0, IOKa3BaT CTaTUCTUYCCKU
3HAYMMO MO-TOJISIMO M KIMHUYHO 3HAYMMO 1mo100penue Ha obmuwst IBDQ ckop u na SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBHenue ¢ mane6o. B mpoyusanero IM-UNITI go cenmuria 44 te3u nomoOpeHus
OOMKHOBEHO C€ MOIbPIKAT IM0-100pe MPH JICKYBaHH C YCTEKUHYMA0 MalueHTH B CPAaBHEHUE C
rtane6o. [logqoOpeHreTo Ha Ka4ecTBOTO Ha KHUBOT, CBBP3aHO ChC 3APABETO, OOMKHOBEHO CE
MOJTBPIKA MPE3 ISUTOTO MPOIBIDKEHHE JI0 ceaMuna 252.

Yepos3eH KoJIUT

BesonacHoctTa 1 eukacHOCTTa Ha ycTeKHHYMal ca OLIEHEHH B JIBE paHIOMU3MPAHH, TBOWHOCIIEIH,
Iae00-KOHTPOIMPAaHU, MHOTOIIEHTPOBH MPOYYBaHHS NIPU BH3PACTHU MAIIUEHTH C YMEPEH JI0 TEKBK
aKTUBEH YJIIepo3eH KoiuT (ckop 1o Mayo 6 no 12; eanockorcku cyockop > 2). [Iporpamara 3a
KJIMHAYHO pa3paboTBaHe Ce ChbCTOU OT €JHO MPOyYBaHE C MHTPABEHO3HA MHAYKLUS (HapeueHO
UNIFI-]) ¢ nedenue no 16 ceamuim, mociensaHo ot 44-ceIMUYHO TIPOYYBAHE C TIOTHPIKAII0
JICYCHHUE C MOJIKOKHO MPUIIOKEHHE, C PAaHIOMH3UPAHO CriupaHe Ha JieueHueTo (Hapeueno UNIFI-M),
KOETO MPEJCTaBIsIBa HAl-MaJIKo 52 ceIMHIIM Ha Teparnusl.

IIpencraBenute pesynraru 3a epukacHocT or UNIFI-I u UNIFI-M ce ocHOBaBaT Ha IieHTpaseH
Iperjiesl Ha eHI0CKOIINUTE.

UNIFI-I BxirouBa 961 manmentu. [IppBruHaTa KpaitHa TOUKa B IPOYYBAHETO ¢ MHIYKITUS €
NPOIIEHTHT Ha YYACTHUIINTE B KIIMHUYHA peMUcHs Ha cenmuna 8. [TanmenTuTe ca paHJOMU3UPaHH Ja
MOJTy4aT €THOKPAaTHO MHTPABEHO3HO MpenopbunTenHara udpepeHurpana 1o3a 6 mg/kg (Bx.
Tabmuua 1, Touka 4.2), pukcupana go3a 130 mg ycrexkunymad uiu rianedo Ha ceamuua 0.

Pasperieno e eqHOBpEMEHHO NMPUIIOKEHUE HA MIEPOPATHH KOPTHUKOCTEPONAN, IMYHOMOIYJIATOPH H

aMUHOcanuIuiIaTu, kato 90% oT manueHTUTe NpoAbIHKABaT 1a MOIydYaBaT Hall-MaJko €HO OT Te€3HU
JeKapcTBa. BKITIOUeHUTE MalMeHTH TPsOBa /1a ca MPEeMUHAIH HEYCIIeNIHa KOHBEHIIMOHAIIHA TepaIus
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(KOPTHKOCTEPOUIU WITH UMYHOMO/TYJIaTOPH) HIIM JICYCHHE C Hail-MaJKo eHO OMOJIOTUYHO
nexapcTBeHo cpenctBo (antaronnuct Ha TNFo w/mmu Bemonmuzyma0). [Ipu 49% ot manmenTure
KOHBEHLMOHAIIHATA TEpAIus € HEYCIeIIHa, HO He ¥ JICUCHHETO C OMOIOTUYHO JIEKAPCTBEHO CPEACTBO
(ot xouTo 94% He ca JleKyBaHU ocera ¢ OMOJIOTUYHH JIEKAPCTBEHH NPOLYKTH). 51% OT manueHTure
ca JICKyBaHH HEYCIEIIHO MM UMAaT HEIIOHOCUMOCT KbM OMOJIOTUYHO JIEKAPCTBEHO CPEACTBO.
[TpubnuzutenHo 50% OT mauneHTUTE ca JISKyBaHU HEYCIEIIHO ¢ Hali-Manko 1 mpeamniecTpaa aHTu-
TNFa Tepanus (oT kouto 48% THPBUYHO HE ca ce MOBIUIN), a 17% ca nmanu Haii-manko 1 Tepanus
c aatu-TNFa cpenctBo u Begonmmsymao.

B UNIFI-I 3Haunmo no-royisM NpoLEHT OT MallMEHTUTE Ca B KIIMHUYHA PEMUCHA B IpynarTa, JICKyBaHa
¢ ycTeknHyMab, B cpaBHeHue ¢ Tuiare6o Ha ceamuiia 8 (Tabmuia 11). Ome va Cemmuna 2, Haii-
paHHAaTa IUTaHWPaHa BU3WTA B MPOYYBAHETO, U MPH BCSIKA BU3UTA CIIE/ TOBA MO-TOJISIM IIPOIIEHT
MAIUCHTH C YCTeKUHYMAa0 HAMAT PEKTATHO KbPBEHE WIM MIOCTUTAT HOPMAaJTHA YECTOTa Ha Je(eKaIis
B CPaBHEHUE C MalMEHTHTE Ha Iiare0o0. HabmoqaBanu ca 3Ha4MMU Pa3InKA MEX]y YCTCKUHYMa0 1
rane6o B YacTUIHUA cKop 1o Mayo u cumnToMaTidHaTa pemucus ome Ha Cenvuna 2.

EdukacHocTTa € mo-Brucoka B rpynata ¢ audepeHiupanara 103a (6 mg/kg) B cpaBHeHHE ¢ TpyIiaTa ¢
nmo3a 130 mg o oTHoIIeHne Ha N30paHu KpallHU TOYKH W TIOPaaX TOBa AU(EPEHIIMPAHOTO JTO3UPaHE

ce MpenopbyBa KaTo 1032 32 HHTPABEHO3HATA HHAYKIIHS.

Tabnuya 11: Pestome na ocnosnume pesyaimamu 3a edpuxacnocm ¢ UNIFI-1 (Ceomuya 8)

Inane6o Ipenopbunteana
N =319 1032 ycTeKHuHymMao®
N =322
Knuanyna pemucusg™ 5% 16%*
[Tpy HanyeHT! ¢ HeyCIeHa KOHBEHIIMOHAHA, HO HE 9% (15/158) 19% (29/156)"

¥ OMOJIOrHYHA TCpaIusa

I[Ipy manyeHTy ¢ HeYCIENHa OUOIOTUYHA TEPANHUs’ 1% (2/161) 13% (21/166)°

IIpu nanuenTu ¢ HeycneniHa tepanus kakto ¢ TNF,

0% (0/47) 10% (6/58)*
Taka M ¢ BeJ0In3yMad
Knunuyen otrosop® 31% 62%*
[Tpu nanmeHTH ¢ HEeycHenHa KOHBEHIIMOHAIHA, HO HE 3506 (56/158) 67% (104/156)°

1 OMOJIOTHYHA Tepanus

IIpu NalMEHTH ¢ HeyCIenHa OMOJIOrMYHA TEpaus’ 27% (44/161) 57% (95/166)°

[Ipu nanuenTu ¢ HeycnemnHa Tepanus kakto ¢ TNF, 28% (13/47) 52% (30/58)"
Taka M ¢ BeIoim3ymad

JluraBuuno o3passiBane’ 14% 27%*

HpI/I MNanUCeHTH C HECYCIICIIIHA KOHBCHIIMOHAJIHA, HO HE

21% (33/158) 33% (52/156)®
1 OMOJIOTHYHA Tepanusi
ITpy manueHTy ¢ HEeyCHenHa OMOIOTHYHA TEPAITUS 7% (11/161) 21% (35/166)°
CHMNTOMATUYHA PEMHCHS' 23% 45%°
KOMGI/IHI/IpaIiO CHMIITOMATHYIHA PEMHCHS M JINTABUYHO 8% 21046
03/IpaBsiBaHE

£
Z[osa 3a I/IH(i)y3I/I$I Ha yCTeKI/IHyMaG IIpU U3II0JI3BAHE HAa CXEMa Ha Npuj1araHe Bb3 OCHOBA Ha TEJIECHOTO TEIJI0, YKa3aHa B

Tabnuya 1.

KnmandHaTa pemucus ce onpezess KaTto ckop mo Mayo < 2 myHkTa, 6e3 HHIUBHIyaneH cyockop > 1.
KJIMHUYHHEAT OTTOBOP Ce OMpPE/IeNis KaTo HaMaJsiBaHe CIIPSMO H3XOJHOTO HHUBO Ha ckopa mo Mayo ¢ >30% u > 3
MMyHKTa, C HAMaJIIBaHEe CIIPSIMO M3XOIHOTO HUBO Ha CYOCKOpa 3a PEKTAIHO KbpBEHE > | Wi cyOCKOp 32 PEKTAIHO
kbpBeHe 0 wiu 1.

Anraronuct Ha TNFa w/nnn Begonusymao.
JIuraBuuHOTO O31paBsABaHE ce ONpeess KaTo eHI0CKONCKU cydckop no Mayo 0 nnu 1.

CumnToMaTHIHATa PEMHUCHS ce OIpexnest kKato cyockop mo Mayo 3a ecrora Ha pedexanmsaTta 0 wm 1 1 cydckop 3a
pexTanHo kbpBene 0.

KoMOHHaIHATa OT CHMITOMATHYHA PEMHICHS U JIATABHYHO 03/IpaBsiBaHe CE ONPEEIst KaTo CyOCKOp 3a 4ecToTa Ha
nedexanusra 0 wim 1, cydckop 3a pekranHo kbpBeHe 0 U eHI0CcKOoICKH cydckop 0 i 1.

2 p<0,001

Homunanuo 3uaunmo (p < 0,001)

Homunanso 31aunmo (p < 0,05)
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B UNIFI-M ca onerenu 523 manyeHTH, TOCTUTHAIA KIIMHAYEH OTTOBOP C €MHOKPATHO 1.V.
npunoxxkenue Ha ycreknaymad B UNIFI-I. [TauuenTture ca pangoMu3upany 3a moiyyaBaHe Ha
nojabpxaia cxema ¢ 90 mg ycrekuHymal MOAKOKHO Ha BcekH 8 cenmuiiy, 90 Mg ycTekuHyMab Ha
BCEKH 12 ceaMumy Wity TTane0o B MpoabDKeHHE Ha 44 ceqMUITH (3a IPeTmopbUnTeTHATA
noaabpakaiia 103a Brkre Touka 4.2 Ha KXIT va USGENA umxekiinoneH pa3rBop ((h1akoH) u
WH)KEKLIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA MJIH B TIPEABAPUTEIIHO HAITBIHEHA

MTHACaIKa).

3HAYMMO IIO-TOJIIM MPOLICHT MAallMCHTHU Ca B KIIMHUYHA PEMUCHA B IBETC I'PYyIIH, JICKYBAHU C

yCTeKHHYMa0, B CpaBHEHHE C rpyrmara ¢ mianedo Ha ceamuiia 44 (sx. Tabmuma 12).

Tabnuya 12: Pestome na ocnoguume usmepumenu 3a epuxactocm ¢ UNIFI-M (ceomuya 44;

52 ceomuyu om 3anousare Ha UHOVKYUOHHAMA 003a)

Il1ame6o* 90 mg 90 mg
N =175 YCTeKMHYMAa0 | yCTeKHHYyMad
npes npe3
8 cenmuim 12 cenmuuu
N=176 N=172
KiandHa peMucus** 24% 44%:2 38%5
IIpu nanyeHTH ¢ HEyCHelHa
KOHBEHIIMOHAJIHA, HO HE U OMOJIOTMYHA 31% (27/87) 48% (41/85)" | 49% (50/102)*
Tepanus
[TpH NAIKEHTH ¢ HeycrenHa 17% (15/88) | 40% (36/91)® | 23% (16/70)"
OHMOJIOTMYHA TepaIus
[Ipu manMeHTy ¢ HEYCIENIHA Tepanust 0 0 X 0 X
kakTo ¢ TNF, Taka u ¢ Benonmzymad 15% (4/27) 33% (7/21) 23% (5/22)
Hoz[m,pmaﬂs Ha KJIIMHUYEH OTTOBOP JI0 45% 71062 68%°
ceamuna 44
[Ipu maryeHTy ¢ HeyCIelHa
KOHBEHI[HOHAITHA, HO He U OHOJIOrMYHa 51% (44/87) 78% (66/85)* | 77% (78/102)"
Tepanusi
gp“ MatiMeHTH © Heycretia 39% (34/88) | 65% (59/91)® | 56% (39/70)"
WOJIOTMYHA TEPAIIHS
TlpH MAUKEHTH C HeyCrIelIHa Tepanis 41% (11/27) | 67% (14/21)* | 50% (11/22)*
kakTo ¢ TNF, Taka u ¢ Benonnzymad
JIuraBu4HO O3/1paBsBaHe’ 29% 51%:? 44%°
Hoepaiane Ha KIMHHHA PEMHCHS 10 38% (17/45) 58% (22/38) | 65% (26/40)®
ceamuna 44
Kiuen4Ha peMucus 6€3 KOPTHKOCTEPOHAS 23% 42%2 38%°
[IpoaBIKUTETHA PEMUCHST 35% 57%" 48% "
CHUMIITOMaTUYHA PEMHUCHS” 45% 68%" 62%"
KoMOHHHPAHO CHMITTOMATHYHA PEMUCHS 1 28% 489 41%

JIMraBUYHO O3,E[paB$IBaHe‘L
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*  Crnep MOBJIHUSsIBAHE OT 1.V. YCTEKHHYMa0.

** KJMHUYHATa pEMUCHS ce OIpeaesi KaTo ckop no Mayo < 2 myHKTa, 6e3 HHIUBHIyaleH cyockop > 1.
KnuamgHBSAT 0TroBOp Ce ompeselts KaTo HaMalsiBaHe CIPsIMO W3XOJHOTO HUBO Ha ckopa o Mayo ¢ > 30% u >3
MYHKTA, C HAMAJIsIBaHE CMPSIMO U3XOJHOTO HUBO Ha CyOCKOpa 3a peKTalHO KbpBEHE > | MM CyOCKOp 3a PEeKTaIHO
kbpBeHe 0 nm 1.

AnTtaronuct Ha TNFo n/wmm Benonuzyma0.

T JluraBmanoro 037IpaBsIBaHE ce ONpeJeNis KaTo eHI0CKOICKU cyockop o Mayo 0 mmm 1.

ToxabprxaneTo Ha KIMHUYHA pemucust 10 Ceamuiia 44 € ONpeaeNeHo KaTo MalUMeHTH B KIMHUYHA PEMUCHS 10
Cenmuna 44 cpen MalMeHTHTE B KIMHUYHA PEMUCHSI HAa U3XOAHOTO HUBO Ha MOJAbpKaiata dasa.

Kiuanynata pemucus 6€3 KOPTUKOCTEPOU]] CE OIIPEIeNis KaTo MAIUEHTH B KIIMHUYHA PEMUCHS, KOUTO HE MOydaBaT

KopTukocTepouan Ha Cenmuna 44.

IIponpmwkuTeTHATa pEMUCHS CE ONIPEAEsI KaTo YacTHIHa peMucus 1o Mayo npu > 80% Iipu BCHUKHM BU3UTH IPeIN

Cenmuna 44 u yactnyHa pemucus no Mayo npu nociennata Buzuta (Cenmuna 44).

Y Cummromarnunara pemMucus ce onpexens kato cyockop mo Mayo 3a gecrora Ha gedekanusata 0 wam 1 u cyGekop 3a
pekTanHo KbpBeHe 0.

+  KoMOGMHAIMATA OT CUMIITOMATHYHA peMucus 1 TUTaBUYHO 03APaBSABAHE CE ONMPEAEIs KaTo CyOCKOp 3a 4ecToTa Ha
nedexarusta 0 win 1, cyockop 3a peKTaiHo KbpBeHe 0 i eHIocKoncKu cyockop 0 wim 1.

& p<0,001

® p<0,05

Homunanuo 3xaunmo (p < 0,001)

Homunanso 3Haunmo (p < 0,05)

be3 craructuuecka 3HaunMocT

brnaronpusatHUAT epeKT Ha YCTEKHHYMAa0 BbPXY KJIMHHYHHS OTTOBOP, IUTABUYHOTO O3/[PaBSIBAHE U
KIIMHUYHATA pEMUCHS € HaOIroAaBaH Py WHAYKIHS U MOAIBPIKAIIO JISYSHNE KAKTO MTPH MAIUEHTHTE
C HEeYCICIIHA KOHBCHIIMOHATHA, HO HE ¥ OMOJIOTUYHA TepaIus, TaKa U MPH MAlUEHTUTE C Hal-MaJIKO
€JlHa MMPEeUIECTRAILA HEYCIICIIHA Tepanus ¢ aHTaroHucT Ha TNFa, BKItounTeNHO pu NalueHTH,
KOUTO ITbPBUYHO HE Ca Ce MOBJIUSIN OT Tepanwus ¢ aHtaronucT Ha TNFa. bnaronpusiten edekr e
HAOII0JaBaH CHIIO U MPU HHAYKIWA TTPH MAIUSHTH C Hali-MaJIKO €/IHa HEYCIEeIIHA TpeIIecTBalna
tepanus ¢ antaronucT Ha TNFa u Beonu3ymal, HO OposT Ha MAIUSHTUTE B Ta3W MOArPYyIa € TBhPIC
MAaJTbK, 32 Jla C€ HAIpaBsAT KaTeTOPUYHH 3aKIIFOUSHHSI OTHOCHO OJIaronpHATHUS eEeKT 110 BpeMe Ha
MOAIbpIKAIlATa Tepanus B Ta3U rpyIa.

Hayuenmu, nosiuseawu ce om unoykyusi ¢ yemekunymao na Ceomuya 16

Ha manmenture, JiekyBaHu ¢ yCTeKUHYMa0, KOUTO HE ca MOIy4Yrin oTroBop Ha ceamuna 8 B UNIFI-I,
e mpmwiokeH 90 mg ycrekuaymab s.c. Ha ceamuiia 8 (36% ot nmaruenture). OT Tsx 9% ot
MAIMeHTHUTE, KOUTO ITbPBOHAYAIHO Ca PaHIOMHU3UPAHH 3a MOJIydaBaHe Ha NMperopbYnTeTIHaTa
WHAYKIIMOHHA 71034, IOCTUTAT KIMHUYHA peMucHs, a 58% MOCTUraT KIIMHUYEeH OTTOBOP Ha

Cemmura 16.

[NanuenTture 6€3 KIMHUYEH OTTOBOP KbM MHAYKIMS C YCTEKMHYMa0 Ha ceMHLA 8 B IPOYUBAHETO
UNFI-I, Ho ¢ oTroBop Ha cenmuna 16 (157 manuenTn), ca BKIIOYEHH B HEPaHIOMHU3MPaHATa 4acT Ha
UNIFI-M u ca mpoapiKuiii 1a ody4aBaT MOAIbpIKAIa 1032 Ha BCEKH § CEIMUIIN; TOBEYETO OT Te3U
nanueHTy (62%) momabppxaT oTroBopa, a 30% mocturar pemucus Ha ceamuria 44.

IIpoowvicenue na npoyuganemo

B UNIFI manueHTHTE, 3aBBPIIIIA TPOYIBAHETO 0 ceamuria 44, ca MOIXO SN J1a TIPOIBIDKAT
JIEYECHUETO B MPOABJKEHUE Ha poyuBaHeTo. Cpen 400-Te malMeHTH, KOUTO ca BKIIOYEHH HA U
JIEKYBaHH C YCTEKMHYMa0 Ha Bceku 12 win 8 ceiMUIM B IPOIBIDKEHUETO Ha TPOYYBAHETO,
CHMITTOMAaTHYHATA PEMHUCHS OOMKHOBEHO ce 3amasBa 10 200-Ta ceaMuIia npy MarueHTH, ¢ HeyCIeITHa
KOHBEHI[MOHAIHA (HO He ¥ OMOJIOTMYHA Tepanus) U Te3U ¢ HeyClenHa ONoIoTHYHa Teparus,
BKITFOUUTEITHO TE3U C Heycnex KakTo ¢ aHTH-TNF, taka u ¢ Bemonuzymad. Cpel manueHTUuTe, KOUTO ca
TTOJTYYIHITH 4-TOIUIITHO JICUYCHHUE ¢ YCTEKUHYMa0 | ca OIICHEHH ¢ IIOMOIITA Ha IIBJIHUS cKop o Mayo 3a
nojyisprkane Ha cenmuiia 200, crotBeTHO 74,2% (69/93) 1 68,3% (41/60) mojmbpKat 3a3/paBsiBaHETO
Ha JINTaBUIIATA U KIIMHUYHATA PEMUCHSL.

AHamu3bT 3a 0e30macHOCT, BKrouBani 457 naruenty (1289,9-narmeHToroanHm), IPOCISACHH 10
220 ceamuny, oKasa, 4e mpoduIbT Ha Oe30macHOCT Mexy 44 n 220 cenMunia, € CpaBHUM C TO3H,
HaOrogaBaH 10 44-ta ceqMuiia.
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He ca ycTranoBeHnu HOBU ChOOpakeHUs 3a OE30MACHOCT IPH TOBA IPOABDKEHUE HA IPOYYBAHETO TIPH
MAlUEHTH C YIIEPO3EH KOJUT, IEKYBaHU J10 4 TOIUHHU.

Enoockoncko nopmanusupane

EHIOCKOIICKOTO HOPMaIM3HUPaHe € ONpeesieHO KaTo €HAOCKONCKU cyockop 1o Mayo 0 u e
HabmronaBaHo omie Ha cenmuna 8 B UNIFI-1. Ha ceamuna 44 ot UNIFI-M To ce moctura npu 24% u
29% OT manyueHTUTE, JIeKyBaHH C YCTEKMHYMa0 ChOTBETHO Ha BCeKM 12 nim 8 ceaMuIy, B CpaBHEHHUE
¢ 18% ot nauueHTute B rpynara c miaaneoo.

Xucmono2uuno u Xucmo-eHOOCKONCKO IU2a8Uu4HO 030pasasane

XHCTOMOTUYHOTO O3/IpaBsiBaHe (OMpeaeNieHo KaTo HeyTpodumHa nHbuaTpams B < 5% ot Kpunrure,
0e3 paspylaBaHe Ha KPUITUTE U 0e3 €pO3HH, YILEpalli UK rpaHyIalldOHHA ThKaH) € OLIeHsABAaHO Ha
ceamuna 8 B UNIFI-I u na Ceamuna 44 8 UNIFI-M. Ha cenmuna 8, cien eaHoKpaTHa MHTpaBEHO3HA
MHIYKIMOHHA /1033, 3HAYMMO HO-TOJISIM IIPOLICHT IMAallMeHTH B IpylaTa ¢ IpenopbunTeNHaTa 103a
MOCTUraT XMCTOJIOTMYHO o37paBsiBane (36%) B cpaBHEHHE ¢ MALMEHTUTE B Ipynara c mianedo (22%).
Ha Ceamuia 44 nogabpikane Ha To3u e(peKT ce HaOIr01aBa Py 3HAYMMO TIOBEYE MAIMEHTH C
XHMCTOJIOTHYHO O3JpaBsBaHE B IPYNHUTE C ycTeKnuHyMa0 Ha Besikal2-ta ceqmuua (54%) u Ha Besika 8-
Ma cenmutia (59%) B cpaBHeHwue ¢ miane6o (33%).

KomOunupana kpaiiHa TOYKa — XUCTO-€HIOCKOIICKO JIMTABUYHO O37[paBsiBaHe, OMPEAETICHO KaTo
YYaCTHHULHM C €THOBPEMEHHO JIMTABUYHO U XUCTOJIOTUYHO O3/IPaBsIBaHE, € OLCHEHA Ha CeIMHIA 8 B
UNIFI-I u na ceamuia 44 8 UNIFI-M. IlanpentuTe, mojiydaBail yCTeKHHYMa0 B MPENopbYUTEIHATA
J103a, TIOKa3BaT 3HAYMMO MOJJ0OpPEHUE Ha KpaifHaTa TOYKa, XHUCTO-CHIOCKOTICKO JINTaBUYHO
037paBsiBaHE Ha ceaqMuIa 8, B rpynara ¢ ycrekunymad (18%) B cpaBHeHue ¢ rpymnata ¢ mianedo (9%).
Ha cenmunia 44 mogmbpprxane Ha To3u e(eKT ce HaOIIoJaBa Mpy 3HAYUMO ITOBEYEe MAI[eHTH C XUCTO-
€HJIOCKOIICKO JINTABUYHO O37[paBsiBaHe B TPYIHTE C ycTeKnHyMab Ha Besika 12-ta ceamuna (39%) u Ha
Besika 8-Ma ceamuna (46%) B cpaBHeHHe ¢ 1iane6o (24%).

Kauecmso na srcusom, cevpsano cvce 30pasemo

KauecTBOTO Ha )KMBOT, CBP3aHO ChC 3JIPABETO, € OLICHSIBAHO Upe3 BBIPOCHUK IPH Bh3MATUTEITHU
3abonsBanus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u Beripocuutmre SF-36
u EuroQoL-5D (EQ-5D).

Ha cenmuna 8 8 UNIFI-I nmanuenTure, momy4aBani yCTeKHHYMa0, MOKa3BaT 3HAYUMO MTO-TOJISIMO U
KJIMHHYHO 3HAYUMO 11o100penune Ha obmust IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary Score u SF-36 Physical Component Summary Score B cpaBHeHHe ¢ I11a1e0o0.
ToBa nomoOpeHne ce MoAIbpIKa MPH MaIlMeHTHTE, JeKyBaHu ¢ ycrekuaymao, B UNIFI-M no
ceamuia 44. TTogoOpeHneTo Ha KaueCTBOTO Ha KHUBOT, u3MepeHo ¢ IBDQ u SF-36, obukHOBeHO ce
MOIBPIKA MPE3 IUIOTO MpoabibkeHue 10 ceamuna 200.

[TanuenTHTe, MOTyYaBad YCTEKUHYMA0, MMAT 3HAYUMO ITO-TOJISIMO MOI00OpEHHE Ha MPOTyKTUBHOCTTA
npu paboTa, OLEHEHO Ype3 MO-TOISIMO HaMallsiBaHe Ha 0OLIOTO HapylIeHue Ha paboTaTa U Ha
HapyIIaBaHEeTO Ha aKTUBHOCTTA, OTIcHeHH upe3 BhilpocHnka WPAI-GH, 0TKOTKOTO manuenTuTe,
NOJTy4aBajn riane0o.

Xocnumanuzayuu u onepayuu, cevbp3aru c yayeposzen xoaum (YK)

Ho cemvuira 8 8 UNIFI-I mporieHTHT Ha y9aCcTHHIUTE C XOCIIATATN3aIlNN, CBBp3anu ¢ YK, e 3HaunMo
MO-HUCHK NPH YUYACTHULMTE B IPpynara ¢ NpenopbunTeHara 103a ycrekuuymao (1,6%, 5/322) B
CpPaBHEHHUE C YUAaCTHUIIMTE B IpyImiata ¢ miamneoo (4,4%, 14/319), kaTo HUKOH OT y4aCTHUIIUTE,
MOJTy4aBal yCTEKUHYMal B MPETOphUUTETHATA HHAYKIIHOHHA 71032, HE € MOJJI0KEH Ha OIepaliys,
cebp3ana ¢ YK, B cpaBHenue ¢ 0,6% (2/319) oT yyacTHUIMTE B Tpymara C rmiaredo.

Ho cenvuria 44 B UNIFI-M 3nHa9mMo 1Mo-HUCHK Opo¥ XocuTanu3amnum, cBbp3ann ¢ YK, e

HaOJFO/IaBaH MPH yYacTHUIINTE B KOMOMHHpaHaTa rpymna ¢ yerekunymab (2,0%, 7/348) B cpaBHeHue ¢
YYaCTHUIIMTE B TpymaTta ¢ miamebo (5,7%, 10/175). Unucneno mo-manbk Opoli yYaCTHHUIM B TpymaTa ¢
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ycrexknaymad (0,6%, 2/348) ca moanoxxeHu Ha onepanus, cBbp3ana ¢ YK, B cpaBHeHHe ¢
ydacTHHUIUTE B Tpymarta ¢ miamnedo (1,7%, 3/175) no cemmuna 44.

HNmyHOreHHocT
ITo Bpeme Ha nedeHue ¢ ycrekuHyMald MOTaT J1a e Pa3BUSAT aHTUTEIA CPEIly YCTEKHHYyMal u

MOBEUETO OT TAX ca HeyTpanu3upamii. O0pazyBaHEeTO Ha aHTHUTENA CPEIy YCTeKHHyMab € CBbP3aHo C
MOBHUIIIEH KIUPBHC HA YCTEKHHYMa0 Mpu nauueHTu ¢ 6onect Ha Crohn nim ynueposeH koiut. He e
HaOJro1aBaHa HamasneHa epukacHocT. He ce HabmonaBa o4eBHIHA 3aBUCHMOCT MEKTy HATMYUETO Ha
aHTHUTENA CPElly YCTeKHHyMal ¥ MosBaTa Ha Peakluy Ha MSCTOTO HAa HH)KEKTHPAHE.

[lennaTpuyHa momyamnus

EBpomneiickaTa areHIys 1o JekapcTBara oTiara 3aIbJDKEHHETO 3a PEI0CTaBsIHE Ha PE3YJITATUTE OT
MPOYYBaHUATA C peepeHTHHSI JIEKapCTBEH NPOAYKT, ChABPIKAIL YCTEKMHYMa0 B €IHA UJIH [TOBEYE
NOATPYIH Ha MeAUaTpUIHATa Nomynanus npu 6osnect Ha Crohn 1 yaiepo3eH KonuT (Bxk. Touka 4.2 3a
nH(pOpPMAIUI OTHOCHO yIoTpeda B MeANaTPHUsiTA).

5.2 dapmakoKMHeTHYHH CBOWCTBA

AGcopbuus

MenuanaTa Ha BpeMe 3a IOCTUTaHe Ha MaKCHMallHa cepyMHa KOHIIEHTpauus (tmax) € 8,5 mHu cien
€HOKPATHO NpuiiokeHue Ha 90 mg MoAKOKHO MPU 3ApaBU MalUeHTU. MeanaHara tmax Ha
YCTEKHMHYMa0 CJiell €IHOKPATHO MpHIokeHue Ha 45 mg uian 90 mg MoIKOKHO TPU MAIUEHTH C
TICOPUA3UC ca CXOAHM ¢ HaOII0AaBaHUTE MPH 3paBU MAllUEHTH.

AGcomoTHaTa OMOHAIMYHOCT Ha yCTEKHMHYMAa0 Clie]] €THOKPATHO MOIKOKHO TIPHIIOKEHNE €
n3umcieHa Ha 57,2% npu nanueHT! ¢ IcopHuasmc.

Pasnpenenenue

Menuanara Ha oOeMa Ha pasnpe/eneHre B TepMuHaiHaTa gasa (Vz) ciell eJHOKpaTHO HHTPABEHO3HO
NPUIIOXKEHHUE TIPH MAIMEHTH ¢ ICOprUasuc Bapupa ot 57 g0 83 ml/kg.

Buorpanchopmarus

TounuaT MeTabOIUTEH BT HA YCTeKI/IHYMa6 HC € U3BCCTCH.

EnumMunupane

Mennanara Ha cucteMHns KnupbsHC (CL) crex eAHOKpaTHO MHTPABEHO3HO MPUIIOKEHNE TIPU
MAIMEeHTH C TIcopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. MennanaTa Ha oIy XHBOTA (t1/2) Ha
yCTeKHHYMa0 € MpUONHU3UTENTHO 3 CeIMULM NPH MAUEHTH ¢ TICOPUAa3UC, ICOPUATHYEH apTPUT, OoecT
Ha Crohn mnu ynuepo3eH KoiuT U Bapupa oT 15 10 32 1HM BbB BCUUKH IPOYYBaHUS Ha IICOPUA3UC U
nicopuatiueH apTput. ChIrilacHO MPoBe/ieH PapMaKOKWHETHYCH aHaIu3 Ha MOMYJIAIMATA IIPUBHTHHST
kiupbHC (CL/F) u nmpuBuanusar obem Ha pasnpenenenue (V/F) ca ceorBetHo 0,465 1/d u 15,7 1 mpu
nanueHTH ¢ ncopuasuc. CL/F Ha ycreknnyma0 He e 3aBucuM OT mojia. Pesynratu oT nmomynanuoHeH
(bapMaKOKHHETHYECH aHaJM3 [TOKAa3BaT, Y€ MMa TeHICHIUS KbM I0-BHCOK KIIMPBHC HA YCTEKNHYMAO
NIPY TTAIMEHTUTE, T TOJOKUTENICH PE3YIITAT Ha M3CIIEIBAHETO 32 aHTHTEIIA CPEIly YCTEKHHYMa0.

JInHeWHOCT Ha Jio3aTa

CuctemHata excriozuiust Ha ycrekKuHyMab (Crmax 1 AUC) ce yBennuaBa 1o HauuH, MPUOTU3UTETHO
MPOTIOPIIMOHANICH HA J103aTa, CJIe]] ¢THOKPATHO HHTPABEHO3HO MPHIOKCHUE HA 03U B TpaHHIIaTa
mexay 0,09 mg/kg u 4,5 mg/kg niu ciaen eAHOKPATHO MOAKOKHO MPUJIOKEHUE HA 103U B TPaHMIIaTa
Mexay 24 mg u 240 mg pu MaueHTH ¢ TICOPHA3HC.
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EnvHu4Ha cpelily MHOTOKpaTHa Jio3a

[Tpodunure Ha cepyMHa KOHICHTpaLUsI-BpeMe Ha yCTeKMHyMa0 ca MPUHIUITHO MPEABUIUMH CJIC]
MOJKOKHOTO MPUIIOKEHHE Ha €THOKPATHH M MHOTOKpATHU 1031. [Ipu manuenTy ¢ ncopuasuc
CTallMOHAPHUTE CEPyMHH KOHIIEHTPALMK Ha yCTeKNHYMal ca JOCTUIHATH B ceaMula 28 cien
I'BPBOHAYATIHU IOAKOXHHU 103U B cenmuiy 0 u 4, mocnenBaHu OT 403U Ha BCekH 12 ceqmunu.
Menuanara Ha cTaiMOHapHaTa CepyMHa KOHIIEHTpalys € B rpaHunute Mexay 0,21 pg/ml u

0,26 pg/ml (45 mg) u mexnay 0,47 pg/ml u 0,49 pg/ml (90 mg). Hama oueBuIHO KyMyJIupaHe B
cepyMHaTa KOHLIEHTpalMs Ha yCTeKUHyMal ¢ BpEMEeTo, KOraTo ce Ipuiiara IoAKOKHO Ha BCEKH
12 cenmunu.

IIpn marmenTn ¢ 60ect Ha Crohn 1 ynIiepo3eH KONUT Clle[] HHTPaBeHO3Ha /103a oT ~6 mg/kg ce
npuiIara MoJKOXKHa Morbpxaiia tepanust ot 90 mg ycrekunymad npe3 8 wiu 12 ceqMunu, Kosito
3arouBa Ha ceamuila 8. KoHiieHTpaius Ha ycTeKuHyMa0 B CTAIIMOHAPHO ChCTOSHUE C€ JIOCTHTa KbM
HAYaJIOTO Ha BTOpaTa Mmoanbpxaia no3a. [Ipu manmentu ¢ 6onect Ha Crohn menuanara Ha Haii-
HUCKHWTE KOHIIEHTPAIINU B CTAIIMOHAPHO ChCTOsTHKE Bapupa oT 1,97 pg/ml no 2,24 pg/ml u ot

0,61 pg/ml no 0,76 ug/ml 3a ycrekuaymad 90 mg chbOTBETHO TIpe3 8 CEIMUIM WITH ITpe3 12 CeaMUIy.
[Ipu manmeHTy ¢ yiepo3eH KOJUT MeraHaTa Ha Haii-HUCKUTE KOHIIGHTPALMH B CTAllMOHAPHO
cberTosiHue Bapupa ot 2,69 pg/ml 10 3,09 pg/ml u ot 0,92 pg/ml 10 1,19 pg/ml 3a 90 mg ycrekunymad
Ha BCEKU 8 ceIMUIIM WK Ha Bceku 12 ceamuiu. Hail-HuckuTe HUBA Ha yCTEKUHYMal B CTAIIMOHAPHO
CBCTOSIHUE, TIOTy4eHH rpu 90 MQ ycTekuHymal mpe3 8 CeaMUIIN, ca CBbP3aHHU C IT0-BUCOKA YeCTOTa
Ha KJIMHUYHA PEMHCHS B CPAaBHEHUE C Hali-HUCKUTE HUBA B CTAIMOHAPHO CheTosiHKE ciaeq 90 myg mpes
12 cenmunu.

Bimsane Ha Teroro BepXy apMaKOKHHETHKATA

B npoBenien nmomynanuoneH papMakOKHHETHYIEH aHaIN3, KBAETO Ca U3MOI3BAaHH JaHHU OT MaIlHeHTH
C IICOPHA3MC € KOHCTATUPAHO, Y€ TEJIECHOTO TEIJIO € Hali-3HauMMaTa KoBapuara, BIUseIla BbpXy
KJIMpbHCA Ha ycTeknHyMa0. Menuanarta Ha CL/F npu nanuentu ¢ terno > 100 kg e npubnuzutenHo ¢
55% mno-Bucok B cpaBHeHue ¢ nanueHTH ¢ Terio < 100 kg. Menuanara va V/F npu nanueHTH ¢ TErio
> 100 kg e nmpubamsutenHo ¢ 37% 1mo-BUCOK B cpaBHEeHHUe ¢ narmeHTH ¢ Terno < 100 kg. Menuanara
Ha MHHUMAJIHU CEpyMHH KOHIICHTPAIIMU Ha YCTEKMHYMa0 MPH MAMEeHTH C MO-TOJSIMO TETJIO

(> 100 kg) B rpymarta ¢ 1032 90 mg ca mog00HH Ha Te3W MPH MAIUEHTHTE ¢ To-Maiko Terio (< 100 kg)
B Tpynara c 1o3a 45 mg. [TogoOHu pe3ynTaTy ca moyueHn OT OTBbpAUTENeH (hapMakOKHHETUIEH
HOMYJIAIIMOHEH aHAJIM3, KBJETO Ca M3IOJI3BAHH JIaHHU OT NALMEHTH C ICOPUATHYCH apTPHT.

KODI/IFI/IDaHe Ha 94€CTOoTaTa Ha NPUITOKCHHUC

B®3 ocHOBa Ha HabroaBaHUTE NaHHM U nomynanuoHanTe K aHanusu npu nmanyeHTH ¢ 6osect Ha
Crohn u ¢ yiniepo3eH KOJIUT paHIOMU3HPAHUTE YIACTHUIIN, KOUTO TIPECTAHAT J1a CE TIOBJIUSBAT OT
JICYEHUETO, IMAT MO-HUCKU CEPYMHHU KOHIIEHTPAINY Ha YCTEKMHYMab BB BPEMETO B CPAaBHEHHE C
YYaCTHHUILUTE, KOUTO HE ca 3aryousu otroBop. IIpu 6osnectra Ha Crohn KopurupaHero Ha 03ata OT
90 mg Ha Bceku 12 cenmuim 10 90 mg Ha BcekH § ceAMUIM € CBbP3aHO C NOBUIIIaBaHE HA Hali-
HUCKHUTE KOHIIEHTPAIIMU Ha YCTEeKHHYMa0, ChITbTCTBAIIO MOBUIIIaBaHe Ha eukacHocTTa. [Ipn
yiuepo3eH konut nomynanuoneH @K moznen nokassa, ye KOpUrupaHeTo Ha fo3ata oT 90 mg Ha BCeku
12 cenmunu Ha 8 ceAMHUII MOKE J]a C€ OYaKBa Aa AOBENE /10 3-KpaTHO yBEJIMUEHHE Ha HAl-HUCKHUTE
KOHIIEHTpAINH Ha YCTEKWHYMa0 B CTAIlMOHAPHO chcTostHNE. OCBEH TOBa, B3 OCHOBA HAa JAHHH OT
KIIMHUYHUTE U3MUTBAHMUS, IPU MTAIIUEHTH C YIIEPO3EH KOJIUT € YCTAaHOBEHA MOJIOJKUTENHA BPb3Ka
€KCIIO3ULUSA-OTTOBOP MEXKIY Hall-HUCKUTE KOHLIEHTPAlMU U KIMHUYHATA PEMUCHS U JINTaBUYHOTO
037paBsBaHe.

CHGLII/IEU'IHI/I nomnyJjannuu

Hsma Hannyan apMakOKHHETHYHHM JJaHHY MIPU TAIMEHTH C yBpeIeHa ObOpeyHa i YepHopoOHa
¢ynkius. He ca mpoBe/ieHH KOHKPETHU MPOYYBAHMUS TIPH MAIECHTH B CTApUeCKa Bh3pacT.
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dapMakOKHHETHKATa HA YCTEKHHYMa0 KaTo ISUI0 € CpaBHUMa MEX/Ty MAIMEeHTH ¢ TICOPUa3uc H
YIILIEPO3€H KONHUT OT a3UATCKU M HEA3UATCKU TPOU3XO/I.

[Tpu manmentu ¢ 6onect Ha Crohn 1 yJmepo3eH KOJIUT BapHaOMIIHOCTTa Ha KITUPBhHCA Ha yCTEKUHYMao
Cce MOBJIUSIBA OT TEJIIECHOTO TEIJI0, HUBOTO HAa CEPYMHHUSI alIOYMUH, 1I0J1a U cTaTyca [0 OTHOLICHUE Ha
aHTHTEJIaTa CPelly YCTEeKHHYMa0, TOKaTo TeIEeCHOTO TErJIO € Hali-3HaulMMaTa KoBapuaTa, BIHselna
BBpXY 0OemMa Ha pasnpenencuue. OcBeH ToBa mpu 6onectta Ha Crohn KIMPBHCHT ce moBnusBa oT C-
PEaKTUBHU IIPOTEHH, CTaTyca 10 OTHOIIEHHE Ha Heycnex Ha jedeHueTo ¢ TNF-anraronuctu u
pacata (a3uaTCKy CIPsIMO HEA3UaTCKH MPOMU3X0.). Br3aelicTBHeTO Ha TE3U KOBapHUaTH € B paMKHTE Ha
+20% oT TUNMYHaTa WK pedepeHTHaTa CToiMHOCT Ha choTBeTHUS DK mapameTsp, mopaau ToBa He €
HEoOXoIMMa KOPEKIHsI Ha 103aTa 3a Te3u KoBapuaTH. ChIIBTCTBAIOTO NPUIIOKEHHE HA
MMYHOMOYJIaTOPH HAMA 3HAYMTEIHO BIMSHNE BbPXY PA3NpPEIeIEHUETO Ha YCTEKNHYMao.

PC3YHTEITI/I oT (bapMaKOKI/IHeTI/I‘IeH AHAJIM3 Ha NollyjJanrdaTa HE IIOKa3BaT BJIMAHUC HA TIOTIOH WUJIHU
AIKOXOJI BhPXY (hapMaKOKHHETHKATa Ha YCTEKHHYMaO0.

CepyMHHUTE KOHIICHTPALUK HA YCTEKWHYMa0 MpY NeJUaTPUYHN alueHTH C ICOPUA3UC, Ha BB3pacT OT
6 1o 17 roguHM, IeKyBaHU C IPEMIOPHYUTENIHATA J]03a CIIOPE] TEJIECHOTO TEIJI0, Ca CPAaBHUMHU C TE3U
NP Bh3pacTHATA IOITyJIals ¢ IICOPHA3HUC, JISKYBaHa C 7032 3a Bb3pacTHH. CepyMHUTE KOHIIGHTPALUH
Ha YCTeKMHYMaO MpH MeuaTPUYHK MalMeHTH Ha Bb3pacT 12-17 roaunu ¢ ncopuazuc (CADMUS),
JIEKyBaHHU C I10JIOBUHATA OT MPENOPbUUTEIHATA 103a CIIOPE TEIECHOTO TEro, Ca 3HAYUTEIHO I10-
HHCKHU OT T€3H IPH BH3PaCTHH MALMECHTH.

Perymupane na CYP450 ensumu

Edexrure Ha IL-12 wu IL-23 Bepxy perynupanero Ha CYP450 en3umute ca oreHeHu B iN Vitro
MPOYYBaHE C U3IOJI3BAHE HA YOBEIIKH XEMATOIUTH, KOeTO mokasea, 4e 1L-12 wu/unu 1L-23 ¢ HuBa ot
10 ng/ml He mpomensT aktuBHOCTTa Ha YoBemikuTe CYP450 enzumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
unu 3A4; Bx. Touka 4.5).

[TpoBeneHo € oTKpUTO Mpoy4BaHe ¢asza 1 3a nexapcrBenu B3anmoeiicteus CNTO1275CRD1003 3a
OLICHKA Ha epekTa Ha yCTeKMHYMal BbPXY €H3MMHATA aKTUBHOCT Ha IIUTOXpoM P450 cnen numaykuns
Y TIOJTHPIKAII0 TprIaraHe Mpy MmanueHTn ¢ aktuBHa OosecT Ha Crohn (n=18). He ca HabiromaBanu
KJIMHAYHO 3HAYMMH IpOMeHH B excriozunusara Ha kopenH (CYP1A2 cyGctpart), Bapdapun

(CYP2C9 cy6erpat) omenpason (CYP2C19 cy6erpar), aekctpomeropdan (CYP2D6 cyberpar) min
muazonam (CYP3A cybcTpar), Korato ce W3MoI3BaT ChIIBTCTBAIIO C YCTEKHHYMal Mpu o100peHaTa
npernopbyrTeNIHA JO3UPOBKA MpH MaieHTn ¢ 6osect Ha Crohn (Bxk. Touka 4.5).

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

HexknuHudHMTE TaHHU HE TIOKa3BaT OCOOEH PUCK (HAIp. TOKCHYHOCT Ha OpraHuTe) 3a Xopa Ha 0a3aTta
Ha NPOYYBAHMATA 32 TOKCHYHOCT P MHOTOKPATHO TNpHJIaraHe, TOKCHYHOCT 3a pa3BUTHETO U
PENpOaYKTUBHA TOKCHYHOCT, BKIIFOUHTEIHO U (PapMaKOJIOTHYHUTE OLIEHKH 3a Oe3omacHocT. [lpu
MPOYYBAHUS 32 TOKCUYHOCT 32 PA3BUTHETO U PEMPOAYKTHBHA TOKCUYHOCT MPH IBJITOOMAIIATH MaKaIlH
HE ce Ha0JIroJaBaT HeXxeNnaHu eeKTH BbpXY GpepTuinTeTa Ipu MBXKHUTE, KAKTO U BPOJEHH Je(eKTn
WJIM TOKCUYHOCT 3a pa3BuTueTo. He ce HabmogaBar HexxenaHu epeKTH BbpXy QpepTuinreTa npu
’KEHCKUTE MPH yrorpedara Ha aHAJIOTHYHO aHTUTSIIO cperty 1L-12/23 mpu Mumky.

Jlo3oBuUTE HUBA B IPOYYBAHUS IIPU )KUBOTHH ca 01130 45 MbTU TO-BUCOKH OT Hail-BUCOKATa
€KBUBAJICHTHA J103a, IPEIBHKIaHa 33 IIPUIOKECHHE IIPU NALMEHTH C IICOPUA3UC, U BOAAT 110
MaKCHMAaJIHHA CEPYMHH KOHIICHTPAINH MTPH MaitMyHH, KouTo ca Haja 100 mbTH Mo-BHCOKHM OT
KOHIIEHTpaIMKTE, HAaOII0JaBaH! TIPH XOpa.

He ca npoBexianu mpoy4YBaHus 3a KAPIIMHOTEHHOCT C YCTEKWHYMa0 TOpajIy JIUIcaTa Ha Mo X0 ISIIH
MOJICJIM 3a aHTHUTSIO 0e3 KpbhCcTOCaHa peakTUBHOCT KbM IL-12/23 p40 Ha rpusayu.
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6. DAPMAIIEBTUYHHU JAHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIECTBA
XUCTUIUH

XUCTHINHOB MOHOXUAPOXIIOPHT
IMomucop6ar 80 (E433)

3axapo3a

Bopa 3a nmxexinmn

6.2 HecbBMecTHMOCTH

[Tpu nunica Ha MpOyYBaHUs 32 HECHBMECTHUMOCTH, TO3H JIGKAPCTBEH MPOJYKT HE TPsiOBa Ja ce cMecBa C
JIPYTH JIEKapCTBEHU ITPOILYKTH.

6.3 Cpok Ha rogHocT

Usgena 45 mg HHKEKIMOHEH Pa3TBOP

18 mecena

Usgena 45 mg npeiBapuTEIHO HAbIHEHA COIPHUHIIOBKA

3 roguuu

Usgena 90 mg npeiBapuTEIHO HATbIHEHA CIPUHIIOBKA

3 roauuu

OTI[GJ'IHI/ITC MMPEABAPUTCIIHO HAITBJIHCHU CIIPUHIIOBKU MOKE 1a C€ ChbXpaHsiBaT IIpU cTamHa
temneparypa 10 30°C eIHOKpaTHO ¢ MAaKCHMAJICH NEpUoJT Ha npoxyukuTeaHocT 30 1HU B
OpUrMHaHAaTa KapTOHEHA ONAKOBKA, 32 1a Ce MPEAMNAa3sT OT CBeT/IMHA. BeaHbX n3BasieHu OT
XJIQAWIHKKA, 3alMLIeTe JaTaTa Ha U3XBbPIIsIHE Ha 0003HAYEHUTE Ha BHHILHATA KAPTOHEHA OITaKOBKa
MecTa. Jlatata Ha H3XBBPIISIHE HE TPSAOBA Ja € cJie]l OPUTHHAIHUS CPOK Ha TOAHOCT, OTIIeYaTaH BbPXY
KapTOHEHaTa onakoBka. Cie KaTo BeJHBX CIPUHIIOBKATa € Onila ChbXpaHsBaHa IIPH CTaiHa
temmneparypa (1o 30°C), Ts1 He TpsiOBa 1a ce Bpblua B XJIAAUIHUKA. MI3XBbpiieTe ClpUHIIOBKATA, aKO HE
ce M3I0JI3Ba Clie]] ChXpaHEeHHe MpH CTaiiHa TeMrepaTrypa B pamkuTe Ha 30 JHU WK Clie] H3THYaHE Ha
OPUTHHAJHUS CPOK Ha TOAHOCT, B 3aBUCUMOCT OT TOBA, KO€ OT JIBETE HACTBIIH M10-PaHO.

6.4 Cneuua.mm yYdioBus Ha CbXpPaHEHUE

[Ha ce cpxpanssa B xnagunauk (2°C — 8°C). [la He ce 3ampa3siBa.

CoxpansBaiiTe (1akoHa WIN TPEABAPUTEIHO HAITbIHEHATA CIIPHHLIOBKA B KAPTOHEHATa OIIAKOBKa, 32
Jla ce mpeanasy OT CBETIIHMHA.

AKO € He0OX0JMMO, OTIEITHUTE MPEIBAPUTEITHO HAITBJIHEHN CIIPHHLIOBKH MOYKE J]a C€ ChXPaHsBaT MPH
craiina Temnepatypa 110 30°C (Bx. Touka 6.3).
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6.5 Bwuau chbabp:kaHue HA ONMAKOBKAaTa

Usgena 45 mg WHXEKIIMOHEH Pa3TBOP
0,5 ml nmxekunoneH pa3TBop B 2 ml (1akoH OT CTHKJIIO THII I, 3aTBOPEH ChC 3aImymanka ot
OpomOyTHIIOBa TyMa C TIOKPHUTHE.

Bun omakoBka: 1 ¢uiakon

Usgena 45 mg HHKEKIIMOHEH PAa3TBOP B IIPEABAPUTENHO HAITBJIHEHA CIIPUHIIOBKA

0,5 M| uHXEeKIMOHEH pa3TBOp B MPEABAPUTEIHO HAITBJIHEHA CIPUHIIOBKA OT cThKiIO TUm [ 1 ml, ¢
¢dukcupana uria ¢ pazmep 29G, ¢ yIbIDKEHO MACTO 32 3aXBalllaHe U HEMOJBIKHO YCTPOUCTBO 3a
MacHBHA 3alllUTa Ha WUTJIaTa, riaBa Ha OyTanoTo (OpomMoOyTHIOBa r'yMa), CTHOIO Ha OYTallOTO U TBHPI
npennasurten Ha urnara (rigid needle shield, RNS).

Bun omakoBka: 1 mpeaBapuTeTHO HAITBITHEHA CITPHHIIOBKA

Usgena 90 mg HHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

1 ml MHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HATBIIHEHA CIIPUHIIOBKA OT cThkio T [ 1 ml, ¢
¢dukcupana urna c pazmep 29G, yABIDKEHO MACTO 3a 3aXBalllaHe U HEMOJBMUKHO YCTPOHCTBO 3a
MacHBHA 3alllMTa Ha UTJIaTa, T7aBa Ha OyTanoTto (OpoMoOyTHIIIOBa TyMa), CTHOIIO0 HA OYTallOTO M TBHPI
npeamasuten Ha urnara (RNS).

Bun omakoBka: 1 wiu 2 mpeBapuTEITHO HAITBJIHEHA(H) CIIPUHIIOBKA(H).
He Bcruky BUiOBE ONAKOBKH MOTaT Jia Ob/IaT MyCHATH Ha ma3apa.
6.6 CrhenuajJHy npeanasHu MEPKH NP U3XBbPJIsiHe U padoTa

PazrBopbT USgena B mpenBapuTeIHO HAITbJIHEHATA CIIPUHIIOBKA HE TPSIOBa Jia ce paskJiamia
eHepruyHo. Pa3TBOPHT TPsOBa J1a ce MPOBEPU BU3YAITHO 32 HAJTMYKETO HA TBBP/IM YACTHIIN HITH
MPOMSIHA Ha I[BETA, MPEU JIa CE MPHIIOKH MOIKOKHO. Pa3TBOPHT € OUCTHD U Oe31BETEH J10
OJICIOKBJIT M IPAKTUUECKH 03 BUIUMH YacTHIIN. JIeKapCTBEHUST MPOAYKT He TpsiOBa J1a ce
yrnoTpeOsBa, aKo pa3TBOPHT € 3aMPa3siBaH, C IPOMEHEH I[BAT WJIM MBTEH MJIH aKO B HETO ce 3a0esa3BaT
rojemu yactuiy. [Ipeau npunarane Usgena TpsOBa 1a TOCTUTHE cTaifHa TeMIiepaTypa
(puOJIM3KUTETHO 3a OKOJIO MOJI0BUH 4Yac). [TogpoOHu yka3anus 3a ynotpeda ca mpeoCcTaBeHu B
JIMCTOBKATA 32 MAaIeHTA.

Hewnsnon3BanusT gexapcTBEH NPOIYKT, OCTaHaT BbB (DJIaKOHA MIIM CIIPUHIIOBKATA, HE TPsOBa Ja ce
m3noisBa. Usgena ce 1octaBs KaTo eAMHIYEH (JIAKOH WIN CTEPIITHA TIPEIBAPUTEITHO HAITBIIHEHATA
CIPUHIIOBKA 32 €JHOKpaTHa yrnoTpeoa.

CupuHIIOBKaTa, uriiara u ¢hakoHa He TpsSOBa Ja ce M3MOI3BaT MOBTOPHO. Hen3momsBanusT
JIEKapPCTBEH MPOAYKT WIX OTIMATbYHUTE MAaTEPUAIN OT HETO TPSIOBA J]a Ce U3XBBPJIIT B ChOTBETCTBHUE C
MECTHUTE U3UCKBAHUSL.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

STADA Arzneimittel AG
Stadastrasse 2—18
61118 Bad Vilbel

T'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Usgena 45 Mg uHKEeKIIMOHEH Pa3TBOD
EU/1/25/1987/001

Usgena 45 mg HHKEKIIMOHEH PAa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA
EU/1/25/1987/002

Usgena 90 mg WHXKEKIIMOHEH Pa3TBOP B MPEBAPUTEIHO HABIHEHA CIIPUHIIOBKA
EU/1/25/1987/003 [1 npeaBapuTeaHO HATbJIHEHA CIIPHHIIOBKA]
EU/1/25/1987/004 [2 mpeaBapuTeIHO HATBIHEHAN CIIPUHIIOBKH |

9. JATA HA ITBbPBO PAZPEINIABAHE/IIOJTHOBABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Jarta Ha mbpBO pa3pelliaBaHe:

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[MonpoOHa uH(popMaITUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o Jiekapcreata https://www.ema.europa.eu/.
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MNPUJIOKEHUE I1
MMPON3BOJUTEJIN HA BUOJIOI'NMYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJI, OTTOBOPEH 3A
OCBOBOXKIABAHE HA ITAPTUIN
YCJIIOBUSA NJIN OTPAHUYEHMUSA 3A TJOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBUCKBAHUA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
EDPEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NPOU3BOIUTEJ HA BUOJIOI'MYHO AKTHUBHOTO BEIHECTBO U
INPOU3BOJUTEJIUTE, OTTOBOPEH 3A OCBOBOKJIABAHE HA TAPTHU/IU

HMe u agpec Ha IPOU3BOJAUTEI HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Alvotech Hf,
Saemundargata 15-19
Reykjavik, 102
Hcnanaus

HNme n aaApEC HAITPOU3BOAUTCIIN , OTTOBOPECH 3a OCBO60)K,ILaBaHe Ha TapTUANUTEC
Alvotech Hf,

Saemundargata 15-19

Reykjavik, 102

Ucnangus

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmannus

IlewaTHaTa TUCTOBKA Ha JIGKAPCTBEHHS MPOAYKT TPSOBa Ja ChIbPKa KMETO M ajpeca Ha
MIPOM3BOIUTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA ChOTBETHATA APTH/IA.

b. YCJIOBUSA WU OTPAHUYEHUS 3A TIOCTABKA U YIIOTPEBA
JlexapcTBEHHUSAT MPOYKT C€ OTITyCKa 110 OrPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenwue I:
Kpatka xapakTepucTHKa Ha IPOyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUA N UBUCKBAHUA HA PASPEIIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJu3npanu aokjaaau 3a oesonacuoct (ITAIB)

W3uckBanusdra 3a nonasane Ha [TAJIb 3a To3u nexapcTBeH NPOAYKT ca MOCOUYCHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyalTU3aliH, yOIMKYBaHH Ha €BPOTEHCKUS
yeOmopTa 3a JieKapcTBa.

I'.  YCJIOBUSA U OI'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEGA HA
JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

[TputexaTenst Ha paspemeHurero 3a ynorpeda ([IPY) tpsOBa na u3BbpIIBa H3UCKBAHUTE AEHHOCTH U
JeHCTBUS, CBBP3aHU C IIPOCiIeAsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus I11YP,
npezcraed B Mogyi 1.8.2 Ha pa3penieHueTo 3a ynorpeda KakTo ¥ BbB BCHUKH CIIEBAIIY 0100peHU
akTyanusaunu Ha ITYP.

Axrtyanmusupan [TYP Tpsa6Ba na ce momaBa:

. o uckaHe Ha EBpornelickara areHIus no JeKapcTBaTa;

. BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B Pe3yiITaT Ha
nmoJTyyaBaHe Ha HOBa WH(OpPMAITHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHU B
CHOTHOIIICHUETO ITOJI3a/PUCK, WU CIIE] JOCTUTAHE Ha BaXKEH eTall (BB BPh3Ka C MPOCICISIBaHe
Ha JIEKapCTBeHATa 0€30MaCHOCT WU CBEXKIaHE HA PUCKA O MUHHMYM).
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MNNPUJIOKEHUE II1

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

KAPTOHEHA OITAKOBKA HA ®JIAKOHA (130 mg)

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Usgena 130 mg koHIeHTpaT 3a HH()Y3NOHEH Pa3TBOP
YCTeKHHyMa0

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

Bcexku ¢makon cpappka 130 mg ycreknaymad B 26 ml.

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

EDTA nunaTpueBa coll TUXHUAPAT, XUCTUANH, XUCTUINHOB MOHOXHUIPOXJIOPU, METHOHHH,
nosucopoar 80, 3axapo3a, BoJia 3a MHKEKIIHH.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

KonuenTpart 3a nH}Y31OHEH pa3TBOP
130 mg/26 ml
1 pmakon

| 5.  HAYMH HA IPUWIOKEHUE M ITbT(MIIIA) HA BbBEXKIAHE

Ja He ce paskiara.

[Ipenn ynorpeba npoyereTe JTMCTOBKATA.
Camo 3a enqHOKpaTHa ynorpeoa.
WHTpaBEeHO3HO MPUIIOKEHUE CIIE/T pa3pekJaHe

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
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CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa ce TPEJINa3u OT CBETIIMHA.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT

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/1/25/1987/005

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

[Ipuero ¢ ocHOBaHUE J1a He ce BKIOYM nH(popMaIus Ha bpaiiosa a30yka.

‘ 17. YHUKAJIEH UIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

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

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
II'bPBUYHHU OITAKOBKH

ETHKET HA ®JAKOHA (130 mg)

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILIA) HA BbBEXKJAHE

Usgena 130 mg crepuiieH KOHIIEHTPAT
ycTeknHyMab

‘ 2. HAYMH HA ITPUJIOKEHUE

3a i.v. IpUIIOKEHHUE cIIe]] pa3pexaaHe
Ja He ce pa3kiama.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUWHUIIN

130 mg/26 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBLHIIIHA KAPTOHEHA OITAKOBKA HA ®JIAKOHA (45 mg)

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Usgena 45 mg MHXEeKIIMOHEH Pa3TBOP
YCTeKHHyMa0

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

Bceku (utakon chabpxa 45 mg ycrekuaymab B 0,5 ml.

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

3axapo3a, XUCTUANH, XUCTHINHOB MOHOXHIPOXIIOpHU, TTonucopbat 80, BoAa 3a WHIKEKITHH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

WHxXeKInoHEH pa3TBoOp
45 mg/0,5 ml
1 pnakon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BHBBEXK/IAHE

Ja He ce pa3kiamia.
[NonkoXXHO TpUITOKEHHE
[Ipenu ymorpebda mpovereTe TUCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEHE OT HOTJVIEJA U TOCET'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUITHHK.
[a He ce 3ampa3ssBa.
CopxpansBaiiTe rrakoHa B KApTOHEHATa OIAKOBKa, 3a J1a Ce TMPE/Ia3n OT CBETINHA.
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10. CHELHUAJIHU NPEANTASHU MEPKU IMTPU U3XBBPJSTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'epmanus

12.  HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1987/001

13. TAPTHUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

USGENA 45 mg

‘ 17.  YHHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByrn3MepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EJUHUYHHN
II'bPBUYHHU OITAKOBKH

TEKCT HA ETUKETA HA ®JIAKOHA (45 mg)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT U II'BT(MIIA) HA BBBEKJIAHE

Usgena 45 mg urxeKkus
ycTeknHyMab
S.C.

‘ 2. HAYUH HA ITPUJIIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

45 mg/0,5 ml

|6.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA ITPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA
(45 mg)

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Usgena 45 mg WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBIIHEHA CIIPUHIIOBKA
ycTeknHyMab

‘ 2. OBSBSJABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika npeiBapuTEIHO HAITbJIHEHA CIIPHHIIOBKA ChIbpka 45 mg ycrekunymab B 0,5 ml.

3. CIIMCBK HA IOMOIIHUTE BEIIECTBA

XUCTUAMH, XUCTHAUNHOB MOHOXHUAPOXJIOpU, osncopoOar 80, 3axapo3a, Bojia 3a MHKEKIIHU.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

MHxekIMoHeH pa3TBOp
45 mg/0,5 ml
1 npenBapuTENHO HAITBIHEHA CIIPUHIIOBKA

| 5. HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BbBEKIAHE

Ha ne ce pasknaiua.
[ToaKOKHO NMPUIIOKEHUE.
[Ipenu ymorpebda mpovereTe TUCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
JaTa Ha U3XBBpIsHE, IPU ChXPAHCHUE HA CTallHA TeMIiepaTypa:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MPeBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Mpe/na3u OT CBETINHA.

Moxe n1a ce chXpaHsiBa 1pu craifa remrepatypa (10 30°C) eqHOKpaTHO ¢ MAKCHMAJICH IEPHO]] Ha
npoAbIKUTETHOCT 30 JHU, HO HE MO-JIBJITO OT OPUTHHATHUS CPOK HA TOAHOCT.

10. CHEIMAJIHU IIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

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

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

12.  HOMEP HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1987/002

13. TAPTHUJAEH HOMEP

[MapTuaa:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

USGENA 45 mg

‘ 17. YHUKAJIEH UIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIEH HACHTU(DHUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA HA ITIPEABAPUTEJ/IHO HAITbJIHEHA CITPUHIIOBKA
(45 mg)

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Usgena 45 mg WHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBIIHEHA CIIPUHIIOBKA
ycTeknHyMab

‘ 2. NME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JIPYTO

Buxre nuctoBkaTa 3a nHpOpMAIHS OTHOCHO ChXPAaHEHHUETO.

45 mg/0,5 ml
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
II'bPBUYHHU OITAKOBKH

TEKCT HA ETUKETA HA IPEABAPUTEJIHO HAITBJITHEHATA CITPUHIIOBKA (45 mg)

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJAHE

Usgena 45 mg nmxeKkuus
ycTeknHyMab
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

45 mg/0,5 ml

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA IMTPEJABAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA
(90 mg)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Usgena 90 mg MHXEKIIMOHEH Pa3TBOP B MIPEIBAPUTEIHO HATBIHEHA CIIPUHIIOBKA
ycTeknHyMab

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika npeiBapuTeIHO HaITbJIHEHA CIIPHHIIOBKA Chabpka 90 mg ycreknnymad B 1 ml.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

XUCTUAMH, XUCTHIUHOB MOHOXHUAPOXJIOpHU/, osrcopOar 80, 3axapo3a, Bojia 3a HHKEKIIHH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

HMHxexkmoHeH pa3TBop

90 mg/1 ml

1 npenBapuUTENHO HAITBIHEHA CIIPUHIIOBKA

2 TIpeIBapUTEIHO HATbITHEHAN CIPUHIIOBKAU

| 5. HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BbBEKIAHE

Ha ne ce pasknamia.
[TonkoKHO TPUIIOKEHUE
[Ipenu ymorpebda mpovereTe TUCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
JaTa Ha U3XBBpIsHE, IPU ChXPAHCHUE HA CTallHA TeMIiepaTypa:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MPeIBAPUTEITHO HAITBJIHECHATA CIIPUHIIOBKA B KAPTOHEHATA ONIAKOBKa, 3a JIa Ce
Mpe/na3u OT CBETINHA.

Moxe n1a ce chXpaHsiBa 1pu craifa remrepatypa (10 30°C) eqHOKpaTHO ¢ MAKCHMAJICH IEPHO]] Ha
npoAbIKUTETHOCT 30 JHH, HO HE MO-IIBJITO OT OPUTHHATHUSI CPOK Ha TOJTHOCT.

10. CHEIMAJIHU IIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

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

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

12.  HOMEP HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1987/003 [1 mpeaBapuTeIHO HAbIHEHA CIPHHIIOBKA]
EU/1/25/1987/004 [2 nmpeaBapuTeIHO HATBIHEHAN CIIPUHIIOBKH |

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Usgena 90 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA A CbABPXKXAT BJIMCTEPUTE

TEKCT BbPXY BJIMCTEPA HA IIPEJABAPUTEJ/IHO HAITbJIHEHA CITPUHIIOBKA
(90 mg)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Usgena 90 mg MHXEKIIMOHEH Pa3TBOP B MIPEIBAPUTEIHO HATBIHEHA CIIPUHIIOBKA
ycTeknHyMab

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.

90 mg/1 ml
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
II'bPBUYHHU OITAKOBKH

TEKCT HA ETUKETA HA IPEABAPUTEJIHO HAITBJIHEHATA CITPUHIIOBKA (90 mg)

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILIA) HA BbBEXKJAHE

Usgena 90 mg uHXeKIus
ycTeknHyMab
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 WJIHU EJIUHULIN

90 mg/1 ml

| 6.  JIPYTO
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b. JUCTOBKA
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JlncroBka: undopmanusi 3a NoTpeduTENA

Usgena 130 mg koHueHTpAT 32 uH(Y3MOHEH Pa3TBOP
yerekunymab (ustekinumab)

vTOSI/I JIEKapCTBEH MPOAYKT IMOJICKH Ha JOIBIHUTETHO Habmoaerne. Tosa 1me mo3Boau 0bp30To
YCTaHOBSIBaHE HAa HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs IPUHOC, KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYWIN. 3a HAUMHA Ha ChOOIIaBaHEe HAa HEXEIIaHU
peakIuy BIDKTE Kpas Ha TOUuka 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, PeIM 1a 3all0YHETE /12 U3M0J3BaTe TOBA
JIEKAPCTBO, Thil KATO T ChAbPA BaxkHa 3a Bac undopmanus.

Ta3u JUCTOBKA € HANMCAHA 32 manmueHTa, KOWTO nmpuemMa J€KapcTBoTo.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HIKAaKBH JIOIbJIHUTEIIHA BBIIPOCH, onuTaiiTe Bamus iekap wiu gapmarieBT.

- Tosa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIr, HE3aBUCHMO Y€ TPU3HAIIMTE Ha TAXHOTO 3a00JsBaHe ca ChITUTE KaTo BammuTe.

- AKO TIONTyunTe HAKAKBU HEXEJIaH! pPeaklny, yBeaoMeTe Bamms nekap wiu dpapmanesT. Tosa
BKJIFOYBA U BCUYKH Bb3MOXXHH HCKCJIIaHU pE€aKlIMU, HCOIMMCAHN B Ta3W JINCTOBKA. Buxte
TOYKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakgo npencraenssa Usgena u 3a KakBoO ce U3I0NI3Ba
Kakso Tpsi0Ba na 3Haere, npeau Aa usnonssare Usgena

Kax ga m3nomssate Usgena

BBb3M0OKHM HEXETaHU pPEaKIUU

Kak na cexpansBare Usgena

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIIHUTEIHA HH(POPMALIUS

SouhkrwdE

1. Kakso npeacraBassa Usgena u 3a KakBo ce U3M0J13Ba

Kaxkso npeacraBassa Usgena

Usgena cbappka akTHBHOTO BEIIECTBO ,,yCTEKHHYMAa0”’, KOETO € MOHOKJIOHATHO aHTHTSLIIO.
MOHOKJIOHATHUTE aHTHTENA ca MPOTEHHHU, KOUTO pa3lo3HaBaT U CBbP3BAT ONPEACIeHH crienuuaHu
MPOTEWHH B OpTaHU3Ma.

Usgena npuHauiexx KbM Ipynia JeKapcTBa, HapeueHH ,,AMyHocynpecopu”. Te3n iekapcTsa
JIeficTBaT, KaTO HAMaJIABAaT aKTUBHOCTTA HA YaCcT OT UMyHHATa CUCTEMa.

3a kakBo ce uznoJ3Ba Usgena

Usgena ce u3mo:3Ba 3a JIeUeHNe Ha CIICAHOTO BH3IMATUTEIIHO 3200 IsIBaHE:
° YmepeHa 1o Texka 6osect Ha KpoH — npu Bb3pacTHH

° YMepeH 0 TeKbK YIIepO3eH KOJIUT — MPU Bb3PaCTHU

Bouect na Kpon

Bonecrra Ha KpoH e Bp3nanuTenHo 3abosBane Ha yepBara. Ako uMate Oosrect Ha KpoH mbpBo 11e
Bu ce gagaT npyru gekapctBa. AKO HE CE MOBJIMSAETE JOCTATHUHO WM UMATe HEITOHOCUMOCT KbM TE3H
nekapcTBa, Moxe na Bu ce nage Usgena 3a HamansiBaHe Ha MPU3HAIIMTE U CUMIITTOMUTE Ha
3a001s1BaHeTo Bu.

Yauepo3eH KOJUT
VY IIIepo3HHUAT KOJHT € Bh3MATUTEITHO 3a00JIsBaHe HAa YepBaTa. AKO UMATe yIIEPO3eH KOIUT, TbPBO
e Bu ce mamat apyru gekapcTBa. AKO HE ce MOBIHMIBATE T00pe WIM HMATE HETIOHOCHMOCT KbM TE3H
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JIeKapcTBa, Moxe 1a Bu ce nage Usgena 3a HamansBaHe Ha IPU3HALIMTE M CUMIITOMUTE Ha Bariero
3a00IIsIBaHeE.

2. KakBo TpadBa n1a 3HaeTe, mpeau Aa u3noJssarte Usgena

He u3noa3saiite Usgena

o AKO CTe aJIEPrUYHA KbM YCTeKHHYMA0 WK HIKOS OT OCTaHAIUTE ChCTABKH HAa TOBA
JeKapcTBO (M36pOoeHH B TOUKa 6).
. AKo0 UMaTe aKTHBHA HHPEKIHUsI, KOSITO Bamusr iekap HaMupa 3a 3HaYnMa.

AKO HE CTe CUTypHU JIajlM HIKOE OT M30POCHHUTE MO-Tope ce OTHacs 3a Bac, mochBeTBaiite ce ¢ Bammus
nekap win papmarieBt, npeau aa unonssare Usgena.

Ipenynpesknenust U MpeanasHu MEePKH

I'oBoperte ¢ Bamus nexap winu gapmarieBT npeau aa usnoispare Usgena. Bammsr jiekap 1ie nposepu
CBHCTOSTHUETO Bu mpean BeAKo JieueHne. YBeIoMeTe JeKkaps 3a Besska Bama 0onect nmpenu BCsSko
neuyenne. CplI0 Taka TpsOBa Aa KaxeTe Ha Bamus nexap, ako HACKOPO CTe OMIIM B KOHTAKT C YOBEK,
KOIMTO MOKe J1a Ma TyOepkyno3a. Bammsar nekap e Bu mperyiena u me HanpaBu U3cieqBaHe 3a
TyOepKyo3a, npeau Aa u3nonssare Usgena. Axo Bammsr nekap cMsTa, 4e CTe U3JI0’KEHH Ha PUCK OT
TyOepKyo3a, Moxe a Bu npenmnuiue nexapcTsa 3a JIEUEHUETO M.

Crenere 3a cepHO3HU HEKEJIAHH PEaKIUU

Usgena mMoxe 1a IpeAn3BUKa CEPUO3HU HEXETaHU PEaKL1H, BKIIOUUTEIHO aJePTUYHU PEaKy U
uHpexyuu. TpsaOBa 1a cineanTe 3a ONpeeNeHn IpU3HaLU Ha 3a00i1aBaHus, JokaTo npuemare Usgena.
Buxre ,,Ceprno3Hu HexenaH! peakiiui’” B TOUKA 4 3a MBJIHKUA CIUCHK HA TE3U HEXEJIaH! peaklny.

Ipenn n1a u3non3sate Usgena TpsioBa aa kaxere Ha Bamms nekap:

. AKO HSKOTa cTe HMAJIH aJlepruyHa peaknus kbM Usgena. Axo He CTe CUTYpHH, TIOMTUTANTe
Bamus nekap.

. AKO HAKOra cTe UMAJIM HAKAKDBB BUJ PaK — TOBA €, 3aII0TO HMyHOCyTpecopute karo Usgena
oTcnadBar yacT OT UMyHHaTa cuctemMa. ToBa MOJKe J1a TIOBHIIIU PUCKA OT PakK.

. AKO cTe JeKYBaHH 32 MICOPHA3KC C APYTH OHOJTOTMYHH JIEKapCTBa (JIeKapcTBo,

NMPOM3BeJEeHO 0T OMOJOrNYeH U3TOYHUK U O0UMKHOBEHO NPUJIATAHO Ype3 MHIKeKIMS) -
PHUCKBT OT paK MOXE J1a € MO-BHCOK.

. AKO MMaTe UM HACKOPO CTe MMaJIM HH(eKUMs WIM aK0 MMAaTe HAKAKBH HeOOMYaiHu

. OTBOPH 1O Ko:kaTa (pucryan).

o AKO MMaTe HOBH MJIM IPOMEHSIIH ce JIe3UH B YJaCTBLUUTE C IICOPUA3UC UIH O
He3acerHaraTa Koa.

. AKo mosy4aBare Jpyro JeyeHue 3a MCOPUA3KUC U/MIU MICOPUATHYEH aPTPUT — KaToO APYTH

UMYHOCYIIpecopu wid (hoToTepanus (Korato TsJIOTO ce JIeKyBa ¢ Thrl yaTpasuoiietosa (UV)
cBeTiMHA). Te3u JleueHust ChIIo MOXKE J1a OTCJIA0ST YacT OT MMyHHAaTa cuctema. M3mnon3eaHeTo
Ha Te3u JedeHus 3aeaao ¢ Usgena e e m3cieaBaHo. Bp3MokHO € 00ade, TO 1a YBEIUYIH prcKa
oT 3a00IIsIBaHusl, CBBP3aHU C OTClIa0BaHe HA KIMyHHATa CUCTEMA.

® AKo mojgyvyaBaTe WiM HAKOra €Te mojJyvaBajad HHKCKIMHA 34 JICYCHUEC HA AJIEPIrUUA — HE €
HU3BCCTHO JaJIn USgena MOXKE [1a OKaXXC BJIMAHUC BBHPXY TAX.
L AKo cTe Ha M HajJ 65 roguHM — MOXKE J1a CTC IIO-CKJIOHHU KbM I/IH(I)GKI_II/II/I.

Axo He cTe CUT'YPHH OaJik HAKOC OT FOpeI/I36p0€HI/ITC C€ OTHACH 3a Bac, IOChBETBalTe ce ¢ Bamms
JICKap Wi (bapMaLICBT, npeau aa u3rnoji3BaTe USgena.

Hsikon manueHTH nojy4aBaT JIyIlyc-TIOAOOHU peakiUy, BKIIOUUTEIHO KOXKEH JIITyC epuTeMaToiec U
Jymyc-moao0eH CHHAPOM, [0 BpeMe Ha JiedeHue ¢ ycTekuHymal. ['oBopere BenHara ¢ Bammus nekap,
aKo I10JIy4UTe YEPBEH, HAJUTHAT, JIIOLIEI ce OOpUB, IOHAKOI'a C IO-TbMHU I'PAaHULIY, B U3JI0KECHUTE
Ha CTBHIIE yYacThIM Ha KOXKaTa UM CTaBHU OOJIKH.
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ChbpaeyeH HHPAPKT ¥ MHCYJITH

WudapkT 1 nHCYNTH ca HaOII0AaBaHN B IPOyYBaHE MPH MMAIMEHTH C ICOPUA3UC, JIEKYBaHU C
ycTeknHyMa0. Bamust nekap penoBHO Iie MpoBepsiBa pUCKOBUTE (DaKTOPH 33 CHPIEUHO 3a00IsIBaHE U
uHCynT npu Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT [0 noaxoasaul HaunH. HezabaBHo moTbpcere
MEIUIIMHCKA TTOMOIII, aKO MOJTydnTe 00JIKa B ThPANTE, CIabOCT Wil HeOOWYaHO yCellaHe OT eIHaTa
CTpaHa Ha TAJIOTO, OTITYCHATOCT Ha JINIETO WIIM TOBOPHU WU 3PUTEITHA CMYIICHHSL.

Jeua v roHOIIN
Usgena He ce mpenopbuBa 3a ynorpeba mpu fena Ha Bb3pacT 1o 18 roguau ¢ 6onect Ha Kpon min
VJILIEPO3EH KOJIMT, 3al[0TO HE € POYYBaH MPU Ta3u B3pacToBa IpyIia.

Jpyru nekapcrBa, Bakcunu u Usgena
TpsiOBa na kaxxeTe Ha Bamms nekap win hapMaieBT:

o Axo puemMare, HaCKOpO CTe TIPHEMAITH WM € BE3MOXKHO J1a TIpHEMeTe IPYTH JeKapCTBa.

. Axo Hackopo Bu e npaBena nnu miianupate n1a Bu ce mpaBu Bakcunanus. JJokaTo nu3noa3pare
Usgena, HiKoM BUIOBE BaKCHHU (XKMBH BAaKCHHM) HE TPsiOBa a ce mpuJarar.

o Axko cre mosryyaBanu Usgena mo Bpeme Ha OpeMEeHHOCTTa, TPsIOBa Ja KakeTe Ha JieKaps Ha

0ebero Bu 3a neuenuero ¢ Usgena, mpeau To a MOTyYH KaKBaToO U J1a € BAKCHHA, BKIFOYUTEITHO
KB BakcuHH, kato BIK BakcwHa (M3non3BaHa 3a npeamnasBaHe oT TyOepkymno3a). XKusure
BaKCHHU HE ce IpenopbuBar 3a Barero 6e0e mpe3 mbpBUTE IIECT MeceLa ClIel PaXkJaHeTo, aKo
cte mory4aBanu Usgena mo BpeMe Ha OpeMeHHOCTTa, OCBEH aKo JiekapsT Ha Bamrero 6ebe He
npernopbya Apyro.

BpemeHHOCT U KbpMeHe

o AKko cTe OpeMeHHa, cMsATaTe, 4Ye MOXKe Ja CTe OPeMEHHA WK TIaHupaTe OPEeMEHHOCT,
NOCHBETBalTE ce ¢ Bamms ekap npenu ynorpedara Ha TOBa JEKapCTBO.
o He e maOnromaBaH o-BUCOK PUCK OT BPOJeHH NedeKTH nmpu Oedera, n3noxenn Ha Usgena B

yrpobara. lanaute ot ynorpebara Ha Usgena mpu 6GpeMeHHH KeHU 00ade ca OrpaHu4eHU.
[Topanu ToBa € 3a mpeanoYnTane Ja ce u30srea ynorpedara na Usgena o Bpeme Ha
OpeMeHHOCT.

o AKO cTe jXeHa ¢ JIeTepOIeH IOTEHIINAI, JKEIAaTeHO € 1a He 3a0peMeHsBaTe | J1a U3II0JI3BaTe
HOAXOAII MPOTHUBO3aYaThueH METOI, KoraTo u3noissate Usgena u mone 15 ceqmuim ciexn
nociieAHOTO Ipusiarane Ha Usgena.

o VYcreknnymab MoXe J1a TpeMHHE Ipe3 IUIaleHTaTa B HepoJeHOTo O6ede. AKO CTe MoTy4aBain
Usgena o BpeMe Ha OpeMeHHOCTTa cr, 6e0eTo Bu MoXke /1a iMa M0-BUCOK PUCK OT WH(EKIIS.
o BaxHo e n1a kaxkere Ha jiekapute Ha Bamero 6e6e u qpyru MEJUIIMHCKU CIIEHUAIICTH, aKO CTe

nonmyyaBaiu Usgena mo Bpeme Ha OpEMEHHOCTTA CH, Ipeid 0e0eTo /1a MoTydr KaKBaTo U Ja €
BakcuHa. JKuBu Bakcunu, kaTo BIJK BakcuHa (M3mo3BaHa 3a npejna3Bane oT TyOepKyio3a) He
ce mpenopbuBaT 3a Bamrero 6e0e npe3 mbpBUTE JIBAHAIECET Mecelia Cie]l paK/JIaHETO, aKO CTe
nonyyaBaim Usgena o Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JieKapAT Ha Baiero 6ebe He
mpenopbYa Jpyro.

. YcTekuHyMad MoXKe Jja IPeMHUHE B KbpMaTa B MHOTO MaJiku kKomdecTBa. [lockBeTBatiTe ce ¢
Bamus nekap, ako KbpMHTE HITH aKo TUTaHHUpaTte Aa KbpMmurte. Bue u BamusT nexap tpsOBa ga
pemnTe nanu TpsiOBa Aa KbpMuTe WK Ja u3non3sate Usgena - He mpaBeTe u JBeTe.

Ilodupane u padoTa ¢ MAIIUHU
Usgena He moBiusiBa MK TIOBIHABA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 Mo upane U padboTa ¢ MaIIWHY.

Usgena cbabpaxa HATpUii U mojucopoat 80
ToBa JIeKapCTBO ChIbprKa MO-Mako ot 1 mmol Hatpuit (23 mg) Ha m03a, T.€. MOXKeE Ja Ce Kaxe, ue

MPAKTHUYCCKU HC CbAbPIKA HanHfI.

Toga nekapcerBo chabpika 0,4 mg nonucop6ar 80 BbB Bceku ml. IToaucopbaTuTe MoraT 1a IPUIHHST
aJlepruuHu peaknuu. TpsOBa fqa kaxxere Ha Bamms ekap, ako UIMaTe YCTAHOBEHH alepPTHHU.
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3. Kak n1a uznoassare Usgena

Usgena e mpeaHa3Ha4eH 3a ynorpeda 1o pbKOBOACTBOTO M KOHTPOJIA Ha JISKap C OMKT B JUarHo3ara
1 JIeueHHeTo Ha 6osect Ha KpoH WM Ha yIIIepO3eH KOJIHT.

Usgena 130 mg koHIeHTpar 3a nHQY3HOHEH pa3TBOp Iiie Bu 0b1e npuiioxkeH ot Bamst jgekap
KalKOBO BbB BeHATa Ha pbkara (MHTpaBEHO3HA WH(Y3Us) B IPOABDKCHUE Ha HAl-MaJIKO €IUH Yac.
T'oBopete ¢ Bamus nekap 3a ToBa, kora 1ie Bu ce mocTaBsT MHKEKIUUTE U KOora I1Ie ca CeABaluTe
KOHTPOJTHU TIPETIICIHN.

KaxBo koauuecTBo Usgena ce mpujiara
Bammsr nekap me permm kakBo konmrdectBo Usgena TpsoBa aa mosrydnTe U 3a KaKbB MEPHOJ OT
BpeMe.

Bn3pacTHu Ha 18 roauHu U1K O-TOJIEMHU
e Jlekapdr 1e M3YUCIH MPENOpbUNTETHATA 32 Bac 1o3a 3a mHTpaBeHo3Ha UH(Y3US Bb3 OCHOBA Ha
TenecHoTo Bu Tero.

Baiero TesiecHo TerJio Jo3a

<55kg 260 mg

> 55 kg 10 <85 kg 390 mg

> 85 kg 520 mg

. Crnen HayaTHaTa MHTPaBEHO3HA J103a 1mie Bu Obe mproskeHa cneapamara qo3a 90 mg Usgena

Ype3 MHKEKIUS 01 KoxkaTa (MOAKOKHA WHKEKIIHS) el 8§ CEIMUIIM U CJIe]l TOBA Ha BCEKU
12 ceamurn.

Kak ce npuiara Usgena

o [IspBaTa no3a Usgena 3a neuenue Ha 6onect Ha KpoH min ynuepo3eH KOJIMT ce Ipuiiara ot
JieKap KarnKkoBO BbB BEHA B pbKaTa (MHTpaBEeHO3HA HH(DY3HS).

I'oBopere ¢ Bamms sekap, ako umMarte BbIIPOCH OTHOCHO IpwiiaraneTo Ha Usgena.

AKo cTe IponycHaJIM 1a u3noJj3earte Usgena

AKko cTe 3a0paBHIIM WK CTE MIPOITYCHAIM Yaca CH 3a MpUJIaraHe Ha J103a, CBbpikeTe ce ¢ Barms jekap
3a TUTaHUpPaHE Ha HOB Yac.

AKko cTe cnipesau ynotrpedara Ha Usgena

He e onmacHo aa ciipere ymorpebara Ha Usgena. Axo obaue s cripete, Bammre cuMmrtomu Moxe J1a ce
BB30OHOBSIT.

AKO uMare HIKaKBH JIOTBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBA JISKAPCTBO, IIOMUTANTE
Bamus siekap wnu gpapMarieBT.

4, BBb3MOKHH HeKeJIaHU PeaKIun

KakTo Bcuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU PEaKIIUM, BBIIPEKU Y€ HE
BCCKH I'l TIOJTy4aBa.

CepHO3HHM HEKeJTAHU PeaKIuu

Hsxon MNalUCHTHU MOKE 1a UMAT CCPUO3HU HCIKCIIaHU PCAKIINU, IIPU KOUTO Aa CC Hajiara CIICIIHO
JICYCHHUC.

80




AJlepru4HH peaKIHH — MOsKe 1a H3UCKBAT crelHo JeyeHune. TpsoBa na kaxere Ha Bamus
JieKap WM He3a0aBHO NOThpceTe ClelIHA MeIHIIMHCKA MIOMOIL, aK0 3a0eJ1e;KHTe HAKOI 0T
cJIeHUTE MPU3HALU.
o CepHO3HHTE aJICPTUIHH peakinH (,,aHadUIaKkchs’) ca peIKH IPH X0pa, Ha JCUCHUE C

ycreknHyMab (moxke aa 3acerHar a0 1 va 1 000 gymm). [Ipu3HannTe BKIIOYBAT:

O  3aTpyAHEHO IUIIAaHEe WM MPETIbIIaHe

O  HHCKO KPBBHO HAJATaHE, KOGTO MOJKE J[a IPHYMHH 3aMastHOCT WM CBETOBBPTEX

O TOAyBaHE Ha JIMLETO, YCTHUTE, YCTAaTa UIIH I'bPIIOTO.
o YecTHTe npuU3HALY Ha aJleprHYHa Peaklysl BKIIIOYBAT KOKEH OOpPHB M ypTUKapus (MOXKe 1a

3acerHat jo 1 va 100 mymm).

Peaknum, cBbp3anu ¢ nHQy3uaTa — aKo ce JeKyBaTe 3a 0osaectTa Ha KpoH nian 3a
yJ1ePOo3eH KOJIUT, MbpBaTa 103a Usgena mie ce Npuiiosku KankoBO BbB BeHA
(uHTpaBeHO3HA HH(PY3Ms). Hsikon NanMeHTH N0J1y4aBaT CEPUO3HH AJIePIrUYHU PeaKI U
1o BpeMe Ha uHQy3uATA.

B peaxu ciayuyan ce ch00IIaBaT aJiepruyHA 0€10APOOHH PeaKuu U 6eJ10APO0HO Bbh3NaJeHHe
NPHU NALUEHTH, KOUTO NMoJay4aBaT ycrekuHymao. TpsidBa 1a kaxkere Ha Bamus jekap, ako
NMOJIy4HTe CHMIITOMH KAaTO KalLINLA, 3aAyX M BUCOKa TeMIlepaTypa.

AKO TIONTyuHnTe CepHO3Ha allepTUYHa peakius, Bamwst nexap Moxe na pemnu, ye Bue He TpsOBa na
yrnotpebsBate Usgena oTHOBO.

NHpexuun — Moxke 1a U3MCKBAT CIELIHO JedeHne. TpsidoBa 1a kaxxere Ha Bamus jgekap, ako
3a0eJiesknTe HAKOH OT CIeJHHUTE NPU3HALM.

o MH(EKIUUTE Ha HOCA WM T'bPJIOTO U POCTyJaTa ca 4YecTH (MOoxXe Aa 3acerHar Ao 1 Ha
10 aymm)

o WHQEKIUUTE Ha TOTHUTE TUXATeITHH IbTUINA (TPBIHN HHPEKIMN) ca HedecTH (MOoXe aa
3acerHat jo 1 va 100 mymm)

. BB3MAJICHUETO Ha MOJKOKHATA ThKaH (IIETYIUT) € HedecTo (MoKe Ja 3acerde 0 1 Ha
100 mymmm)

o xeprrec 30ctep (Bu 00Jie3HEH 0OpUB ¢ MEXypH) ca HedecTH (MOJKe J1a 3acerHar jio 1 Ha
100 mymm)

Usgena mosxe 1a Hamanu criocodHocTTa By 1a ce 6opute ¢ nHpeknnu. Hakon nHdexmn Moxe aa
CTaHaT CEPUO3HU M MOXKE J1a BKJIFOUBAT MH(DEKIMK, IPUIMHEHN OT BUPYCH, 'BONYKH, OaKTEpUn
(BKITIOUMTETHO TYOCPKYJI03a) WU Mapa3uTH, BKIIFOYUTEITHO HHPEKIINU, KOUTO Bh3HUKBAT MIPESIUMHO
NpY X0pa ¢ 0TCJIadeHa MMyHHA CUCTeMa (OMOPTIOHUCTUYHH HHGeKuK). [Tpy nanueHTy, moayJyaBaniy
ycTeKnHyMa0, ce choOIIaBaT ONOPTIOHUCTHYHN HHMEKIIUN Ha MO3bKa (SHIIe(aTUT, MCHUHTHUT),
OenuTe 1poOOBE U OUHTE.

Hoxkaro ynorpe6siBare Usgena, TpsiOBa aa crieante 3a npu3Hauy Ha nHGeknus. Te BKIIouBaT:
BHCOKa TEMIIEpaTypa, TPUIIONOI00HN CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Terjio

yMOpa W 3a1lyX, YIIOpUTa KallIiia

TOIJIa, 3a4€pBEHA U OOJIE3HEHA KOXKa WM 0O0JIE3HEH KOKEeH 00pUB C MEeXypHu

napeHe Mpy ypuHUpaHe

Iuapust

3pUTETHO CMYILIEHHE WIIH 3ary0a Ha 3peHHe

r11aB000JIMe, CKOBAHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, 'aJIeHe WM OOBPKAaHOCT.

Tpsi6Ba na kaxere Ha Bamms nexap BegHara, ako 3a0esie)kuTe HAKOM OT Te3H MPHU3HALM HA HHEKIHSL.
Te morat aa 0baaT NpU3HALY HA MHPEKIHUU KaTo IPhAHU HHPEKIUH, KOKHI WHPEKINHU, Xepriec
30CTep WM ONMOPTIOHUCTHYHN MH(EKINHU, KOUTO MOTAT J1a TOBEAT JI0 CEPUO3HHU YCIOKHEHUSL.
Tps06Ba na kaxxere Ha Bamms nekap, ako nMaTe HIKaKBa YIOPHUTA WM MTOBTapsIa c€ HHPEKIus.
Bammusr nekap Moxe Ja pem, ue He TpsaOBa fa ynotpebsBate Usgena, nokato nHpekuusaTa He Obe
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nznekyBana. TpsOBa ja kaxxere Ha Bamus nekap, v ako ©MaTe OTBOPEHU PaHU WU HAPaHSBaHUS, ThI
KaTo MOXKE J1a ce MHPEKTHpAT.

JIromeHe Ha KO’KATa — HHTEH3NBHOTO 3a4epBsIBaHE U JIOIIeHe HA KOKATa HA MO-T0JIIMA IO
110 TAJIOTO MOKe Aa ca CHMIITOMM HA epUTPOAepPMHUYEH IICOPHAZHUC WU eKC(]POInATHBEH
AepPMATHT, KOUTO €A CEPUO3HM KOKHH 3200JIsIBaHMs. AKO 3a0e/1e;KuTe HAKOH OT Te3U NPU3HALM,
TpsAOBa 1a Ha Bamus Jexkap He3a0aBHO.

AQ!FI/I HEKECJIAHU PCAKIIUU

YecTu (Moxe aa 3acerHar a0 1 va 10 gymm):

JHapus
rajeHe

MOBPBIIAHE

ymopa

3aMastHOCT

riaBoOoime

cbpOex (pypuTyc)

0oJka B I'pp0a, MyCKYJIUTE UK CTAaBUTE
BB3IAJICHO I'bPJIO

3auepBsiBaHe M 0OJIKa Ha MACTOTO HA MH)KEKTHPAHE
WHQEKIHS Ha CHHYCHTE

Heuectu (Moxe na 3acernat 1o 1 va 100 gymm):

WH(pEKINN Ha 3501Te

BarvHaJIHA MHOEKIUS, TPUINHEHA OT ThOUYKH

Jienpecus

3ayIieH HOC W XpeMa

KbPBEHE, MOCHHIBAHE, BTBBP/ISIBAHE, MOIyBaHE U ChPOEK HA MICTOTO HA HHKEKTUPAHE
ycellane 3a cinabocT

criajilaHe Ha KJiernaya v U3KpUBSABaHE HAa MYCKYJIMTE Ha ¢IHATA MOJIOBUHA Ha JIUIETO (,,JIUIIeBa
napanu3a’” Wiy ,,iapain3a Ha ben”), kosTo 0OMKHOBEHO € BpeMeHHa

MPOMsIHA Ha TICOPHA3UCA ChC 3a4epBsIBAHE U HOBH MAJIKH, JKBJITH WX OEIH MEXYPH 10 KOXKaTa,
MOHSAKOTA MPUIIPYKEHU C TeMIepaTypa (MyCcTyJI03eH TICOPUA3HC)

OeneHe Ha KokaTta (eKCQoIramnus Ha KOXKaTa)

aKHe

Penxu (Moxe na 3acernar 70 1 Ha 1 000 mymm)

3auepBsiBaHE U JIIOIIEHE HA KOXAaTa Ha IO-T0JIsIMA IUIOIL 110 TAJI0TO, KOUTO MOXKE J1a ChpOsT UIIH
na ca OonesHenu (ekchonuaruBeH gepmarut). [logoOHM cuMITOME MOHSKOTa c€ pa3BUBAT KAaTo
€CTEeCTBEHa NPOMSHA Ha BUJIA HA CUMIITOMHUTE Ha MICOPHUA3UC (EPUTPOIEPMUYEH IICOPHA3HC)
Bb3nanenue Ha ManKkuTe KPbBOHOCHHU CHAOBE, KOETO MOKE J]a TOBEZE A0 KOKEH OOPUB C MAJIKH
YEPBEHU WY JINJIABU TMIOAYTHHH, TEMIIEpaTypa Win 00JKa B CTaBUTE (BaCKYJIHT).

Mpmuoro penkn (Moxe aa 3acersar g0 1 xHa 10 000 mgymm)

OO0pa3syBaHe Ha MEXypH IO KOXaTta, KOATO MOXe Aa Obje 3auepBeHa, chbpOsima 1 6osie3HeHa
(6ynozen nemurounn)

KOXKEH JIYITyC epUTeMaTOeC 1 JyIyc-1o100eH CHHAPOM (YepBeH, HaJUrHAT, JIIOLIEI] ce 0OpHB
B M3JIOKEHHUTE HA CIIHHIIEC YYaCThIIM HA KOXKaTa, KOUTO MOXKeE Jia € MPUIPYKEH OT OOJIKH B
CTaBUTE).

Cpo0maBaHe HA HEeKeJIAHU pPeaKIuu

AKO TIONTyYUTe HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEaKIINH, yBeoMeTe Barwst nexap nin hapMmarieBT.
ToBa BKJIFOUBA M BCHUKU BH3MOKHU HEOMTUCAHH B Ta3H JIMCTOBKA HEXEIIAaHU peakiuu. MoskeTe ChIo
Jla ChOOIIUTE HEXKEJIaHU PEaKIMK TUPEKTHO Ype3 HallMOHAJHATa CUCTEMA 3a ChOOIaBaHe, IOCOYCHA B
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IIpunoxenne V. Kato cr0o01aBare HeXXEIaHA PEAKIH, MOYKETE J1a TaJIeTe CBOS TIPUHOC 3a
MoJTydaBaHe Ha MoBeue MH(PpOpManHsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKApCTBO.

5. Kak n1a coxpansiBate Usgena

. Usgena 130 mg koHIeHTpaT 32 HH(PY3NOHEH Pa3TBOp ce Mpuiiara B OOIHHIA W KIIMHAKA U HE

ce Hajara nanydeHTUTE Ja TO ChbXpaHsBaT WU a OOPaBAT C HETO.

[a ce cpxpaHsiBa Ha MSICTO, HETOCTBITHO 32 Jela.

Ja ce cpxpanspa B xyamuHuk (2°C—8°C). Jla He ce 3ampassBa.

CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa ce TPEANa3u OT CBETINHA.

AKO € HeoOX0JIMO, HEOTBOPEHUSAT (PJIAKOH MOJXKE J1a ce ChXpaHsBa MU CTaifHa TeMIepaTtypa 10

30°C 3a emHOKpaTEH MEePHOI MAKCUMYM JI0 7 JIHA B OpUTHHAITHATA KapTOHEHA OITaKOBKa, 32 Ja

ce TIpeAras3u OT CBeTINHA. BenHBmk chXxpaHsaBaH Ha cTaiiHa Temmeparypa (1o 30°C), ¢prakoHbT

He TpsiOBa J1a ce BpbILa B XJIaAUIHUKA. MI3XBbpieTe pruakoHa, ako HE ce U3MOI3Ba Cie]

ChXpaHEHHE TIPH CTaifHa TeMIepaTypa B paMKHUTE Ha 7 JHU NP CTaiiHa TeMIiepaTypa Win clel

W3THYaHE HA OPUTHHAITHUS CPOK Ha TOJHOCT, B 3aBUCUMOCT OT TOBa, KOE OT JBETE HACTBITH I0-

paHo.

. He pasknamaiite hmaxonnte Usgena. [IpoabpmKUTETHOTO eHEPTUYHO pa3KiamaHe MOXKe J1a
MOBpEN JIEKAPCTBOTO.

He u3znonssaiite TOBa J1eKapcTBO:

° CJIe]l CpOKa Ha TOJHOCT, OTOENs3aH BhPXY €TUKETa U KApTOHEHATa OMaKOBKa CIIe]
»EXP*“/,,Tonen no:*“. CpoKbT Ha TOJHOCT OTTOBAPs HA MOCJEAHHS JICH OT MOCOYCHHUS MECEII,

° aKO TEYHOCTTA € C MPOMEHEH I[BAT, MbTHA WJIM B B Hesl TUTyBAT €ApU YaCTUIHM (BUXKTE TOUKa 6
,»Kak mraexaa Usgena n kakBo ChIbpika OMaKoBKaTa™);

° aKo 3HaeTe WU CMsTaTe, Y€ MOXKe Ja € Omia U3JI0KeHa Ha eKCTPEMHH TeMITepaTypH (KaTo
WHITUICHTHO 3aMPbh3BaHe WM 3arpsBaHe);

° aKo TIPOIYKTHT € OWJI eHePTUYHO Pa3KIIATEH;

° aKo 3aIevaTBaHeTO Ha (PIaKOHBT € HapyYIIeHO.

Usgena e camo 3a eqHOKpaTHa yroTpeda. Hensnon3saHUAT NPOAYKT, OCTaHAN BB (DiakoHa U
CIIPUHIIOBKATa, TPsAOBa fa ce u3XBbpin. He M3XBBHpIsAiiTEe TeKapcTBaTa B KaHATM3AIUATA UITH B
KOHTEUMHepa 3a JoMalHu oTnaabiy. [lonuraiite Bamms GapMaiieBT Kak j1a U3XBbPIIATE JICKapCTBaTa,
KOWTO Be4€e HE U3noi3pare. Te3n MepKH 111e CIIOMOTHAT 32 OIIa3BAHE HA OKOJIHATA CPENA.

6. Cl,m,pmalme HAa OIMAaKOBKAaTa U J0IIBJHUTE/IHA I/IH(l)OpMaIH/Ifl

Kaxso cbpabp:xa Usgena

o AKTHBHO BeIIeCTBO: ycTeKuHyMa0. Beekn ¢nakon chabprka 130 mg ycreknnymad B 26 ml.

. Hpyru cecraBkn: EDTA nunaTpuesa coi IUXHApaT, XUCTHIUH, XUCTHINHOB
MOHOXUIPOXJIOpH I, MeTHOHHH, TTosircopbat 80 (E433), 3axapo3a 1 Boga 3a HHKEKITHSI.

Kaxk u3riexxaa Usgena u kakBo cbIbp:ka OMAKOBKAaTa

Usgena e 6uctsp, 6€31BETEH A0 O6JIeA0KBAT KOHIEHTPAT 32 MH(Y3MOHEH Pa3TBOP (CTEpUIICH
KOHIICHTPAT) ¥ MIPAKTUIECKH HE ChIbpiKa BUANMH YacTHIU. JlocTaBs ce B KapTOHEHA OMAaKOBKa,
chabpkamia 1 exHono30B crekieH ¢nakod 30 ml. Beekn dnakon cpabppxka 130 mg ycrekuaymad B
26 ml KOHIIEHTpAT 3a HHPY3UOHEH Pa3TBOP (CTEPHUIICH KOHLIEHTPAT).

IIpuTe:kaTes Ha pa3pelIeHHeTO 32 yoTpeda
STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus
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IIpousBoauTenn
Alvotech Hf
Semundargata 15-19
Reykjavik, 102
Hcnanaus

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

3a AONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN HAa MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 4797878
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: +372 53072153
E\Mada

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
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
Kvbmpog

DEMO S.A. Pharmaceutical Industry
TnAk: +30 2108161802

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 Pharm Sp. z.0 0.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Romaénia

STADA M&D SRL

Tel: +40 213160640
Slovenija

Stada d.o.o.

Tel: +386 15896710
Slovenské 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



Latvija
UAB ,,STADA Baltics*
Tel: +371 28016404

IlaTa Ha IMOCJCIHO NMpepasrjekKaaHe Ha JIUCTOBKaTa

Apyru n3rounuuu Ha uHpopmauus
ITonpoOHa mH(pOpManKs 3a TOBaA JIEKApCTBO € IpeJ0cTaBeHa Ha yeOcaiita Ha EBporeiickara areHIus

o jiekapcTBata https://www.ema.europa.eu/.
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ITocodenara mo-moiry nHGOpMaIHsI € MpeaHa3HAYCHA CaMO 32 MCIUITHHCKH CITCIIHATUCTH:
[Ipocneaumoct

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

VYkazaHus 3a pa3pexaane:
Usgena xoHIieHTpaT 3a nH(QY3NOHEH pa3TBOP TPsOBA Ja ce pa3peau U Aa ce TOATOTBH OT
MEMIIMHCKH CIESIHAITUCT C TIOMOIITA Ha aCENTHYHA TEXHUKA.

1. M3umcmere no3ara u 6pos Ha HeoOxomuMuTe diiakoHu Usgena Bb3 0CHOBA Ha TETJIOTO HA
nanuenTa (Bx. Touka 3, Tabmuna 1). Beceku duakon Usgena 26 ml ceaspka 130 mg

yCTEeKHHYMao.

2. Wzrernere u nu3xBbpiaere otr nHy3uoHeH cak oT 250 ml o6eM oT pa3TBOpa Ha HATPUEB XIOPHIL
9 mg/ml (0,9%), paBen Ha o6ema Usgena, xoiiTo TpsOBa aa ce nobasu. (u3xBbprete 26 ml

HATPUEB XJIOPHUJ 332 Bceku Heooxoaum (akon Usgena, 3a 2 dutakoHa u3xpbpiiete 52 ml, 3a

3 ¢makona m3xBwpuete 78 ml, 3a 4 hnakona nzxewpiaere 104 ml).

3. Nzrernmere 26 ml Usgena ot Bcekn HeoOXoquM (PIIakoH U TH Jo0aBeTe KbM WH(PY3HOHHUS

cak ot 250 ml. Kpaiinusit 00em B nHQY3HOHHUS cak TpsaOBa Aa 0bae 250 ml. BuumarenHo

cMecere.

4. [Ipenn npunoxeHNeTo MPOBEpeTe BU3YAITHO pa3peneHus pa3TBop. He ro ymorpebsBaiite, ako ce
Ha6HIO)IaBaT BU3YAJIHO HEIIPO3pavyH YaCTHUIH, IPOMAHA HA IBETA WX Y KAW YaCTULIU.
5. IIpunoxere paspeneHus pasTBOp 3a NEPUOL OT Ha-ManKo enuH yac. [Ipunaranero Ha

MH(Y3UOHHUS Pa3TBOP TPsAOBa a ce U3BBPILU B PAMKHUTE Ha OCEM Haca clie]l
paspexaaHeTo B MH(Y3MOHHHS Cak.

6. W3non3Baiite camo HaOOp 3a HH(Y3US ¢ BrpaJicH, CTEPUIICH, aTUpOreHeH GUiIThp Che Cl1abo
CBBp3BaHe Ha MpoTenHu (pa3Mep Ha opute 0,2 MUKpoOMeTpa).
7. Bceku ¢uiakoH e caMo 3a eTHOKPATHO MPUJIOKEHUE W HEU3IMOI3BAHUSIT JICKAPCTBEH MPOAYKT

TpH6Ba Ja C€ U3XBBHPJIU B CbOTBETCTBUC C MECCTHUTE N3 CKBAHUS.

CexpaHeHue

AKO € He0OX0MMO, pa3peneHUAT HH(PY3HNOHHHUAT pa3TBOP MOXKE /1a CE ChbXpaHsIBa Ha CTaiiHa
Temmneparypa. [IprnaraneTo Ha UHQY3MOHHUST Pa3TBOP TPSOBA Ja Cce N3BBPIIN B PAMKUTE HA OCEM
yaca clie/l pa3pekaaHeTo B nHPY3HOHHUS cak. Jla He ce 3aMpassiBa.
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JlncroBka: undopmanusi 3a NoTpeduTENA

Usgena 45 mg nH:KeKIHOHEeH Pa3TBOP
yerekunymab (ustekinumab)

vTOSI/I JIEKapCTBEH MPOAYKT IMOJICKH Ha JOIBIHUTETHO Habmoaerne. Tosa 1me mo3Boau 0bp30To
YCTaHOBSIBaHE HAa HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs IPUHOC, KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYWIN. 3a HAUMHA Ha ChOOIIaBaHEe HAa HEXEIIaHU
peakIuy BIDKTE Kpas Ha TOUuka 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, PeIM 1a 3all0YHETE /12 U3M0J3BaTe TOBA
JIEKAPCTBO, Thil KATO T ChAbPA BaxkHa 3a Bac undopmanus.

Ta3u IUCTOBKA ¢ HANKMCAHA 32 NANUEHTA, KOWTO NPHEMa JIEKAPCTBOTO. AKO €T¢ POAMTE] UIH
HACTOMHHK, KOWTO e nmpuaara Usgena na gere, MoJisi mpoyeTeTe BHUMATETHO Ta3H
uHdopmanus.

- 3amaseTe Ta3u JUCTOBKA. Moke 1a ce HaJIOKU J1a 1 IPOYETETe OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamms nekap nnu dpapmanesT.

- Toa nekapcTBO € npeanucano 1uyHo Ha Bac. He ro nmpeorcThnBaiite Ha npyru xopa. To Moxke
Jla UM HaBpeJd, HE3aBUCHMO Ue MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTto BammuTe.

- AKo mosryunTe HSIKaKBU HEXEJIaHU peakuy, yBeromere Bamus nekap win ¢papmanest. Tosa
BKJIIOYBA M BCUYKH Bb3MOXKHU HEKEJIAHU PEAaKLIUH, HEOIMCAHH B Ta3H JHCTOBKA. Brokre
TouKa 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npencraenssa Usgena u 3a KakBoO ce W3I0I3Ba
Kakgo TpsiOBa ja 3Haere, npeau Aa usnon3eare Usgena

Kak na nsnomnseare Usgena

BBb3MOXHU HEeXKETaHN PEaKIiu

Kak na cexpansiBate Usgena

ChappikaHre Ha OMAKOBKAaTa U AOMBIHUTENHA HHPOpMALIHs

ok wn e

1. Kaxkso npeacraBassa Usgena u 3a kKakBo ce U3M0J13Ba

Kaxkso npencraBassa Usgena

Usgena chabp:ka akTHBHOTO BEIIECTBO ,,yCTEKHHYMa0 ’, KOETO € MOHOKJIOHAJTHO aHTHTSLIO.
MOHOKJIOHATHUTE aHTHUTENA Ca IPOTENHU, KOUTO PAa3MO3HABAT U CBBP3BAaT OINPENEICHN CreMpuIHU
MIPOTEHHH B OpraHU3Ma.

Usgena npuHauiexxyu KbM Ipylia JIeKapcTBa, HapeueH! ,,uMyHocympecopu”. Tes3u nexkapcrsa
JeicTBaT, KaTO HaMaJsABaT aKTUBHOCTTA Ha YacT OT UMyHHATa CHCTEMA.

3a kakBo ce u3noua3sa Usgena
Usgena ce u3moinspa 3a JeueHUe Ha CIICTHUTE Bh3MaIUTEITHA 3a00JIIBaHuUs:

. [InaxoB mcopuasuc - Mpu Bb3pACTHH U JIelia Ha Bb3pacT OT 6 TOAWHU U MO-TOJIEMHU
. IIcopuaTuden apTpuT — MpU BH3PaCTHU

. Ymepena 10 Texka 6osiect Ha KpoH — npu Bb3pacTHH

. YMepeH A0 TEXbK YIALEPO3EH KOJUT — IIPU Bb3PaCTHU

IlnakoB nmcopuasuc
,,HJ'IaKOB HCOpI/Ia3I/IC” € KOXXHO 3360J’I$IB3HC, KOC€TO BOJM JO BB3MAJICHUC, 3acCiATallo KOoxKaTa U HOKTHUTC.
USgena HaMaJIsiBa Bb3MAJICHUCTO U APYTUTC NPpU3HALIKX HA 3a00JISIBAHETO.
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Usgena ce u3mon3Ba Mpu BE3PaCTHH ¢ YMEPEH J0 TeXbK IUIaKOB NICOPHA3UC, KOUTO HE MOTaT /ia
M3IIOJI3BAT IUKIIOCTIOPYH, METOTPEKCAT WM (POTOTEpaIHs, WIIK KOTaTO Te3W JICUSHHsI He IeHCTBAaT.

Usgena ce u3noss3Ba pu Aela U IOHOLIHM Ha Bb3pacT 6 TOIUHH U MO-TOJIEMH C YMEPEH J10 TEKBK
IUTAKOB IICOPHA3HC, KOUTO MMAT HEIOHOCUMOCT KbM (OTOTEpanysl WK APYTU CUCTEMHHU TE€PAIuy, Win
KOTaTO TE3M JICYEHUS HE ACHCTBAT.

IIcopnaTnyeH apTpur

IlcopuaTiden apTpuT € BB3NATUTENHO 3a00IIIBaHe Ha CTaBUTE, OOMKHOBEHO CHITHTCTBAHO OT
ncopuasuc. AKo UMaTe aKTUBEH MICOPUATHUUCH apTpUT, IbPBO I1ie Bu nekysar ¢ apyru gekapctsa. AKO
HE ce MOBJIHsETe AOCTaThUHO A0Ope OT Te3u JeKapcTBa, Moxke na Bu ce mpennume Usgena, 3a aa ce:

o HaMaJISIT IPU3HALUTE ¥ CUMITOMUTE Ha 3a00isiBaneTo Bu;
o nogo0pu guznyeckoto Bu cherosinue;
o 3a0aBu yBpexkIaHeTo Ha BamuTe crasu.

Boaect na Kpon

Bonecrra Ha KpoH e Bb3nanuTesiHO 3a00is1BaHe Ha yepBara. Ako umate 6ojiect Ha KpoH mepRo 111e
Bu ce mamaT npyru nexapcTBa. AKO HE C€ TTOBIIUSETE TOCTATHYHO WM UMATe HETIOHOCUMOCT KbM TE3H
nexapcTBa, Moxe na Bu ce nage Usgena 3a HamansiBaHe Ha MPU3HAIMTE M CHMIITTOMUTE Ha
3abossBaHeTo Bu.

Yiauepo3eH KoauT

VYILEepo3HUST KOJIUT € Bh3MAIUTEIHO 3a00IsBaHe Ha uepBaTa. AKO UMaTe YIEepo3eH KOJIUT, TbPBO
ute Bu ce magar apyru nekapctBa. AKO He ce OBJIHABATE J0Ope WM UMaTe HETOHOCHMOCT KbM Te3U
JekapcTBa, Moxke Aa Bu ce nage Usgena 3a HamansBaHe Ha NpU3HALKUTE U CUMIITOMHUTE Ha Bamiero
3a0ossiBaHe.

2. Kakso Tps6Ba 1a 3HaeTe, npeau Aa uznoJssare Usgena

He n3noa3saiite Usgena

o AKO cTe aJIepru4Hi KbM YCTEKHHYMAa0 WIH HAKOS OT OCTAHAINTE ChCTaBKU Ha TOBA
JIeKapcTBO (M30pOeHU B TOUKA 6).
o AKo0 UMaTe aKTHBHA HHEKIHUS, KOSITO Bammsr exkap HamMupa 3a 3HaYnMa.

AKO He cTe CUTYpHH JIaiil HSIKOE OT M30POCHUTE MTO-TOpe ce OTHACS 3a Bac, mocwrBeTBaiite ce ¢ Bamms
nekap win papmarieBt, npeau na u3nonssare Usgena.

IlpenynpeskaeHus U npeanasHu MepKu

T'oBopere ¢ Bamms nekap wnu dapmaneBT npean Aa u3nonsBate Usgena. Bamusr nekap e nmposepu
CBhCTOSTHUETO BU mpeau BCAKO JieueHe. Y BEJIOMETe CBOS JieKap 3a Besika Baia 6onect npean Besko
nedenue. Cpio Taka nHbOpMupaiTe Bamus iekap, ako HACKOPO CTe OWIIM B KOHTAKT C YOBEK, KOHTO
MOJKe J1a UMa TyOepKyio3a. Bammst nekap me Bu npernena u 1me HampaBy U3CIeqBaHE 3a
TyOepKyio3a, mpenu aa usnoiseare Usgena. Axo Bammsar nexap cMsTa, 4e cTe U3JI0KESHH HA PUCK OT
TyOepKys03a, MoXxe 1a Bu mpeanurie ekapcTsa 3a JCICHUETO .

Cienere 3a cCepHO3HHU HeKeJIaHU PeaKIHH

Usgena mMosxe 1a IpeAn3BUKa CEPUO3HN HEXETaHU PEaKL|H, BKIIOUUTEIHO aJIePTUYHN PEaKy U
uHdekmu. TpsOBa Jia ciaequTe 3a onpeAeeHn PU3HALY Ha 3a00JsBaHusl, JoKaTo nprueMate Usgena.
Buxre ,,Cepro3Hn HexXeNaHU PeakUuK B TOUKa 4 32 IBJIHMS CIIUCHK HA TE3H HEXKEJIAHH PEaKLINH.

IIpeau na usmossBate Usgena undopmupaiite Bammus jexap:

. AKO HIKOTA CTe HMAJIN aJiepruyHa peakmus kbM Usgena. Axo He CTe CUTYPHH, IOMTUTANTE
Bamusa nekap.
o AKO HAIKOTa cTe MMAJIN HAKAKbB BH/I PaK — TOBa €, 3aII0TO UMyHOCyIpecopuTe kato Usgena

OTCIa0BaT 4acT OT HMYHHATa CUCTCMaA. ToBa moxe Ja MOBUIIIU PUCKA OT pak.
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. AKO cTe JJeKYBaHH 32 IICOPHA3KC C APYTH OHOJTOTMYHH JIEKApCTBa (JIeKapcTBo,
NPON3BeIeHO 0T OMOJIOTHYeH U3TOYHHK U 00MKHOBEHO NPUJIATaHO Ype3 HHIKeKLM) -
PHCKBT OT paK MOJKE J1a € O-BHCOK.

. AKO UMAaTe WJIH HACKOPO cTe MMAJIH HH(eKIus.

o AKO UMaTe HOBH WJIM MPOMEHSIIIH ce JIe3WH B yJaCTBIUTE C IICOPUA3UC HITH TI0
He3acerHaraTa Koxa.

o AKo mojsy4aBare Jpyro JeyeHue 3a MCOPUA3UC U/MIU MCOPUATHYEH APTPUT — KaTO APYTH

UMYHOCYIIpecopH win (oToTepamnus (KoraTo TAIO0TO ce JIeKyBa ¢ Tul yarpasuoseroBa (UV)
CBETIMHA). Te3H JeueHus ChII0 MOXKE 1a OTCIA0AT YacT OT UIMyHHAaTa cucteMa. V3non3BaHero
Ha Te3u JieueHus 3aeaHo ¢ Usgena He e u3cnenBaHo. Bp3MokHO € o0aye, TO 1a YBEIUYH PUCKa
0T 3a00JIBaHusl, CBBP3aHH C OTca0BaHe HA HIMyHHATa CHCTEMA.

. AKO TIOJTyYaBaTe WJIH HAKOTA CTe MOJIyYaBaJu HHKEKIINHU 32 JJedeHHe HAa aJIepruu — He ©
u3BecTHO i USgena Moxke 1a OKaxe BIHSIHAE BBPXY THIX.
° AKO cTe Ha M Hajl 65 roIMHU — MOXE J]a CTE TO-CKJIOHHU KbM HH(EKIINH.

AKO He cTe CUTYPHH J1aii HSIKOE OT TOpen30poeHUTe ce oTHaAcA 3a Bac, mocwrBeTBaiiTe ce ¢ Barmms
nekap win papmarieBt, npeau aa usnonassare Usgena.

Hsxou nanyeHTH nonydaBaT Jynyc-mog00HU peakiuy, BKIIOYUTEIHO KOXKEH JYITyC epuTeMaToaec 1
Jymyc-1Iof00eH CHHAPOM, II0 BpeMe Ha JIUeHHe ¢ ycTeKuHyMab. I'oBopere BeaHara ¢ Bamms nekap,
aKo IOJIyYHUTE YEPBEH, HAAUTHAT, JIIOLIEI ce OOPUB, MOHAKOI'a C TO-ThbMHU IPAHULIY, B U3JI0KCHUTE
Ha CTBHIIE yYacThIM Ha KOXKaTa UM CTaBHU OOJIKH.

CobpaedyeH MHGAPKT U HHCYJITH

WHdapkT 1 HHCYNTH ca HaOJII0AaBaHU B IIPOYUBAHE NPH MALMEHTH C IICOPUA3UC, JIEKYBAHU C
ycTeknHyMa0. Bammst nekap peioBHO 1€ NpoBepsiBa pUCKOBUTE (aKTOPHU 3a ChPEUHO 3a0019BaHe U
UHCYNT IpH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 10 noaxo1siy HaunH. HezabaBHO noTspcere
MEIUIMHCKA TIOMOL, aKO MOJIy4uTe 00JIKa B I'bpPAUTE, c1ab0CT MM HEOOMUaHO ycellane OT eqHaTa
CTpaHa Ha TsJI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PpUTCIIHU CMYIICHUS.

Jleuna u roHOIIH

Usgena He ce npenopbuBa 3a yrnorpebda mpH Jieria Ha Bb3pacT Mo 6 TOAWHU C IICOPUA3UC WU TIPU
Jiela M IOHOIIM Ha Bh3pacT 1o 18 roauHu ¢ copuaTuueH apTpur, oosiect Ha KpoH unu yiieposeH
KOJIHT, 3aII0TO HE € IMPOyYBaH MPH Ta3u Bb3PacTOBa IpyIa.

JApyru nekapcTBa, Bakcuu u Usgena
TpsiOBa na kaxkeTe Ha Barms jekap wim papmaiieBT:

o AKo mprieMaTe, HaCKOpO CTe MPpHUEMalTi Wi € Bb3MOXKHO Jia IpUeMeTe IPYTH JIEKapCTBa.

o Axko Hackopo Bu e npaBeHa wim rianupare 1a Bu ce npaBu BakcuHanus. JlokaTo H3moissare
Usgena, HAKoM BUIOBE BaKCHHU (KMBH BaKCMHM) HE TPsIOBa Ja ce mpuJjarar.

o Axko cre nosryyaBanu Usgena o Bpeme Ha OpeMEeHHOCTTa, TPsIOBa JAa KakeTe Ha JieKaps Ha

6e6eto Bu 3a nmegenunero ¢ Usgena, mpean To /1a MOJIy9IH KaKBaTo U J1a € BAKCHHA, BKITFOYUTEITHO
KUBU BakcuHH, kaTo BIK Bakcuna (M3mon3BaHa 3a npeAmna3Bane oT TyOepKyio3a). JKusure
BaKCHHU HE ce IperopbyBar 3a Bamero 0e0e rmpe3 mbpBUTE JBaHAIECET Mecela CIe/T
paxkIaHeTo, ako cTe mosrydaBaiu Usgena mo Bpeme Ha OpEMEHHOCTTA, OCBEH aKo JIEKapsT Ha
Bamero 6eb6e He pemopbua APyTO.

BpemeHHOCT M KbpMeHe

o AKko cTe OpeMeHHa, cMsTaTe, ye MOKe Jla cTe OpeMeHHa Wi IUIaHupaTe OpeMEHHOCT,
MOChBETBalTE ce ¢ Bamms nekap npeau ynorpedaTa Ha TOBa JIEKapCTBO.
o He e nabaronaBaH mo-BUCOK PUCK OT BpoJeHH AeekTu npu OedeTa, H3I0KEHH Ha yCTEeKHHYMa0

B yTpobara. JlanauTe OT ynorpedara Ha ycTeKHHYMab Ipu OpeMeHHH KeHH 00ade ca

89



orpanmdenHu. [lopanu ToBa € 3a IpeaImovYnTaHe Ja ce n30srBa ynorpedara Ha Usgena mo Bpeme
Ha OPEMEHHOCT.

o AKO cTe JKeHa C JISTepOICH MOTCHIUATT, XKEJaTeIHO € 1a He 3a0peMeHSBATE U JIa M3I0JI3BATe
MOJXOIAII MPOTHBO3auaTh4eH METOI, Korato u3noissare Usgena u mone 15 ceamunum cien
nociegHOTo npunarade Ha Usgena.

o YcrekuHyMad MoKe Jla IpeMUHE Ipe3 MUIaleHTaTa B HepoJeHOoTo 0ebe. AKO cTe morydaBain
Usgena mmo Bpeme Ha OpeMeHHOCTTa CH, 0e0eTo Bu MOXe 1a Ma Mo-BUCOK PHUCK OT MH(MEKITHS.
o BaxHo € n1a kaxxeTe Ha JiekapuTe Ha Bamrero 6e0e u Apyry MEIUIIMHCKH CIICITUAIUCTH, aKO CTCS

nomygaBaiu Usgena mo Bpeme Ha OpeMEHHOCTTa CH, Ipen 6e0eTo /1a MoTydu KaKBaTo 1 Ja €
BakcuHa. JKuBu Bakcuny, kato BIJK BakcuHa (M3mon3Bana 3a mpeanazBaHe OT TyOepKyJ103a) He
ce npenopbuBaT 3a Bamero 6ebe npe3 mbpBUTE ABaHAAECET MEceLa ciell pAKIaHETO, aKO CTe
nomygaBaimu Usgena mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JieKapAT Ha Bamero 6ebe He
npenopwya Apyro.

. Ycreknaymab MOXe J1a PEMUHE B KbpMaTa B MHOTO MaJIKH KoJmdecTBa. [lockBeTBaiiTe ce ¢
Bamms nekap, ako KbpMUTE WK aKO IUIaHUpaTe J1a KbpMmute. Bue u Bammsr nexap TpsoBa aa
peluTe gany TpsAOBa Aa KbpPMUTE WK J1a u3noissare Usgena - He mpaBeTe U IBETe.

Ilodupane u padoTa ¢ MAIIUHU
YcreknHyMal He MOBNIMSBA WK TIOBIHSABA PEHEOPEKUMO CTIOCOOHOCTTA 32 modupaHe u padoTa ¢
MAIlUHH.

Usgena cbabpaka mojucopoat 80
Toga nexapctBo cpabpka 0,04 mg nomucopbat 80 BbB Bceku ml. [lommucopbarnTe Morar aa mpuIuHAT
aNepruuHu peakuuu. TpsOBa fa kaxere Ha Bamms nekap, ako UMaTe yCTAHOBEHH alepryu.

3. Kaxk na m3moszBarte Usgena

Usgena e mpeHa3Ha4yeH 3a yrnotpeda o1 pbKOBOJACTBOTO M KOHTPOJIA Ha JIEKap C OIMHUT B JICYCHUETO
Ha 3a00MsBaHuUs, 32 KOUTO € mokaszan Usgena.

Bunaru n3nonsBaiite ToBa JeKapcTBO TOUHO KakTo Bu e xazan BamusT nexkap. AKo HE CTE CUTYPHH B
Heulo, nonuTtaiite Bamus nekap. IlockBerBaiite ce ¢ Bamus nekap 3a ToBa, kora e Bu ce noctasst
MHXEKIHMUTE U KOra LIE ca CIEABAIIUTE KOHTPOJIHU MPETIICAH.

KakBo koamuecTBo Usgena ce nmpujiara
Bamusr siekap e perm kako konndectBo Usgena tpsoBa Ja MmoaydyuTe U 3a KakKbB MEPUOJT OT
BpeMe.

Bn3pacTtHu Ha 18 roquHu UM mo-rojieMu
Ilcopua3uc nan ncopuaTuyeH apTpuT

. [penoppunrennara HavyanHa n03a e 45 mg Usgena. [TauuenTu ¢ terno nax 100 kunorpama (Kg)
MOJKe J1a 3armovHar ¢ qo3a 90 mg Bmecto 45 mg.
o Cren HayanmHara J103a, cieaBaniata Bu no3a me Obie 4 ceqMuny no-KbCHO U ciIe]] TOBa Ha

Bceku 12 ceqmuiu. CreasammTe J034 OOMKHOBEHO ca ChIUTE, KATO HavaJlHaTa J03a.

Bousiect Ha KpoH uiu yJanepo3eH KOJUT

° ITo Bpeme Ha nedenueTo Bammsr nexap nie Bu nmpunoxu mepBaTa 032 OT MPHOJIU3UTETHO 6
mg/kg Usgena kamnkoBo BbB BeHa Ha pbkaTa (MHTpaBeHO3Ha nHpy3us). Cie/ HavamHaTa 103a,
1ie rmoJryunTe cieapamara g1o3a 90 mg Usgena cnex 8 ceamunm, ciies ToBa npe3 12 ceqMuiu
ype3 MHKEKIUS 1Mo KoxaTa (TI0JIKOKHO).
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o [Ipu HAKOUM MalMEHTH, CJIE] ITbpBaTa MOAKOX)Ha HHxkeKIus, 90 mg Usgena moxe Jia ce rmpuiiara
mpe3 8 cenMuIy. BamusT nexap mie pemu kora TpsoBa /1a OTyYHTe CIIeBaIIaTa CH 03a.

Jena u 1oHOIIM HA 6 TOAMHU WJIM MO-TOJIEMHU

IIcopuasuc

. JlekapsT TpsiOBa na omnpeneny NpaBuiiHaTa 3a Bac 103a, BKIIOYUTEIHO M KOMUYECTBOTO (00eMa)
Usgena, kofiTo TpsOBa 1a ce MHKEKTHPA, 3a J1a ¢ TIpaBIIIHA qo3aTa. [IpaBmiHaTta mo3a 3a Bac mie
3aBHCH OT BaleTo TenecHo Ternio no BpeMe Ha BesiKa J103a.

. Axo Texwure mo-manko ot 60 Kg, npenoppunrtenHara no3a e 0,75 mg Usgena Ha kuiorpam
TEJIECHO TETJIO.

. Axko Texute ot 60 kg 1o 100 kg, npenoppuutennara go3a e 45 mg Usgena.

. Axko Texxute nmoseue ot 100 kg, npenopruntennara go3a ¢ 90 mg Usgena.

o Crnen HayanmHara J103a, cieaBaniata Bu no3a e Ob1e npuiiokeHa 4 ceIMUIM O-KbCHO U CIIEN
TOBa Ha BCEKU 12 ceqMHULIH.

Kak ce mpuaara Usgena

. Usgena ce mpuiiara KaTo MHXXEKIHsI O/ Koxkara (II0KOKHO). B Hauanoro Ha Bamero neuenue,
Usgena Moxe 1a ce MHXXEKTHpa OT JieKap WM MEAULUHCKA CeCTpa.

. Bue u Bammsit nekap, obade Moxe na permmre, ue Bue camu Moske na cu mmxkextupare Usgena.
B TaxbB ciyuaii mie npeMuHeTe oOyueHue Kak Aa cu nHkektupare Usgena caMocTosTe Ho.

. 3a ykazaHus Kak Ja nmkekTrpaTe USgena BmkTe ,,YKa3aHus 3a IpUJIOKeHre” B Kpas Ha Ta3u
JIMCTOBKA.

FOBOpeTe ¢ Bamus JICKAap, akOo UMaTe€ BBIIPOCU OTHOCHO TOBA KaK CaMH JJa IMOCTaBATE MHKCKIIUATA.

AKoO CTe H3M0J13BaJIU NIOBe4Ye 0T HeoOxoauMaTa no3a Usgena

AKO cTe M3MOJI3BAIM WK ca Bu MpHIIOKUITH TOBeue OT HeoOxoqumara o3a Usgena, HezabaBHO ce
MOChBETBANTE ¢ Jiekap Wik papmaneBT. Bunaru Hocete ¢ Bac kapToHeHaTa OnakoBKa Ha
JIEKapCTBOTO, JIOPH U Jia € Tpa3Ha.

AKoO cTe nponycHa/Iu 1a u3noJssare Usgena

AKO CTe MpoITyCHAJIH /1033, CBhpKeTe ce ¢ Bamms nekap wiu dapmaiieBt. He npunaraiite qsoiina
J103a, 3a ]a KOMIIEHCUpaTe MPOITycHaTaTa /103a.

AKo cTe cripesin ynoTpedara Ha Usgena

He e omacno na cripere ynorpebarta Ha Usgena. Ako obaue s cripere, Bammre cumnromMu Moxe aa ce
BB300OHOBSIT.

AKO UMaTe HIKaKBH JIOTBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Barmus siekap win GpapMariesT.

4, Bb3MOKHHU HeKeJTaHU pP€aKkuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKM T' ITOJTy4aBa.

CepHo3HHM HEKeJIAHU pPeaKIuu

Hsaxon MalUEeHTH MOXKE Ja UMAaT CECPUO3HU HEXKECIIaHN pE€aKIINU, IIPU KOUTO Aa CC Hajlara CIiCurHo
JICUCHUC.
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AJlepruYHH peaKIHH — MOsKe 1a H3UCKBAT clemHo Jeyenne. Mndopmupaiite Bamus gexap nian
He3a0aBHO MOTHPCeTe CHEIIHA MeIUIHHCKA MOMOIII, AKO0 3a0e/1e;KuTe HAKOW OT cCIeTHNTe
NpHU3HALM.
. CepHo3HATE aJIePTUIHH peakinH (,,aHaduIaKkchs’) ca peIKH MPH X0pa, Ha JICUCHUE C
ycreknHymab (moxe aa 3acertar a0 1 Ha 1 000 gymm). [Ipu3HannTe BKIIOYBAT:
o 3aTPyJHEHO IUIIaHEe WIIH MPETIbIaHe
) HHCKO KPBBHO HAJATaHe, KOGTO MOJKE J[a IPHYMHU 3aMastHOCT WIN CBETOBBPTEX
o MOyBaHe Ha JIUIIETO, YCTHUTE, yCTaTa WK I'bPIOTO.
o YecTHTe npuU3HALY Ha aJleprHYHa Peaklysl BKIIIOYBAT KOKEH OOpPHB M ypTUKapus (MOXKe 1a
3acerHat jo 1 va 100 mymm).

B peaxu caydan ce cb001aBaT ajileprudHu 0e10Apo0OHM peakuuu U 0e10ApOo0HO Bb3NaJIeHne
NP NAUEHTH, KOUTO MOJy4YaBaT yCTeKMHYyMa0. YBegomere BeqHara Bamms iekap, ako
NoJIy4yHMTe CHMITOMH KaTO KAallUIMIA, 3ayX U BUCOKA TeMIlepaTypa.

AKO TOITyuTe CEeprO3Ha ajepTuiHa peakiys, BamusT gekap Moxe na pemu, ye Bue He TpsiOBa na
ynotpebsBate Usgena oTHOBO.

Nudexnun — moske 1a H3UCKBAT crieliHo JevyeHue. Uudopmupaiite Bamus Jekap, ako
3a0esiesKUTe HAKOM OT cJleJHUTE MPU3HALH.

o WHQEKIUUTE HAa HOCA WK T'BPJIOTO M MPOCTyaTa ca 4YecTH (MOoXe Ja 3acerHar 1o 1 Ha
10 mymm)

o WH(EKINUTE HA JOJTHATE NUXATEIHH IBTUIA (TPhAHA HHPEKIINN) ca HedecTH (MOXe Jia
3acertar a0 1 va 100 gymm)

. BB3MAJICHUETO Ha TIOJJKO’KHATA ThKaH (IIEIyJIHT) € HedecTo (MOKe /1a 3acerae A0 1 Ha
100 mymm)

. xepriec 30ctep (Buj 00Jie3HEH O0PUB ¢ MEXypH) ca HEeUeCTH (MOJKE JIa 3acerHar o 1 Ha
100 mymmm)

Usgena mosxe 1a Hamanu criocooHocTta Bu n1a ce 6opute ¢ undekuuu. Hakon nHdeximn Moxe 1a
CTaHaT CEPHO3HU M MOXKE J1a BKIFOYBAT MHPEKIINU, NPHYMHEHH OT BUPYCH, 'BOMYKH, OaKTepuu
(BKITIOUMTEITHO TYOEPKYJI03a) WM Mapa3uTH, BKIFOUUTEIHO HH(EKIMU, KOUTO Bb3HUKBAT IPEIUMHO
NpHY Xopa ¢ oTciiabeHa MMyHHA cucTeMa (OMOPTIOHUCTHYHY nHpeKkyn). [Ipu nanuenTy, momyvyapaniy
yCTeKHHYyMab, ce chOOIaBaT OMOPTIOHUCTUYHHA HHPEKITUN Ha MO3bKa (€HIe(alluT, MEHUHTHUT),
OenuTe TPOOOBE U OUHTE.

Hoxaro ynorpedsiBare Usgena, TpsiOBa 1a ciieure 3a npu3HaIy Ha uHGeKIusa. Te BKIYBAT;
BHCOKa TeMIIEpaTypa, TPUIIONO00HN CHMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Teriio

yMOpa WU 3a]lyX, YIIOpUTa KallT|Ia

TOIJIa, 3a4epBeHa M OOJIe3HEHA KOXKa WU 0OJIE3HEH KOXKEeH 00pUB C MEXypH

napeHe Mpu ypuHUpaHe

Japust

3pUTEITHO CMYIIIEHHUE WITH 3ary0a Ha 3peHue

ri1aBo0oKe, CKOBAaHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETJIMHA, T'aJIeHe UK O0BPKAaHOCT.

Wudopmupaiite Bamms nexap BegHara, ako 3a0enexuTe HIKOM OT Te3u mpu3Hany Ha nHpexnus. Te
Morar Ja ObJaT NpU3HAIY Ha UHEKIIUK KaTO TPhJIHU HHPEKITUH, KOKHH HHPEKIINHU, XepIec 30CTep
WM ONOPTIOHUCTHYHH MH(EKLINHU, KOUTO MOTaT Jja JOBEAAT /10 CEPUO3HH YCIOKHEHHS.
Wndopmupaiite Bamms gexap, ako MaTe HsIKaKBa YHIOPHUTA WM NOBTapsia ce nHpeKus. Bamust
JIeKap MOJKe Jia pellid, uye He TpsiOBa aa ynorpedssate Usgena, nokato nHpekuusra He 0b/ie
n3JIeKyBaHa. YBegoMeTe Bamms iekap, 1 ako UMaTe OTBOPEHU paHH WIHM HapaHABaHU, ThI KaToO
MOJKe J1a ce HH(EKTUpaT.

JloneHe Ha KOaTa — HHTEH3UBHOTO 3a4YepBsiIBaHe U JIIOIEHe HA KOKATA HA M0-T0JIsiMa IJI0LL
0 TSIJIOTO MOJKe /1a ca CHMIITOMHM HA ePUTPOJePMHUYEH NICOPHA3ZHMC MIIN eKc(omaTHBeH
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JAePMATHT, KOUTO €A CEPHO3HH KOKHU 3a00.isIBaHNA. AKO 3a0e/1e;KNTe HAKOM OT Te3U MPU3HAIM,
TpsioBa n1a nHdgopmupate Bammusi jekap He3abaBHO.

JIpYru HesKeJIaHU peaKIuu

Yectu (Moxe na 3acerHar 1o 1 va 10 gymm):

JHapus

rajeHe

HOBpPBINAHE

yMopa

3aMastHOCT

riaBo0osme

CBhpOex (IPypUTYC)

0omka B rpp0a, MyCKYJIUTE UITH CTAaBUTE
BB3IIAJIIEHO I'BPIIO

3adyepBsBaHe U OOJIKA Ha MSICTOTO HA HH)KEKTHPaHEe
WH(EKINS Ha CHHYCUTE

Heuectu (Moxe na 3acersat 1o 1 ma 100 gymm):

WH(EKIUN Ha 350HUTE

BarvHaJIHA MHQEKIUS, TPUINHEHA OT ThOWYKH

Jenpecus

3aMylIeH HOC MM Xpema

KbPBEHE, MOCHHIBAHE, BTBbP/SBAHE, IOIyBaHE U ChbpOEK HA MICTOTO HA MHKEKTUPAHE
ycellaHe 3a ci1adocT

criaJilaHe Ha Kiieraya U U3KpUBsBaHEe HAa MYCKYJIMTE Ha elHaTa MOJOBHUHA Ha JIMIETO (,,JJUIIeBa
napanmu3a’ Wiu ,,l1apanu3a Ha benr”), KosTo 0OMKHOBEHO € BpeMeHHa

NPOMSIHA Ha IICOPHA3UCca ChC 3a4epBsIBAHE U HOBU MAJIKHU, JKBJITH WIX O€IHU MEXypH O KOXKaTa,
MOHSIKOTa MPUAPYKEHH C TeMIiepaTypa (IIyCTyJI03€eH IICOPHUA3UC)

OelieHe Ha KokaTta (eKCQoralus Ha KO)KaTa)

aKHe

Penxu (Moxe na 3acersar jo 1 Ha 1 000 mymm)

3auepBsaBaHe U JIFOIIEHE HAa KOXKAaTa Ha IMO-TOJIsIMA TUTOI 110 TSIIOTO, KOUTO MOXKE J1a ChPOST HITH
Jia ca bone3neHu (exchoyimaTUBeH aepMartuT). [10100HH CUMIITTOMHM TTOHSKOTA CE Pa3BUBAT KaTo
€CTECTBEHA NPOMSHA Ha BHJIa HA CUMIITOMHTE Ha IICOPUa3UC (EpPUTPOICPMHUECH IICOPUA3KC)
Bb3naneHue Ha MaJIKUTe KPhBOHOCHHU ChJIOBE, KOSTO MOXE JIa JIOBEE 0 KOXKEH OOPHB C MaJIKH
YEPBEHU WU JIMJIABU TIOAYTHHH, TEMIIEpaTypa WK 0OJKa B CTaBUTE (BaCKYJIHT).

Mmnoro peakn (Moxxe aa 3acersar 70 1 Ha 10 000 myrm)

OO0pa3yBaHe Ha MEXypH 110 KOXKaTa, KOSITO MOXe Jia ObJie 3a4epBeHa, chpOsiiia 1 0oIe3HeHa
(6ynosen nemurounn)

KOKEH JIYITyC epuTeMaToiec U JyImyc-1moo0eH CHHAPOM (YepBeH, HaJUrHaT, JIFOMIEI] ce 0OpHB
B U3JIOKEHUTE HA CI'BHIIC YYACTHIM Ha KOXaTa, KOUTO MOXe J1a € MIPUIPYKEH OT OOJIKH B
CTaBHTE).

Cpo01aBaHe HA HeXKeJIAHU pPeaKlun

AKO TTOITyuHTe HIKAKBU HEXKEJIaHH JIEKapCTBEHH PEakiiy, yBejoMere Bamus nexap i gpapmanenT.
ToBa BKII0YBA M BCHYKU BH3MOKHH HEOITMCAHM B Ta3H JINCTOBKA HEXKEJIAaHU PpCaKIru. Moxete CBhIIIO
Jla ChOOITUTE HEXKEJIaHU PEaKIuy TUPEKTHO Ype3 HallMOHATHATA CUCTEMA 33 ChOOIIaBaHe, IIOCOYCHA B
IIpunoxenne V. Kato cr0o01aBaTre HeXXEIaHA PEAaKIIMHA, MOJKETE Jla TaJIeTe CBOS IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.
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5. Kak n1a coxpansiBate Usgena

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JICTa.

Ja ce cexpanssa B xmaguiauK (2°C—8°C). Jla He ce 3aMpa3sBa.

CoxpansBaiiTe prakoHa B KApTOHEHaTa OMAKOBKA, 3a J]a C€ MPEe/a3u OT CBETINHA.

He pasxmamaiite daakonute. [IpoabmKUTETHOTO EHEPTUYIHO pa3KIIaniaHe MOXKE Ja BIIOIITH
KayeCTBOTO Ha JIEKAPCTBOTO.

He u3nos3BaiiTe TOBa JIeKAPCTBO:

° CJIe]l CpOKa Ha TOJHOCT, OTOENsI3aH BhPXY €TUKETa U KapTOHEHATa OMaKOBKa CIIe]]
»EXP*“/,,Lonen no:*“. CpoKbT Ha TOJHOCT OTTOBApPs HA MOCIEAHUS JCH OT MOCOYCHHUS MECEII,

° aKoO TEYHOCTTA € C MPOMEHEH MBAT, MbTHA WJIN B HEsl ce 3a0eIII3BaT TOJIeMH TUTaBAIIH JaCTHITH
(BmxTe Touka 6 ,,Kak n3rinexnaa Usgena u kakBo ChIbpika OmakoBKara™);

° aKo 3HAeTe WJIU CMsTaTe, Ye MOXKe Ja € OmiIa U3JIoKeHa Ha eKCTPEMHHU TeMITepaTypH (KaTo
WHITUICHTHO 3aMpb3BaHe WM 3arpsBaHe);

o aKo MPOAYKTHT € OMJI CHEPTUUHO Pa3KIATCH.

Usgena e camo 3a eqHOKpaTHa ynoTpeda. Hensnona3BaHusT NPOAyKT, OCTaHAll BbB (hiakoHa, TpsOBa 1a
ce m3xBbpid. He n3xBBpIsiiTe JexapcTBaTa B KaHAIN3AIMATA WU B KOHTEHHepa 3a TIOMAaIlHU
otmaapin. [lomuraiite Bammst gpapmarieBT kak 1a U3XBBPISATE JIEKapCTBaTa, KOUTO Bede HE
uzrnos3Bare. Te3sn MepKu I1ie CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpefa.

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHGopManus

Kaxkso cpabp:ka Usgena

. AKTHBHO BeIIECTBO: ycTeKuHyMa0. Beeku ¢uakoH chabpika 45 mg yerekunymad B 0,5 ml.

o JIpyru chCTaBKU: XUCTHINH, XUCTHIMHOB MOHOXHAPOXIOpHI, moiucopbar 80 (E433), 3axaposa
Y BOZA 32 MHXKEKLHH.

Kak m3rae:xxga Usgena u kakBo cbAbpska 0MaKOBKaTa

Usgena e 6uctbp, Oe31BeTEH /10 OJICTOKBIT HHXEKIIMOHEH Pa3TBOP, U MPAKTUYECKU HE ChIbPKa
BUJIMMU yacTuIy. JocTasi ce B KapTOHEHA OMAKOBKa, ChIIbpiKallla eMH CTHKIEH (iakoH oT 2 ml ¢
eauHUYHA 1103a. Beeku duakon chabpika 45 mg ycrekunymad B 0,5 ml HHXEKIIMOHEH Pa3TBOpP.

IIpuTeskaTes HA pa3peLIeHUETO 32 ynoTpeda
STADA Arzneimittel AG

Stadastrasse 218

61118 Bad Vilbel

T'epmanus

IIpounsBoguten
Alvotech Hf
Semundargata 15-19
Reykjavik, 102
Ucnanans

STADA Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel

T'epmanus

3a JOBIHATENTHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
MIPE/ICTABUTEN Ha MIPUTEXKATEN Ha Pa3pelIeHneTo 3a ynorpeoa:
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Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 4797878
bbarapus

STADA Bulgaria EOOD
Ten.: +359 29624626
Ceska republika
STADA PHARMA CZs.r.0.
Tel: +420 257888111
Danmark

STADA Nordic ApS

TIf: +45 44859999
Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti

UAB ,,STADA Baltics*
Tel: +372 53072153
EALdoa

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
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
Kvbmpog

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
Latvija

UAB ,,STADA Baltics*
Tel: +371 28016404

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 Pharm Sp. Z.o o.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Romaénia

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

JIaTa Ha MOCJCAHO NMpepasrjckaaHne Ha JIMCTOBKaTa

Jlpyru u3TOYHUIM HA HHpOpMANHA

IMoxpo6Ha nHpopMalius 3a TOBa JIEKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHus
1o JiekapctBaTa https://www.ema.europa.eu/.
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Yka3zanus 3a npuiioxKeHue

B nauanoto Ha leueHUETO METUIIMHCKY crienuanucT e Bu moctaBu Bamarta nmbpea nmxkekuus. Bue
u Bammsr nexap obade Moxke na pemure, 4e Bue cammu Moxe na cu umkektupare Usgena. B TaksB
CITydJaii 11e MpeMrHeTe o0ydeHne Kak fna mmkekrtupare Usgena. ['oBopere ¢ Bamms ekap, ako umare
BBIIPOCH OTHOCHO TIOCTABSHETO HA MHKECKIIUATA.

. He cmecraiite Usgena ¢ mpyru Te4HOCTH 32 WHIKCKIIHSL.
. He pasknamaiite ¢pnaxonnte Usgena. [lpuunHara 3a ToBa €, 4e CHIIHOTO pa3KiallaHe MOXe J1a
BJIOIIN Ka4e€CTBOTO HA JIEKAPCTBOTO.

4. TIpoBepete 0posi HA ()IAKOHMTE U MOATOTBETE MATEPUATHUTE:
NzBanere ¢makonHa (paakonute) ot xnagumauka. OctaBere (rakoHa J1a IPEeCTOX OKOJIO TOJIOBHH Yac.
ToBa 111e O3B0 HA TEYHOCTTA Jia JOCTUTHE TOJXO/IAIA TeMIepaTypa 3a HHXeKTupaHe (cTaiiHa
TeMIiepaTypa).

IIpoBepere ¢akona (QrakoHUTE), 32 1a CE YBEPHUTE, Ue:
e OposT Ha (hITAKOHUTE M KOJMYECTBOTO HAa aKTUBHOTO BEIECTBO B J1030Ba €ANHHIIA Ca BEPHU
o Axko Bamara no3a e 45 mg uinu mo-maiko, e noiayuure eauH 45 mg guakon ¢ Usgena.
o Axko Bamara no3a e 90 mg, me nonyuure n8a 45 mg ¢aakona cec Usgena u mie TpsoBa
Jla CH TIOCTaBUTE JIBE MHKeKIMH. M30epeTe ABe pa3inuHu MecTa 3a HH)KEKTHPaHe
(HarmpuMep eHATa UHXKEKIHS B AICHOTO Oelpo, a ipyrata — B JSIBOTO) M TH HalpaBeTe
enHa cient apyra. V3non3paiite HOBa UIJia M CIIPHHIIOBKA 33 BCSIKA MHKCKIIHSL.
TOBA € PABHJIHOTO JIEKAPCTBO
CPOKBT Ha TOJHOCT HE € M3TeKbII
(b1akoHBT He € TIOBpe/ieH U 00KaTKaTa He € CYyIeHa
pa3TBOPBT BBB (DJIaKOHA € OUCTBP JI0 JIEKO OMANECIEHTEH (C mepiieH OJIsChK) U OE31BETEH J10
OJIEHOXKBIIT
Pa3TBOPHT HE € C MPOMEHEH LBAT WM MBTEH U HE ChIbPIKa YY)KIH YaCTHIH
®  DPa3TBOPBT HE € 3aMpPB3HAIL.

ITpu nena ¢ Tersno nox 60 kg e HeoOxommMMa 103a, Mo-mManka ot 45 mg. YBepere ce, 4e 3HaeTe TOYHOTO
KOJIMYECTBO (00eM), KOeTo TpsOBa Jja M3TerIuTe OT ()JIaKOHA M BHJIA HAa CITPUHIIOBKATA, HEOOXOANMH
3a mpujiarane. AKO He 3HaeTe HEOOXOAUMHUTE KOJUYESCTBO UM BHJI Ha CIIPUHIIOBKATA, CBBPIKETE CE C
Bamms mocTaBunk Ha 37paBHU TPYKU 32 JIOIBIIHUTEITHN HHCTPYKITUH.

Cn0epeTe BCHUKH MaTepUaId, OT KOMTO C€ HYXKIaeTe, M I'M IOCTABETE BbPXY YHCTa MOBBPXHOCT. Te
BKJIFOYBAT CIPUHIIOBKA, UIJIa, AHTUCENITUYHHM KbPIMYKHY, ITAMYYHHA TAMIIOHH HJIK Mapiik U KOHTEHHED
3a ocTpu npeameTH (Bxk. durypa 1).

Jlemenka AHTHCETITHYHU ITamyxk Usgena ChopwuHIIOBKa Konretinep 3a
KbPIHYKA (IaKoH ¢ MpUKpereHa U3XBBPJISHE HA
uria OCTPH MPEAMETH
dDurypa
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2

. M36epeTe u moaroTBeTe MSICTOTO 32 HHKEKTHPaHe

N30epeTe MsICTOTO 32 MHXKEKTUpaHe (BUKTe (urypa 2)

Usgena ce mpuiara KaTo WHXEKIHS O] KoxkaTa (ITOIKOXKHA WHIKCKITHS)

[Moaxonsmm MecTa 3a HHXKEKTUpaHE ca FOpHAaTa yacT Ha OepoTo, CelalIMIHaTa 00IacT WK
o0JacTTa OKOJI0 KopeMa Ha pa3CTOSTHHE Hali-MajKo 5 CM OT IThIIa

AKO € Bb3MOXHO, HE U3IOJI3BATe 00JaCTH OT KOXKaTa C MIPU3HAIM Ha TICOPHA3KC

Axo HIKOM By momara mpu ImocTaBssHETO Ha HHKEKITHATA, TOH/TS MOXKe Ja m30epe U TopHaTa
YacT Ha pbKaTa KaTo MSCTO 3a MHXKEKTHpaHE

\
L e
*Q6nacTuTe, MApPKUPAHU B XKBITO ca MPETIOPHUNTETHI MECTa Ha HH)KEKTHPaHE
®@urypa 2

[Toaroreere MACTOTO 32 HWHXCKTHUPaHE

w

W3muiiTe phlieTe CM MHOTO IOOPE ChC CallyH M TOILIa BOJA.
[Touucrere kokaTa Ha MACTOTO 33 MHKEKTUPAHE C aHTUCETITUYHA KbPIIUYKA.
He nokocsaiiTe moBede Ta3u 00JIACT 10 MIOCTABSIHETO HA WHXKEKIIUATA.

. IlpurorBere no3ara:
OtcTpaHeTe KarmaykaTta Ha jiakoHa. (BrkTe urypa 3)

S

-

-—
—

=

®Ourypa 3

He cBansiire 3amymankara.

[louncrere 3amymankaTa ¢ aHTUCENITUYEH TaMIIOH.

[locraBere ¢akoHa BbpXY paBHa HOBBPXHOCT.

BsewmeTe cripuHIIOBKaTa M OTCTpaHETE Kamavkara Ha WIJiaTa.

He noxocsaiiTe urnarta v He 1 ONUPANTE B APYT'H NPEIMETH.

BxkapaliTe urnara npe3 rymeHara 3anyIaika.

O0mbpHeTe (hi1akoHa U CIPUHIIOBKATA HAZOIY.

Wzrernere OyTanoTo Ha CIPUHLIOBKATA, JOKATO C€ HAIIBJIHH C KOJIMYECTBOTO TEYHOCT, KAKTO €
IpeAnyucano ot Bamms nekap.

BaxxHo e urnara mpes Is71I0TO BpeMe J1a c€ HaMHpa B TeYHOCTTa. ToBa MpeaoTBpaTsaBa
o0pa3yBaHeTO Ha BB3/YIIIHA MEXypUeTa B CIIPHHIIOBKATa. (BXK. Gpurypa 4).
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Qurypa 4

WzBaneTe nrnata ot QuiakoHa.

3aapbKTe CIPUHIIOBKATA C MTJIATA HAarope, 3a Jja MPOBEPUTE Al B TEYHOCTTa UMa BB3IYIIHH
MeXxypueTa.

Axo MMa MexypueTa, oTynaiTe CIPHHIIOBKATA JIEKO C PBCT, JJOKATO Te U3ILTyBaT Ha
MOBBPXHOCTTA. (BXK. purypa 5)

@urypa 5

CJ'IC,I[ TOBAa HATHUCHETEC 6YTaJ'IOTO, A0KaTO HEIHAT Bb3AYX (HO HC U Te‘{HOCT) H3JIC3C.
He nocragsiite HHXXCKIOWATA JICTHAJIa 1 HE oanaﬁTe urjarta B ApYTy NpeaAMETU

. MHxexkTHpaiiTe K03aTa:
Jleko nputrcHETE MOYKMCTEHATA KOYKa MEXK/1y Najena v rnokasaneua. He cruckaiite CUIHO.
Bxkapaiite urnara B 3axBaHaTara K0>KHa I'bHKa.
HartucHere OyTanoTo ¢ majuer Taka, 9e Jja ce HEIKeKTHpa IpsiiaTa TeuHocT. HaTuckaiite 6aBHO H
PaBHOMEPHO, KaTO €THOBPEMEHHO C TOBA JIEKO IIPUTUCKATE KOXKATa.
Korato OyTaioTo cTUTHE 110 Kpasi, M3BaJeTe UIilaTa U ITyCHETE KOXKaTa.

. Caex mH:KeKTHpaHe:
[IpuTtHcHEeTE aHTHCENTHYHATA KbPIIMYKA BBPXY MSACTOTO Ha MH)KEKTHPAHE B IPOABIDKEHUE Ha
HSKOJIKO CEKYH/]IH, CIIE/l KaTO TOCTAaBUTE MHKEKIIMATA.
BB3MOXHO € Ha MACTOTO Ha MH)KEKTHPAHE Jja UMa MaJIKo KOJTMYEeCTBO KPbB WM TeuHOoCT. ToBa
€ HOpMaJlHoO.
Moske aa MpUTHCHETE MACTOTO Ha MH)KEKTHPAHE ¢ TaMy4eH TaMIIOH WJIM MapJeH KOMIIpEC U Jia
3anbspxkute 10 cexyHau.
He pasrppkBaiite KokaTa Ha MSICTOTO Ha HHXKEKTHpaHe. AKO € HE00X0JMMO, MOXKE J1a CIIOKUTE
MaJIKa JIEICHKA BbPXY MACTOTO Ha HH)XXEKTUPAHE.
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4. U3xBBpJIsiHE:
W3non3BaHuTe CIPUHIIOBKY M MIJIA TPIOBA Ja CE MOCTABAT B HEIPOOMBaeM KOHTEHHED,
HanpuMep KOHTEHHEp 3a OCTpU NpeaMeTH. 3a OCHrypsiBaHe O0e30macHOCTTa Ha Baieto 3npase u
TOBA Ha JPYTUTE, HUKOTA HE M3MOJI3BalTe MOBTOPHO UTIUTE U CIIPUHIIOBKUTE. 3XBBpIIsiiTe
Barus koHTeHHED 32 OCTPH NMPEAMETH B ChOTBETCTBUE C MECTHUTE PA3IOPEI0H.
[Ipazuurte (paakoHU, AHTUCENTHYHUTE KbPIUYKU U IPYTH KOHCYMAaTUBU MOXE J1a CE U3XBBHPIAT
B OOIITHS OOKITYK.
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JlncroBka: undopmanusi 3a NoTpeduTENA

Usgena 45 mg nH:KeKIMOHEeH Pa3TBOP B MPeIBAPUTEIHO HANbJIHEHA CIIPUHIOBKA
yerekunymab (ustekinumab)

V' Tosu nekapcTBeH NPOAYKT MOIEKH Ha IOIBIHUTENHO HabmoaeHue. ToBa 1e no3BoIm
OBP30TO yCTAaHOBSIBAaHE HA HOBA MH(OPMAIIHS OTHOCHO Oe3omacHocTTa. MoeTe na naaere
CBOSI IPUHOC, KAaTO CHOOIINTE BCSIKA HEXKEJIaHa PEeaKIrs, KOSITO CTE MOMyYIIN. 32 HaunHa Ha
CcbOOIIaBaHe HAa HEXKEJIaHW PEAKLUH BUKTE Kpasi Ha TOUKa 4.
v
IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPEIM 12 3all04YHeTe 1a U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nndopmanus.

Ta3u JMCTOBKA € HANIMCAHA 32 MaLMEeHTa, KOWTO NpueMa JIeKapcTBOTO. AKO CTe poaAuTeJl UJIH
HACTOMHHMK, KOiTO e npuaara Usgena Ha gere, MoJisl HpoyeTeTe BHUMATEHO Ta3H
HHGopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBH JIOIbJIHUTEIIHA BBIIPOCH, onuTaiiTe Bamus iekap wiu gapmarieBT.

- Tosa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, HE3aBUCHMO Y€ TPU3HAIIMTE Ha TIXHOTO 3a00JsBaHe ca ChIUTe KaTo BammuTe.

- AKO TIOJTyYUTe HAKAKBU HEXKEJIAHU Peakiluu, yBeaoMeTe Bamus ekap wiu gpapmanert. Toa
BKJIFOYBA U BCUYKH Bb3MOXXHH HCKECJIIaHU pE€aKlIMU, HCOIMMCAHN B Ta3W JINCTOBKA. Buxte
TOYKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakso mpencrasnasa Usgena u 3a KakBo ce U3I0JI3Ba
Kakso Tpsi0Ba na 3Haere, npeau Aa usnonssare Usgena

Kax ga m3nomssate Usgena

BBb3M0OKHM HEXEIaHU PEaKIUU

Kak na cexpansBare Usgena

ChbabppkaHue Ha ONIaKOBKATa M JOIBIIHUTEIHA HHPOPMALIUS

Sk owdE

lakBo npeacraBasBa Usgena u 3a KakBo ce U3MOJI3BA

4.
Kaxkso npeacraBasasa Usgena
Usgena chabpska akTUBHOTO BEILIECTBO ,,yCTEKHHYMa0”’, KOETO € MOHOKJIOHAJIHO aHTHTSIIO.
MOHOKJIOHAJTHUTE aHTHTEIIA ca IPOTEUHH, KOUTO Pa3llo3HABAT U CBBP3BAT ONpEIEIeHH CcrieluQUIHN
NPOTEWHH B OpTaHU3Ma.

Usgena npuHauiexxu KbM Ipynia JeKapcTBa, HapeueHH ,,aMyHocynpecopu”. Te3u nekapcrsa
JIefiCTBaT, KaTO HAMAJIABAT aKTUBHOCTTA HA YaCcT OT UMyHHATa CUCTEMa.

3a kakBo ce uznoJ3Ba Usgena
Usgena ce n3mosi3Ba 3a JIe4eHHe Ha CIeTHUTE Bh3MAIUTEIHN 3200 IsIBaHNS:

o IInaxoB ncopuasuc -—pu BB3pPACTHU U Jela Ha Bb3pACT OT 6 TOJUHU U MO-TOJIEMHU
o [IcopuaruyeH apTpuT — Ipu Bb3pacTHU

o YMepena 10 Texka 6onect Ha Kpon — npu Bb3pacTHr

. YMepeH A0 TEKBK YALEPO3EH KOJIUT — IPU Bb3PaCTHU

IlnakoB ncopuasuc
,,I17TaK0OB TIcopra3nc’ € KOXKHO 3a00JIsIBaHe, KOSTO BOIH JI0 BH3MAJICHHE, 3acsATaIl0 Ko)KaTa U HOKTHTE.
Usgena HamasisiBa Bb3MaJCHUETO U APYTUTE MPU3HAIM Ha 3200/ IsIBaHETO.
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Usgena ce u3mon3Ba Mpu BE3PaCTHH ¢ YMEPEH J0 TeXbK IUIaKOB NICOPHA3UC, KOUTO HE MOTaT /ia
M3IIOJI3BAT UKIIOCTIOPYH, METOTPEKCAT WK (POTOTEparnus, MIIM KOTaTO Te3 JICUSHHS HEe IeHCTBAaT.

Usgena ce u3noss3Ba pu Aela | IOHOLIHN Ha Bb3PacT 6 TOIUHH U MO-TOJIEMH C YMEPEH JI0 TEXKBK
IUTAKOB IICOPHA3HC, KOUTO MMAT HEIOHOCUMOCT KbM (OTOTEpanysl WK APYTU CUCTEMHHU TE€PAIuy, Win
KOTaTO TE3M JICYCHHUs HE ACHCTBAT.

IIcopnaTnyeH apTpur

IlcopuaTiden apTpuT € BB3NATUTENHO 3a00IIIBaHe Ha CTaBUTE, OOMKHOBEHO CHITHTCTBAHO OT
ncopuasuc. AKo UMaTe aKTUBEH MICOPUATHUUCH apTpUT, IbPBO I1ie Bu nekysar ¢ apyru gekapctsa. AKO
HE ce MOBJIHsETe AOCTaTHUHO A0Ope OT Te3| JeKapcTBa, Moxke na Bu ce mpennume Usgena, 3a aa ce:

o HaMaJISIT IPU3HALUTE U CUMITOMUTE Ha 3a00isiBaneTo Bu;
o nogo0pu guznyeckoto Bu cherosinue;
o 3a0aBu yBpexkIaHeTo Ha BamuTe crasu.

Boaect na Kpon

Bonecrra Ha KpoH e Bb3nanuTesiHO 3a00is1BaHe Ha yepBara. Ako umate 6ojiect Ha KpoH mepRo 111e
Bu ce mamaT npyru nexapcTBa. AKO HE C€ TTOBIIUSETE TOCTATHYHO WM UMATe HETIOHOCUMOCT KbM TE3H
nexapcTBa, Moxe na Bu ce nage Usgena 3a HamansiBaHe Ha MPU3HAIIMTE M CHMIITTOMUTE Ha
3abossBaHeTo Bu.

Yiauepo3eH KoauT

VYILEepo3HUST KOJIUT € Bh3MAIUTEIHO 3a00IsBaHe Ha uepBaTa. AKO UMaTe YIEepo3eH KOJIUT, TbPBO
uie Bu ce magar apyru nekapctBa. AKO He ce IOBIHsABATE JOOpe MM MMaTe HETOHOCUMOCT KbM TE3H
nekapcTBa, Moxke 1a Bu ce nane Usgena 3a HamaisiBaHEe Ha MPU3HALIMTE U CUMIITOMUTE Ha Bamiero
3a0ossiBaHe.

2. Kakso Tps6Ba 1a 3HaeTe, npeau Aa uznoJssare Usgena

He n3noa3saiite Usgena

o AKO cTe aJIepru4Hi KbM YCTEKHHYMAa0 WIH HAKOS OT OCTAHAINTE ChCTaBKU Ha TOBA
JIeKapcTBO (M30pOeHU B TOUKA 6).
o AKoO UMaTe aKTHBHA HHEKIUs, KOSITO Bammsr exkap HamMupa 3a 3HaYnMa.

AKO He cTe CUTYpHH JIaiil HSIKOE OT M30POCHUTE MTO-TOpe ce OTHACS 3a Bac, mocwrBeTBaiite ce ¢ Bamms
nekap win papmarieBt, npeau na u3nonssare Usgena.

Ipenynpesxknenns: u NpeanasHu MepKU

l'oBopere ¢ Bamus nekap nnn ¢apmaneBt npeau aa usnoissare Usgena. Bamust ekap 1ie npoepu
CBCTOSIHUETO By npeu Besiko jeueHne. Y BegoMeTe cBos JieKap 3a Besika Barra OosiecT mpeau BCsSko
neueHne. ChIIO Taka TPsOBA Ja KakeTe Ha Baius nekap, ako HACKOPO CTe OMITM B KOHTAKT C YOBEK,
KO#TO MOKe Jla Ma TyOepkyIo3a. Bammsr nekap e Bu nperniesna v e Hanpasu U3ciie/iBaHe 3a
TyOepKyJo3a, npean Aa u3nonssare Usgena. Ako Bammsr nekap cMsTa, 4e cTe U3JI0KEHH Ha PHCK OT
TyOepKys03a, MoXxe 1a Bu mpeanurie ekapcTsa 3a JSICHUETO .

Cienere 3a cCepHO3HHU HeKeJIAaHU PeaKIHH

Usgena mMosxe 1a IpeAn3BUKa CEPUO3HN HEXETaHU PEaKL|H, BKIIOUUTEIHO aJIePTUYHN PEaKy U
uHdekmu. TpsOBa Jia ciaequTe 3a onpeAeeHn PU3HALY Ha 3a00JsBaHusl, JoKaTo nprueMate Usgena.
Buxre ,,Cepro3Hn HeKeNaHU Peakuuy’ B TOUKA 4 3a IBJIHUA CIIMCHK HA TE3W HEXKEJIAaHU PEaKLIUH.

IIpeau na usmossBate Usgena undopmupaiite Bammus jexap:

. AKO HIKOTA CTe HMAJIN aJiepruyHa peakmus kbM Usgena. Axo He CTe CUTYPHH, IOMTUTANTE
Bamusa nekap.
o AKO HAIKOTa cTe MMAJIN HAKAKbB BH/I PaK — TOBa €, 3aII0TO UMyHOCyIpecopuTe kato Usgena

OTCIa0BaT 4acT OT HMYHHATa CUCTCMaA. ToBa moxe Ja MOBUIIIU PUCKA OT pak.
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AKO cTe JJeKYBaHH 32 IICOPHA3KC C APYTH OHOJTOTMYHH JIEKApCTBa (JIeKapcTBo,
MPoU3BeIeHO OT OHOJTOrMYeH U3TOYHUK M 00MKHOBEHO MPUWJIATAHO Ype3 MHKEKIHUSA) —
PHUCKBT OT paK MOXE J1a € IT0-BHCOK.

AKO UMAaTe WJIH HACKOPO cTe MMAJIH HH(eKIu.

AKO UMaTe HOBH WJIM MPOMEHSIIIH ce JIe3WH B yJaCTBIUTE C IICOPUA3UC HITH TI0
He3acerHaraTa Koxa.

AKo mojsy4aBare Jpyro JeyeHue 3a MCOPUA3UC U/MIU MCOPUATHYEH APTPUT — KaTO APYTH
UMYHOCYIIpecopH win (oToTeparus (KoraTo TAIO0TO ce JeKyBa ¢ THI yaTpaBrosnerosa (UV)
cBeTNIMHA). Te3u JIeueHns ChIo MOXKe J]a OTCIIA0ST YacT OT UMyHHATa cucTema. M3mon3BanHeTo
Ha Te3u JieueHus 3aeaHo ¢ Usgena He e u3cnenBaHo. Bp3MokHO € o0aye, TO 1a YBEIUYH PUCKa
OT 3a00JIBaHusl, CBBP3aHH C OTca0BaHe HA HIMyHHATa CHCTEMA.

AKO noJiyyaBaTe WM HAKOra CTe MNOJYy4aBaJIM HHKEKIIUM 32 JiedeHHe HA aJIepruM — He €
n3BecTHO qanu Usgena Moxe /1a OKaKe BIUSIHUE BBPXY TSIX.

AKO cTe Ha M Hajl 65 roIMHU — MOXE J]a CTE TO-CKJIOHHU KbM HH(EKIINH.

AKO He CTe CUTypHU JIajlM HAKOE OT Topen30poeHuTe ce oTHacs 3a Bac, mochBeTBaiite ce ¢ Bamus

JeKap

nnu papmarieBT, npeau aa ninonssate Usgena.

Hsxou nanyeHTH nonydaBaT Jynyc-mog00HU peakiuy, BKIIOYUTEIHO KOXKEH JYITyC epuTeMaToaec 1

JyTIyC

-1oJ00€H CHHIIPOM, 10 BpEeMe Ha JieueHHe ¢ ycTeknnymab. ['oBopeTe BenHara ¢ Bamms nekap,

AKO ITOJIYYHTE YEPBEH, HAAWUTHAT, JIFOLICII] CE 06pI/IB, IOHAKOT'a C MO-TbMHH I'PaHUIIH, B U3JIOKECHUTE
Ha CJIbHIE Y4YaCTbhbIIU Ha KOXKaTa UJIKN CTaBHU 0OJIKH.

CobpaedyeH MHGAPKT U HHCYJITH

WHdapkT 1 HHCYNTH ca HaOII0AaBaHU B IPOYUBAHE NPH MALMEHTH C IICOPUA3HC, JIEKYBAHHU C
ycTeknHyMa0. Bammst nekap peoBHO 1€ NpoBepsiBa pUCKOBUTE (aKTOPH 3a ChPEUHO 3a00/1IBaHe U
UHCYNT 1IpH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 10 noaxoaiuy HaunH. HezabaBHO noTbpcere
MEIUIHCKA TIOMOL, aKO MOJIy4uTe 00JKa B I'bpIUTE, c1ab0CT MM HEOOMYaHO ycellaHe OT eqHaTa
CTpaHa Ha TsJI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PpUTCIIHU CMYIICHUS.

Jleuna u roHOIIH
Usgena He ce npenopbuBa 3a yrnorpebda mpH Jieria Ha Bb3pacT Mo 6 TOAWHU C IICOPUA3UC WU TIPU
Jiela ¥ IOHOIIM Ha Bb3pacT 1o 18 roauHu ¢ rcopuaTuueH apTpur, Oosiect Ha KpoH unu yieposeH

KOJIUT

, 3allIOTO HE € MPOY4YBAH IIPU Ta3W Bb3paCTOBA I'pyT1ia.

Jpyru nexkapcrBa, Bakcnnu u Usgena
Tps6Ba na kaxere Ha Bamus nexap wiu gapmanesT:

AKo mpreMaTe, HaCKOpO CTe MPUEMalTi WM € Bb3MOXKHO Ja IPUEMETE JIPYTH JIEKapCTBa.

Axko Hackopo Bu e npaBeHa niu nnmanupare 1a Bu ce npaBu BakcuHanus. JlokaTo U3mos3Bare
Usgena, HAKoM BUJIOBE BAKCHHU (XKMBH BAaKCHHH) HE TPsIOBa J1a ce MmpuJarar.

Axko cre nosryyaBanu Usgena o Bpeme Ha OpeMEeHHOCTTa, TPsIOBa JAa KakeTe Ha JieKaps Ha
6e6eto Bu 3a nmegenunero ¢ Usgena, mpean TO 1a MOJIy9Ir KaKBaTo U J1a € BAKCHHA, BKITFOYUTEITHO
KUBH BakcuHH, KaTo BIIDK BakcuHa (M3mon3BaHa 3a mpeAnasBaHe oT Tyoepkynosa). XKusure
BaKCHMHHM HE ce MpenopbuBaT 3a Bariero 6e6e mpe3 mbpBUTE ABaHAAECET MECeLa el
pakaaHeTo, ako cre mony4yaBanu Usgena rmo Bpeme Ha OpEMEHHOCTTA, OCBEH aKo JIeKapsT Ha
Bamero 6e0e He mpernopbsya qpyro.

BpeMeHHOCT M KbpMeHe

e Ako cre OpeMeHHa, CMsTaTe, Ye MOXKe Jla cTe OpeMEeHHa WK TUTaHupaTe OPEMEHHOCT,
MochBeTBalTE ce ¢ Bamms nexap npean yrnorpebara Ha TOBa JIEKAPCTBO.

e He e HaOr0aBaH MO-BUCOK PHUCK OT BpojieHU MedeKTH Ipu OedeTa, N3I0KEeHH Ha YCTEKHHYMa0 B
yrpobata. [laHHHTE OT yroTpebara Ha YCTeKUHYMa0 Mpyu OPEeMEHHH JKEHU 00ade ca OTpaHruYeHH.
[Topanu ToBa € 3a mpeamoYnTaHe aa ce u3osrea yrmorpedara Ha Usgena mo BpeMe Ha OpEMEHHOCT.

Edexrure Ha Usgena npu OpeMeHHH KEHH He ca U3BECTHH. AKO CTe jKEHa C IeTepOJIeH
HOTEHIIHAI, JKeJaTeJIHO € Ja He 3a0peMeHsBaTe | Ja H3I0I3BaTe MOIXO I TPOTUBO3AYaThYeH
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MeTo, KoraTo n3non3Bare Usgena u moue 15 ceaMuIm ciies] ocaeIHOTO MpHlaraie Ha

Usgena.
. YcreknayMab MoXKe J1a PEMHUHE TIpe3 IUIalleHTara B HepoJeHoTo 6ebe. AKo cTe moydaBain
Usgena o BpeMe Ha OpeMeHHOCTTa cu, 6e0eTo Bu MoXke J1a iMa M0-BUCOK PUCK OT WH(EKIIUSI.
o BaxxHo e 1a kaxeTe Ha JiekapuTe Ha Bameto 6e0e 1 qpyry MeUITUHCKH CIICUATUCTH, aKO CTE

noyyasaiau Usgena rmo Bpeme Ha OpeMEHHOCTTa cH, nipein 0e0eTo Ja moTyYH KakBaTo U Jia €
BakcuHa. JKuBu BakcuHH, KaTo BIJK BakcrHa (M3mon3BanHa 3a mpeanasBaHe oT TyOepKyino3a) He
ce mpenopbyBar 3a Bamreto 6e6e mpe3 mepBUTE ABaHAECET Mecela Clie]l payKIaHeTo, aKo CTe
nonyuaBaiau Usgena mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JieKapsT Ha Bamiero 6e0e He
npernopbya Apyro.

o YcerekrnHyMa0 MOXKe 1a MPEMHUHE B KbpMaTa B MHOTO MaJIKH KoJindecTBa. [lochBeTBaiite ce ¢
Bamms nexap, ako KbpMUTE WM aKo IUIaHUpaTe Ja Kbpmurte. Bue n BammsaT nexap TpsoBa na
peunTe Aanu TpsOBa 1a KbpMHUTE WK 1a u3nonspate Usgena -—He nmpaBeTe U JBETe.

lo¢upane u pa6oTa ¢ MAIIUHU
YcreknnyMa0 He MOBJIMSBA WK TIOBIIUABA PEHEOPSKUMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MallluHH.

Usgena cbabpaka mojucopoat 80
Toga nekapctBo chabpka 0,04 mg noaucopOat 80 BbB Beceku ml. I[TommcopOaruTe MoOrar aa mpuUYUHAT
aNepruvHu peaknuu. TpsaOBa fa kaxere Ha Bamms nekap, ako UIMaTe YCTaHOBEHH alepruu.

3. Kak na u3noasBarte Usgena

Usgena e mpeaHa3HaveH 3a yrnorpeda 1o pbKOBOACTBOTO U KOHTPOJIA Ha JIEKap C OIUT B JIEYCHUETO
Ha 3a00JsIBaHMsL, 32 KOUTO € rmokaszaH Usgena.

Bunaru usnonssaiiTe ToBa JIEKapcTBO TOYHO KakTo Bu e ka3an BammAr nekap. AKo He cTe CUTYpHU B
Heulo, nonuraiite Bammus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora me Bu ce nocrassar
WHXKEKIMHUTE U KOra IIE ca CJIEABAINTE KOHTPOIHU MIPETIIECIN.

KaxBo koauuecTBo Usgena ce mpujiara
Bammsit nekap e pemu kakBo kosmdecTBo Usgena TpsiOBa aa moayduTe U 3a KaKbB MEPUO]] OT
BpeMe.

Bb3pacTHu Ha 18 roquHu WK NMO-TOJIeMHU
Ilcopua3suc UM NCOPUATHYEH APTPUT

o Ipenopbuntennara HavyanHa 103a e 45 mg Usgena. IManuentu ¢ terino Hax 100 kunorpama (Kg)
MOJK€ /1a 3a1o4Hart ¢ Jo3a 90 mg Bmecto 45 mg.
o Cren HayanmHara J103a, cieaBanata Bu no3a me Obe 4 ceqMuny no-KbCHO U cie]l TOBa Ha

Bcekn 12 ceamunu. Crenpammre 1031 OOMKHOBEHO €a CHIUTE, KATO HavaJaHaTa J103a.

BoJsect Ha KpoH wiu yinepo3eH KOJIHUT

o [To Bpeme Ha nedeHneTo BammsT nekap me Bu npuioxu mbpBarta 103a OT MPUOIH3UTEITHO
6 mg/kg Usgena kankoBo BbB BeHa Ha pbKaTa (MHTpaBeHO3Ha nH(y3ust ). Cie HayamHaTta 103a
I1e ToyJnTe ciensamara mo3a 90 mg Usgena cien 8 cemmunu, ciien ToBa npe3 12 cenMuim
Ype3 MHXKEKIHS 1101 KoXkKaTa (TI0IKOIKHO).

. IIpu HsKOW MAITMEHTH, CIIe ITbpBaTa MoAKoKHaA MHKekins, 90 mg Usgena moxke ma ce mpuiara
npe3 8 ceamuny. Bammsr exap me pemm kora TpsOBa Ja MoJIyqHuTe CIIe/IBaIaTa CH J103a.

Jena u 10HOIIM HA 6 TOAMHU WJIM MO-TOJIEMHU

Ilcopnazuc

. Jlexapsit TpsiOBa 1a ompeaeny nMpaBUIIHATA 3a Bac 103a, BKIIFOYUTEITHO U KOJIMYECTBOTO (00ema)
Usgena, koiiTo TpsOBa 1a ce MHXKEKTHPA, 3a J1a ¢ TIpaBmIHA Mo3aTta. [IpaBmiHara go3a 3a Bac mie
3aBHCH OT BameTo TemecHo Terso mo BpeMe Ha BCsKa J03a.
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o Nwma nanmyen (nakoH ot 45 MQ 3a ze1ia, Ha KOUTO TPSOBA J1a Ce MPUIIOKHU TTO-MAJIKO
KOJIMYIECTBO OT 45 Mg

o Axo Texwure mo-mainko ot 60 Kg, npenoppunrtennara no3a e 0.75 mg Usgena va Kg tenecuHo
TETJI0.

. Axo Texxute ot 60 kg 1o 100 kg, mpenoppuntennaTa qo3a e 45 mg Usgena.

. Axo Texxute moBede ot 100 kg, nmpenoprunTennara no3a e 90 mg Usgena.

o Crnen HayanmHaTa 7034, ciieaBamara Bu mo3a me 6b1e 4 ceMuIu mo-KbCHO | CJIeN TOBa Ha

BCeKH 12 cenMuIIn.

Kak ce mpuaara Usgena

. Usgena ce mpritara KaTo HEXKEKIFS 11O KokaTa (TIoaK0oxkHO). B HagamoTo Ha BameTo nedenwe,
Usgena mMoske 1a ce MHKEKTHpa OT JieKap MM MEAULUHCKA CecTpa.

. Bue n Bammust nekap, obade Moxe ma pemmre, 4e Bue camu Moxke 1a cu nmxkektupare Usgena.
B TaxbB ciyuaii mie npeMuHeTe oOyueHue Kak Aa cu nHkektupare Usgena caMmocTosTe Ho.

. 3a ykaszaHus Kak Ja uxekTrpaTe Usgena BukTe ,,YKa3aHus 3a IPUIOKEHHUE B Kpas Ha Ta3u
JUCTOBKA.

FOBOpeTe ¢ Bamus JICKap, aKO UMaTe€ BHIIPOCU OTHOCHO TOBA KaK CaMH Ja NMOCTaBATE MHXCKIUATA.

AKO cTe U3M0JI3BAJIM T0OBeYe 0T HeoOXoamMara go03a Usgena

AKo cTe n3mon3BaNy Wiy ca Bu npunoxxmiy moBede ot HeoOxoamMarta no3a Usgena, HezabaBHO ce
MOCHhBETBaTE C Jiekap uin papmaneBT. Bunaru Hocere ¢ Bac kapToHeHaTa onakoBKa Ha
JIEKapCTBOTO, JIOPH U J1a € TIpasHa.

AKo cTe mponycHaJM 1a u3noj3Bare Usgena

AKO CTe MpoITyCHAJIH J103a, CBhpKeTe ce ¢ Bamus nekap wiu dapmanieBt. He nmpunaraiite nBoiiHa
J103a, 3a J]a KOMITEHCUpATe MPOITyCHATAaTa J103a.

AKko cTe cnipesau ynotpedara Ha Usgena

He e onacuo na cipere ynorpebara va Usgena. Ako obaue s ciipere, Bamnte cuMnToMu MOXKe Jia ce
BB300HOBIT.

AKO UMaTe HSKaKBH JIOIBIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpebaTa Ha TOBa JICKAPCTBO, MOMHUTANTEe
Bamus niekap wnu gpapMareBT.

4. BBb3MOKHH HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEKCIaHNU pE€aKIIuK, BHIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepHo3HH HEKEJAHN Peakiuu

Hsxon MNAalUMCHTH MOKE 1a UMAaT CCPUO3HU HCIKCIIaHU PECAKIINH, ITPU KOUTO Aa CC Hajlara CIICIHIHO
JICUCHUC.

AJIeprUYHM peakIu — MOsKe 1a N3MCKBAT clelHo JedeHue. UHpopmupaiite Bammust nexap nium
He320aBHO MOThpceTe CHelHA MeININHCKA OMOIL, aKo 3a0e/iesKuTe HAKOM 0T cieHuTe
NMPU3HALM.
e (CepHO3HHUTE aJIEPTUYHU PeaKiuy (,,aHauIakcus’’) ca peKH MPH Xopa, Ha JICUCHHUE C
ycrekuHyma0 (Moske na 3acersat g0 1 Ha 1 000 gymm). [IpusHaiure BKItOYBAT:

o 3aTPyAHECHO JUIIAHE WU NPErTbLIaHe
o HUCKO KPBBHO HAJIATAaHE, KOETO MOXKE JIa MPUYMHU 3aMassHOCT WM CBETOBHPTEXK
o MOIyBaHE Ha JINIETO, YCTHUTE, yCTaTa U I'bPIOTO.

o UecTrTe Mpr3HAIM Ha aIepTUYHA PEaKIlisl BKIIOUBAT KOKEH OOpUB U YpTHKapus (MOXKe Ja

3acernat 1o 1 Ha 100 gymm).
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B penxu ciyuau ce ch0011aBAT aJIePru4HN 0€JI0IPOOHH peakiuu U 0eJI0IPOOHO Bbh3NajieHHue
NpH NMANUEHTH, KOUTO MOJy4aBaT ycTeKHHyMa0. YBeqoMeTe Beqnara Bammus jekap, ako
NMOJIy4YHTe CHMITOMH KATO KANLUIMIA, 3ayX U BUCOKA TeMIepaTypa.

AKO TIOTTyYHlTE CepHO3Ha allepTUIHa peakmus, Bammst nexap Moxe na pemnn, 4ye Bue e TpsOBa na
ynotrpebsBate Usgena oTHOBO.

Nndexuuu — MoKe 1a U3UCKBAT crielliHo JeyeHue. UHdopmupaiite Bamusa gekap, ako
3a0esiesKMTe HAKOM OT cileJHUTE MPU3HALH.

o WHQEKIMUTE HAa HOCA WITK TBPJIOTO M IPOCTyJiaTa ca 4YecTH (MOoXe Ja 3acerHar o 1 Ha
10 aymm)

. WH(EKITUUTE Ha TOJIHATE JUXATETHU MBTHINA (TPBIHA HHGEKITHH) ca HedecTH (MOXKe 1a
3acernar a0 1 Ha 100 gymm)

. BB3MAJICHUETO Ha MOJKOKHATA ThKaH (LIETYIUT) € HedecTo (Moe Ja 3acerde 10 1 Ha
100 myrmm)

o xeprrec 30ctep (Bu 00Jie3HEH O0pHB ¢ MEXypH) ca HedecTH (MOJKe /1a 3acernar o 1 Ha
100 mymm)

Usgena mosxe 1a Hamanu criocodHocTTa Bu 1a ce 6opute ¢ nHpeknnu. Hakon nHdexmn Moxe aa
CTaHAT CEPHO3HU M MOXKE JIa BKIIOYBAT MHPEKIINU, IPHYMHEHH OT BUPYCH, 'BOWYKH, OaKTepuu
(BKJIFOUUTENHO TyOEpKyII03a) WK Mapa3uTH, BKIFOUATETHO MH(PEKIINU, KOUTO Bb3HUKBAT MPEIHUMHO
TIpH Xopa ¢ oTciadeHa IMyHHa cucteMa (omopTIOHUCTHYHHN nHpekun). [Ipu nanuenTy, momrydaBamnm
yCTeKHHyMab, ce chO0IIaBaT OMOPTIOHUCTUYHN HHPEKITUN Ha MO3bKa (€HIe(auT, MEHUHTHUT),
OenuTe TPOOOBE U OUHTE.

Hoxato ynmorpedssare Usgena, TpsiOBa na cneante 3a mpu3HAIM Ha WHEKIU. Te BKIIOYBAT:
BHCOKA TeMIlepaTypa, TpUIonog00HH CHMITOMH, HOIIIHO TIOTEHE, 3ary0a Ha TerJo

yMoOpa W 33]1yX, YIIOPUTa KaluThIa

TOIUIA, 3a4epBeHa U OO0JIE3HEHA KOXKa HIIH OOJIE3HEH KOXKEH 00OPUB ¢ MEXypH

napeHe Mpu ypuHHpaHe

JHapus

3pHUTEITHO CMYIIEHHE WIIH 3ary0a Ha 3peHue

r71aBoOoJIMe, CKOBAHOCT Ha BPaTa, YyBCTBUTEITHOCT KbM CBETIIMHA, TaJICHE HIIH 00BPKAHOCT.

Wudopmupaiite Bamms nekap BeqHara, ako 3a0eiexuTe HIKOH OT Te3u nMpu3Hany Ha nHpeknus. Te
Morar Aa 0bAaT NpU3Hany Ha HHPEKIHUH KaTo IPhAHN HHPEKINH, KOKHU HHPEKINH, XepIec 30CTep
WM ONOPTIOHUCTHYHY MH(EKLINHU, KOUTO MOTaT Jja JOBEAAT /10 CEPUO3HM YCIOKHEHHS.
HNudopmupaiite Bammst gekap, ako nMaTe HSIKaKBa YIOPHTA WM OBTapsIIa ce MHPeKIus. Bamust
JieKap MOXKe J1a pely, ye He TpsiOBa na ynorpebdsiare Usgena, nokaro nHpekuusTa He Obie
U3IEeKyBaHa. ¥YBenpoMmeTe Bamus iekap, 1 ako UMaTe OTBOPEHH paHH WM HapaHsSIBaHMS, ThbH KaTo
MOJKe J1a ce MH(EKTHparT.

JIromeHe Ha KOKATA — HHTEH3NBHOTO 3a4epPBsABaHE U JIOMIEHE HA KOKATA HA MO-TOJIsIMA TIJIOIT
MO TAJIOTO MO3Ke 12 ca CHMITOMM HA ePUTPOePMHUYEH NMCOPUA3ZNC MU eKc(poIuaTHBeH
AepMATHUT, KOMTO Ca CEPHO3HU KOKHH 3200/ IIBaHUsA. AKO 3a0eseKnTe HAKOMH OT Te3u NMPU3HALH,
Tpsa6Ba 1a nHpopMupare Bammus nexap He3abaBHO.

Jlpyru HeskeJIaHM peaKIuU

Yectu (Moxe na 3acerHat jo 1 Ha 10 gymm):
Japust

rajicHe

MOBPBIIIAHE

yMopa

3aMastHOCT

riaBoOome
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cbpOex (mpypuTyc)

Ooiika B r'bp0a, MyCKYJIUTE HJIH CTaBUTE
BB3IMAJICHO I'bPJIO

3auepBsiBaHE M 0OJIKa Ha MACTOTO HA MH)KEKTHPAHE
UH(DEKIHS Ha CHHYCHUTE

Heuectu (Moxe na 3acersar 1o 1 ma 100 gymm):

WH(DEKITHH Ha 3p0HTe

BarvHaj Ha HHPEKINS, MPUIUHEHA OT I'bOMYKH

JieTIpeCHs

3aIyIIeH HOC HITH XpeMa

KbPBEHE, TOCHHIBAHE, BTBbP/ISIBAHE, MOIyBaHE U ChPOEK HA MICTOTO HA HHKEKTUPAHE
ycemaHe 3a cabocT

criaJlaHe Ha KJieraya U U3KpUBSBaHE HAa MYCKYJIHTE Ha eTHATA TIOJIOBHHA Ha JIMIETO (,,JTHIEBa
napanu3sa’” Wiy ,,iapajin3a Ha ben”), KosTo 00OMKHOBEHO € BpeMeHHa

MPOMSIHA Ha TICOPHA3UCA ChC 3aUCPBSIBAHE U HOBHM MAJIKHU, JKBIITH WIH OCIH MEXYPH MO KOXKATa,
MOHSKOTa MPUAPYKEHH C TeMIiepaTypa (IIyCTyJI03€H IICOPHUA3UC)

OecieHe Ha KokaTta (eKCQouaims Ha Ko)KaTa)

aKHe

Penxu (Moxe na 3acernat g0 1 Ha 1 000 xymm)

3ayepBsBaHE W JIOMICHE HA KOXKATa HA TO-TOJIsIMA TUIOI 110 TSI0TO, KOUTO MOXKE JIa ChpOST HITH
Ja ca bone3neHu (excomaTuBeH aepMartuT). [1o100H CHMITTOMHM TTOHSIKOTA CE Pa3BUBAT KaTo
€CTEeCTBCHA NPOMSIHA HA BUJIA HA CUMIITTOMUTE Ha MCOPHUA3UC (EPUTPOICPMHUYICH ICOPUABHIC)
Bb3naneHue Ha MaJIKUTE KPhbBOHOCHU ChJIOBE, KOSTO MOXKE J1a JIOBEIE 10 KOKEH O0PUB C MaJIKH
YEepBEHU WU JIWJIABU TOYTUHH, TEMIIEPATypa WK 0O0JIKa B CTABUTE (BACKYIIUT).

Mpmuoro penku (Moxe ma 3acertar g0 1 zHa 10 000 mgymm)

OO0pa3yBaHe Ha MEXypH T10 KOXaTa, KOSITO MOXe Jia ObJie 3a4epBeHa, ChpOsiia U 00Ie3HeHa
(bynozen nemduronn)

KOXKEH JTYIyC epUTEeMaTO/IeC U JyNyc-mo100eH CHHAPOM (YepBeH, HaJUTHAT, JIFOIICI] Ce OOpHB
B M3JIOKEHHUTE Ha CIIBHIIC YYaCThIIM Ha KOXKaTa, KOWTO MOXKeE Ja € MPUIPYKEH OT OOJIKH B
CTaBUTE).

Cho0maBaHe Ha HesKeJAHH PeaKIuu

AKO ToITyuHTe HSIKaKBU HEXEJIaH! JICKApCTBEHU peakiny, yBegoMere Bamms nekap winm hapManesr.
ToBa BKIIFOUBA ¥ BCHYKH BH3MOKHU HEOMTMCAHH B Ta3H JIMCTOBKA HEXENaHU peakiuu. MoxkeTe ChIIo
J1a ChOOIIUTE HEXKENIaHU PEaKLUMH JUPEKTHO Yype3 HallMOHAJIHATa CUCTEMA 3a ChOOILIaBaHe, MOCOYEHA B
IIpunoxenue V. Kato cro0maBare HeXXEIaHA PEaKIIUH, MOXKETE Jla TaJIeTe CBOSI MPUHOC 3a
NoJy4aBaHe Ha MoBede HH(OpMaIHs OTHOCHO 0€301acHOCTTa Ha TOBA JIEKAPCTBO.

Kak na coxpansBaTte Usgena

[la ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JICLa.

a ce cpxpansBa B xnaquHuk (2°C—8°C). Jla He ce 3ampazsBa.

CexpaHsBaliTe IpeIBAPUTEITHO HAITbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA ONIAKOBKA, 3a J1a Ce
Mpe/nasu OT CBETINHA.

[IpenBapuTenHo HalrbJIHEHATa CHPUHIIOBKA TPsiOBa /1a ce OCTaBH Ja JOCTUTHE CTaifHa
TeMriepatypa (IpuOIM3UTETHO TTOJIOBHH Jac). Ako € HeoOxoaumo, oTaenauTe Usgena
MIpEIBAPUTEIHO HAITbJIHEHN CIPUHIIOBKH MOXE CBILO J1a CE ChXpaHsABaT NPH cTaliHa
temmeparypa 1o 30°C 3a MmakcuMyM enuH nepuon 10 30 AHU B OpUTHHAIIHATA KapTOHEHA
OITaKOBKa, 3a J]a C€ MPEeana3siT OT CBETINHA. 3alHuIleTe JaTaTa, Ha KOSTO MPEeIBAPUTEITHO
HaITbJIHEHATa CIPUHLIOBKA € M3BaJlcHa 32 IbPBH BT OT XJIaJMIHUKA U 1aTaTa Ha U3XBbPIISTHE
Ha 0003HauCHNUTE HA BHHIIIHATA KAPTOHEHA OMaKoBKa MecTa. [lataTa Ha H3XBBPIIIHE HE TPsOBa
Jla € ciell OpUTUHAIHUS CPOK Ha TOJTHOCT, OTIIeYaTaH BbpXY KapTOHEeHaTta onakoBka. Cien KaTo
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BEJIHBK CIPUHIIOBKATa ¢ Onjla chXpaHsaBaHa IpH craiiHa Temmepatypa (10 30°C), Ts1 He TpsiOBa
Jla ce BpbIla B XJIQIWIIHUKA. VI3XBbpIIeTe CIPUHIIOBKATA, aKO HE CE M3IOJI3BA CIIe]] ChXPaHCHHE
MIpH CTaifHa TemmepaTtypa B paMKkuTe Ha 30 JHU WK Clie]] M3THYaHEe Ha OPUTUHAIHUS CPOK Ha
TOJHOCT, B 3aBHCUMOCT OT TOBa, KO€ OT JIBE€TE HACTBIIN MO-PaHO.

He pasknamaiite npeBapuTenHo HambIHEHUTE cripuHioBku Usgena. [IpoabmkuTeTHoTo
ESHEPrUYHO pa3KIIallaHe MOXKE JIa IIOBPEIH JIEKAPCTBOTO.

He u3noJi3BaiiTe ToBa JieKapcTBO:

CJIel CpOKa Ha TOJHOCT, OTOSNI3aH BbPXY €TUKETA U KAPTOHCHATA OMIAaKOBKa CIIC
»EXP“/,,T'onen no:“. CpoKbT Ha TOMHOCT OTTOBApSI HA MTOCIIEIHUS ASH OT TTOCOUYCHIS MECeIl;
aKO TEYHOCTTA € C IPOMEHEH I[BST, MbTHA WJIM B Hesl ce 3a0esI3BaT roJIeMU TUIABAIIH YaCTUIU
(BmxTe TOuKa 6 ,,Kak m3rnexkma Usgena u kakBo Chabpka OllakoBKaTa“);

aKo 3HAEeTe WM CMATATe, 4e MOJKe /1a € Onila N3No)KeHa Ha eKCTPEMHH TeMIieparypu (KaTo
WHITUICHTHO 3aMPb3BaHE WM 3arpsBaHe);

aKO TPOIYKTHT € OWJI €eHePTUYHO Pa3KIIATeH.

Usgena e camo 3a egHOKpaTHa yroTpeda. Hen3mon3BaHusT MpOIyKT, OCTaHa B CIIPHHIIOBKATA,
TpsiOBa J1a ce M3XBBHPIK. He u3xpbpisiiTe ekapcTBaTa B KaHAJIU3AMATA UM B KOHTEHHEpa 32
JloMaitHu oTHaabiy. [lonuraiite Bamus GpapManeBT Kak 1a U3XBBPIIATE JCKapCTBaTa, KOUTO BEYE HE
u3noa3Bare. Te3n MEepKHU 1Ie CIIOMOTHAT 33 ONa3BaHE Ha OKOJHATA CPEAa.

6.

CpabpikaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHopMauus

Kaxkgo chabpika Usgena

AKTHBHO BEIIECTBO: YCTeKUHYMa0. Besika mpeiBapuTEeHO HAITBIHEHA CIIPUHIIOBKA ChIbPKa
45 mg ycrexkunymab B 0,5 ml.

JIpyru chCTaBKU: XUCTHINH, XUCTHIMHOB MOHOXUAPOXIOpH I, moaucopbar 80 (E433), 3axaposa
U BOJIA 338 UHIKEKIIHH.

Kak m3rae:xxga Usgena u kakBo cbAbpska 0MaKOBKaTa

Usgena e 6ucTbp, Oe3BETeH 10 OJIST0KBIT HHKEKIIHOHEH Pa3TBOP, U MPAKTHYECKU HE ChIbpPKa
BUJIMMH YacTuIM. JlocTaBs ce B KapTOHEHA OIMIAKOBKA, ChABbPIKAIlA €JHA CTHKIICHA MTPEABAPUTEITHO
HaIThJIHEHA €JHO/I030Ba criprHIIoBKa 1 ml. Besika mpeBapuTeIHO HATBJIHEHA CIPUHIIOBKA ChABPKA
45 mg ycrexkuayma0 B 0,5 ml HHXEKITMOHEH pa3TBOp.

IIpuTe:kaTes Ha pa3pellieHHETO 32 yNoTpeda
STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
T'epmanus

IIpousBoaurean
Alvotech Hf
Semundargata 15-19
Reykjavik, 102
Wcnanans

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

3a JOmBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
MIPEJICTAaBUTEN Ha MIPUTEXKATEN Ha Pa3pelIeHneTo 3a ynorpeoa:
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Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 24797878
bbarapus

STADA Bulgaria EOOD
Ten.: +359 29624626
Ceska republika
STADA PHARMA CZs.r.0.
Tel: +420 257888111
Danmark

STADA Nordic ApS

TIf: +45 44859999
Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti

UAB ,,STADA Baltics*
Tel: +372 53072153
EALdoa

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
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
Kvbmpog

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
Latvija

UAB ,,STADA Baltics*
Tel: +371 28016404

Lietuva

UAB,,STADA Baltics*
Tel: +370 52603926
Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 24797878
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 Pharm Sp. z.0 0.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Romaénia

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

JIaTa Ha MOCJCAHO NMpepasrjckaaHne Ha JIMCTOBKaTa

Jlpyru u3TOYHUIM HA HHpOpMANHA

IMoxpo6Ha nHpopMalius 3a TOBa JIEKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHus
1o JiekapcTBaTa https://www.ema.europa.eu/.
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Yka3anus 3a MPUJI0KCHHUE

Yxka3anus 3a ynorpeda

Usgena 45 mg nH:KeKIMOHEeH Pa3TBOP B NPeIBAPUTETHO HATBJIAHEHA CIPUHIOBKA
YCTeKMHYMAa0

32 MOAKOKHO NPHJIOKEHUE

IIpoyeTe BHMMATEJIHO Te3U YKa3aHus 3a ynoTpeda mpeau aa usnojssare Usgena uHKeKIHMOHEH
Pa3TBOP B NPeIBAPUTETHO HAMbJIHEHA CIPUHIIOBKA.

B nauanoto Ha leueHUETO METUIIMHCKY crienuanucT e Bu noctaBu Bamarta nmbpea nmxkekuus. Bue
u Bammsr nexap obade Moxke n1a pemmure, 4e Bue cammu Moxe na cu umkektupare Usgena. B TaksB
CITy4aii 11ie MpeMHuHeTe 00y4YeHHe Kak na urmkekrupare Usgena. ['oBopere ¢ Bamus siekap, ako umare
BBIIPOCH OTHOCHO MOCTAaBAHCTO HAa MHXXCKIHATA.

Basxkna undopmauus

o Camo 32 IOAKOXKHO MPHUIIOKECHUE

. He cmecnaiite Usgena ¢ mpyru Te9HOCTH 32 WHIKEKITHSL.

. He paskmnamaiite Usgena npeaBapuTeTHO HaITBIHEHUTE CIIPUHIOBKY. [IpndnHaTa 3a ToBa e, 4e
CHJIHOTO Pa3KJIAIlaHE MOXKE [1a IOBPEAHU JIEKAPCTBOTO.

o He ynorpe0sBaiite 1ekapcTBOTO, ako € OMIIO CUIIHO pa3KiIaTeHo. B3emeTe HOBa IpeiBapUTEIHO

HaITbJIHCHA CIIPUHIIOBKA.

[TpoBepeTe mpeABapUTETHO HATBTHEHUTE CIIPUHIIOBKH, 32 J1a CTE€ CUT'YPHH, Ye'!

o OpoAT Ha CHPUHLIIOBKUTE U KOHLCHTPALUATA Ca IPABUIIHU
0 Ako Bamara no3a e 45 mg, TpsiOBa Jla H3MOJI3BATE €JHA IPEABAPUTEITHO HAIThJTHEHA
crpuHoBka Usgena, ceabpikaria 45 mg
0 Ako Bammara no3a e 90 mg, Tps6Ba 1a u3non3Bare JABe NpeIBAPUTETHO HATBIHEHH
cnpuHIoBKK Usgena ceabpikainy mo 45 Mg Besika, u 11e TpsOBa Ja CH ITOCTaBUTE JIBE
nxekuun. M3depere 1Be pa3inyHM MecTa 3a HH)XXEKTUpaHe (Harp., eIHa WH)XEKLHUS B IECHUS
KpakK " Apyra — B JIEBUs), KaTO HalpaBUTE MHXXEKIIMUTE €HA CIIel Apyra

TOBA € MPABUIHOTO JIEKAPCTBO

HE € U3TEKbJ CPOKBT Ha FOAHOCT

NpeABapUTEIHO HAITbJIHEHATa CIPUHIIOBKA HE € [TOBpeieHa

PasTBOPBT B IPEABAPUTEIHO HAITBJIHEHATA CIPUHIIOBKA € OMCTBHP, OE3LBETEH 10 JIEKO KBJIT U

0€e3 BUIUMH YaCTHIIH

Pa3TBOPHT B MIPEBAPUTETHO HATBITHEHATA CIIPUHIIOBKA HE € 3aMpa3siBaH

o IIpenn npunarane Usgena tpsOBa na 1OCTUTHE CTaiiHa TemmepaTypa (MpUOIH3UTETHO 332 OKOJIO

TIOJIOBHH Yac)

Ha ¢urypa 1 e nokazano kak usriexaa Usgena npeBapuTeHO HAITbIHEHATa CIIPHHIIOBKA.

SN
= —;{_(7 N e =
[ \

Il

Byrano Hunueasp Ha
CIPUHIIOBKaTa uria Kallaue Ha urjiara

®@urypa 1
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1. IToaroTBeTe MaTepUAINTE:
[ToarorBere MaTepuanuTe, KOUTO ca HeOOXoaUMH 3a Bamara umkeknus. Bue nmare Hyxaa oT:
® AHTHUCENTUYHU KbPIHUKU
® [aMy4YHH TaMIIOHH WJIM MapJieHH KOMIIPECH
e 3ajernsima ce NpeBpb3Ka
e npeanucanata Bu goza Usgena (Bmxre purypa 1)
® YCTOWYMB Ha MPOOMBaHE KOHTEHHED 32 U3XBBPJISTHE Ha OCTPH MPEIMETH (HE € BKIIIOYCH).

Bmxre durypa 2.
Cnbepere BCHUKH MaTepHalii, KOUTO ca Bu HeoOXoquMu U TH ocTaBeTe BbpXY YMCTa
MTOBBPXHOCT.
L5 BN TN A 2]
A< SSSS- | |
[IpeaBapurenHo 3anernsia ce AQHTHCENTUYHU KbPIMYKH TaMy4yeH TaMIIOH  YCTONYMB Ha
HaIbJIHEHA MpeBph3Ka WIH npoOuBaHe
CIIPUHLIOBKA MapJjieH KOMIIpec ~ KOHTeWHep
Usgena 32 U3XBBPISHE
Ha OCTpH
MpeIMeTH
®@urypa 2
2. N30epere u MOAroTBETE MACTOTO 32 MHKEKTHPaHE
N36epeTe MSICTOTO 3a HHXKEKTUpaHe (BHKTe hurypa 3)
o Usgena ce npuiiara Kato HHKEKIHUsI OJT Koxkata (TI0JKOKHA HHKSKIIHS)
o N36epere MCTO HAa MHKEKTUPAHE.
o IMoaxonsmu MecTa 3a HHXXEKTUpAHE ca rOpHaTa yacT Ha OepoTo, cefanniHaTa 001acT Hin
00acTTa OKOJI0O KOpeMa Ha pa3CTOSHUE Hal-MajKO 5 CM OT IThIIa
° Axko OosHOrIeay Bu momara npu mocTaBsHETO Ha MHXKEKIIMATA, TOW/TS MOXKE J1a u3depe u
rOpHaTa yacT Ha pbKaTa KaTo MSCTO 3a MH)KeKTUpaHe (BIK ¢urypa 3)
o N30upaiite pa3nnyHO MICTO HA MHHKEKTHPAHE 3a BCAKa MHXKEKIs. He mocTaBsiiTe HHKEKIUS

Ha 00J1aCTH OT KOXaTa, KOUTO Ca HapaHCHH, C KPbBOHACAAAaHEC, 3a4YCPBCHU UJIU TBBPAU.

o, | 5

Ob6nacTuTe, MapKUpaHH B KBJITO Ca MPENOPHUNTENHN MECTA HA HHKEKTHPAHE

®urypa 3
IMoaroreere MACTOTO 32 HHKEKTHPAHE
o Wzmuiite ppieTe cu MHOTO J0OpE ChC callyH U TOIUIA BOJA.
o [Touncrere KOXkaTa Ha MACTOTO 33 HHKEKTHPAHE C AaHTUCENTUYHA KbPIIHYKA.
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He noxocpaiiTe noseue Ta3u 00JacT A0 OCTaBIHETO HA MHXeKuATa. OcTaBeTe Koxara J1a
M3CHXHE MIPEIN HHXEKLUATA.

. He BeiiTe u He myxaiiTe BEpXY IMoYnCTeHaTa 00JIacT

. He unxextupaiite npes3 apexu

3. Cpasere kanmaykara Ha urJjara (Buxkre gurypa 4)
e (CBanere KamaykaTa Ha WIJIaTa, KOTaTo CTe TOTOBHU Ja MHXKeKTupare Usgena
e He nmokocBaiiTe OyTaioTO, JOKATO CBAIATE Karavykara Ha Urjiara
e [IpugbpxaiiTe HUWIMHIBPA HA IPEABAPUTEITHO HAIIBIHEHATA CIIPUHIIOBKA C €IHA PHKA U PSI3KO
M3IbpIIaiiTe KalmaykaTa Ha UTJaTa B IpaBa Mmocoka (Buwkre ¢purypa 4)
M3xBbprere kanadkata Ha uriarta. He s mocTaBsiiiTe OTHOBO.
Moske ma 3a0enexuTe Karka TEYHOCT Ha BbpXa Ha uriara. ToBa € HOpMaiHo.
He noxocpaiiTe urnata v He 1 JONUPANTE B APYTH MOBBPXHOCTH.
WmxexTupaiiTe 1o3aTa BeqHara, oM CBaJINTe Kalavykara Ha UIriiara.

CEN

4. Un:xekTHpAaiiTe 103aTa
XBaHeTe CIPUHIOBKATA
e XBaHeTe HWIMHIbPA HA IIPEIBAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA MEXIY Tajlel] 1
nokasasiena (Brxkre ¢purypa 5) Ha eHaTa pbka
e He usnon3BaiitTe npeaBapuTeTHO HAIIBJIHEHATA CIPUHIIOBKA, aKO MMaJHE C OTBOPEHA Uria. AKo
TOBA Ce CIIy4H, MOJISI CBBPIKeTe ce ¢ Bamus nexap winn apMarieBT 3a yka3aHusl.
e He mawprsaiite 6yTanoro.

®urypa 5

3axBaHETE KOXKHA I'bHKA K BKapaﬁTC urjaara
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e l3mom3BaiiTe ApyraTa pbKa, 3a ]a XBaHETe KOXHA I'bHKA OT MMOYMCTEHATA YacT Ha KOXKaTa.
3aapmKTe 3APaBo.

e C enno Obp30 IBMKEHHE BKapalTe UTJaTa B KOXarta Mo bI'bj 45° (BuxKTe Qurypa 6)

®durypa 6

HuxexkTupaite 1eKapcTBOTO

e mxekTHpaiite 1s1aTa TEYHOCT, KATO MU3ION3BATE TAJlela 1a HATHCKA OYTaNIOTO TIpe3 LSII0TO
BpeMe J10 U3Mpa3BaHe Ha CIIPUHIIOBKaTa (BIXTe urypa 7)

®urypa 7

Ilycuere uriara aa ce npudepe

e Koraro 6yTaJ'IOTO CTUTHC 0 Kpasi, HE OTHYCKaﬁTe HaTHCKa BbPXY HErO. I/I3Ba,E[CTe urijiara mu
ITYCHETE KOXKarTa.

e baBHO oTcTpaHeTe naera cu oT OyTanoro. byTanoTo 1me ce IpuIBMKHA HArope 3aeaHo ¢
npbcTa Bu, [okaTto msuaTa uria ce nmokpue ¢ npeanasutens (Buxre gpurypa 8).
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®urypa 8

5. Cnen uH:KeKTHPaHe:

e (Crex MHXXEKTUPaHE, IPUTUCHETE AMyYHHsI TAMIIOH WJIM MapJis BbPXY MSACTOTO Ha
HMHXCKTHUPAHE B IPOABJDKCHNUE HA HAKOJIKO CCKYHIU, CJIC KaTO IMMOCTABUTC MHXXCKIHATA
(BmxTe purypa 9).

e Bb3MOXXHO € Ha MSICTOTO HAa MHXXEKTHPAHE J1a UMa MaJIKO KOJIMYECTBO KpbB. ToBa €
HOpPMAJTHO.

e He pa3rbpkBaiiTe KoxKaTa Ha MACTOTO Ha HHXEKTUPAHE.

e Moxe Ja CIOXXUTE MaJIKa JIEIEHKA BbPXY MACTOTO Ha HH)XKEKTUPAHE, aKO € HEOOXO0ANMO.

®urypa 9

6. U3xBbpIsiHe:

e (ChriacHO MECTHHUTE Pa3Nope0U MOCTABETE M3IOA3BAHUTE CIIPUHIIOBKY BeJHAra CJIe]
ynorpeba B HEMpoOUBaeM KOHTEIHHEp, KaTO HalpuMep KOHTEHHEpa 32 U3XBBPIISTHE Ha OCTPH
npeaMeTd. He u3XBbpiisiiTe H3M0A3BaHUTE CIIPUHIIOBKY B KOHTCHHEP 3a JOMAIITHH OTIaIbIIH
(Bmxre durypa 10).

e  AHTHCENTHYHUTE KbPIUYKH, TAMYYHUTE TAMIIOHU M MapJICHUTE KOMITPECH MOXKE JIa Ce
U3XBBPIAT B 00U OOKITYK.

e 3a Bamara 6e30macHOCT U 3/ipaBe, KakTo U 0€30MaCHOCTTA Ha IPYTUTE, HE U3MOI3BaiiTe
MOBTOPHO CIPUHIIOBKHTE.
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JlncroBka: undopmanusi 3a NoTpeduTENA

Usgena 90 mg nH:KeKIMOHEeH Pa3TBOP B MPeIBAPUTETHO HANTBJIHEHA CIPHHIIOBKA
ycrekunyMa0 (ustekinumab)

vTosn JIEKapCTBEH MPOYKT MOAJICIKH Ha JOMBIHUTEIHO HabmoaeHne. Tosa 1ie mo3Boiu 6p30To
YCTaHOBSIBaHE HA HOBa MH(POPMAIIUs OTHOCHO Oe3omacHocTTa. MoxeTe Jia 1aieTe CBOsI MPUHOC, KaTo
CHOOIIUTE BCSKA HEXXETaHa Peakilys, KOATO CTe MOTYyYMINA. 3a HAYMHA Ha ChOOIIIaBaHe HA HEXETaHH
peaKInu BIKTE Kpas Ha TouKa 4.

IIpoyeTrere BHMMATEIHO USJIATA JIMCTOBKA, IIPEeAH 12 3alI0YHeTe 12 U3I0/I3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nundopmanus.

Ta3u JMCTOBKA € HANMCAHA 32 MALMEeHTAa, KOWTO NpueMa JIeKapcTBOTO. AKO CTe poauTeJ HiIn
HACTOMHUK, KOWTO e mpuaara Usgena na gere, MoJisi mpoyeTeTe BHUMATETHO Ta3H
HHGopmanus.

- 3amaseTe Ta3u JUCTOBKA. Moke 1a ce HaJIOKU J1a g IPOUETETE OTHOBO.

- AKO UMaTe HIKAaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexkap wiu gapmarieBT.

- Toa nekapcTBO € npeanucano JuyHo Ha Bac. He ro nmpeotcThnBaiite Ha npyru xopa. To Moxke
Jla UM HaBpeI, HE3aBUCHMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisiBaHe ca chluTe KaTo BammuTe.

- AKO ToITyuHTe HSIKaKBU HEXEJaH! peakiuy, yBenromere Bamms nekap win ¢papmaieBt. Tosa
BKJIIOYBA M BCUYKH Bb3MOXKHU HEKEJIAHU PEAaKLIUH, HEOIIMCAHH B Ta3H JHCTOBKA. Brokre
TOuKa 4.

KakBo cbabpika Ta3u JHCTOBKA

KakBo npencrapnsiea Usgena u 3a KakBO ce U3IM0I3Ba
Kakgo TpsiOBa ja 3Haere, npeau Aa usnon3eare Usgena

Kax ga m3nomssate Usgena

BBb3MOXHU HEeKETaH! PEaKIiu

Kak na cexpansisare Usgena

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

BN .

1. Kaxkso npeacraBassa Usgena u 3a kKakBo ce U3M0J13Ba

Kaxkso npencraBassa Usgena

Usgena cbabppka akTHBHOTO BEIIECTBO ,,yCTEKHHYMAa0”’, KOETO € MOHOKJIOHATHO aHTHTSLIO.
MOHOKJIOHAJTHUTE aHTHTEIIA ca IPOTEUHH, KOUTO Pa3llo3HABAT U CBBP3BAT ONpEIEICHH CcrieluQUIHN
NPOTEUHH B OpTaHU3Ma.

Usgena npuHauiexxyu KbM Ipylia JIeKapcTBa, HapeueHu ,,uMyHocympecopu”. Te3u ekapcrsa
JIeficTBaT, KaTO HaMaJIABaT aKTUBHOCTTA HA YacT OT MMyHHATa CHCTEMA.

3a kakBo ce u3noua3sa Usgena
Usgena ce u3mnos3ea 3a JeYeHne Ha CIICHUTE Bh3NATUTEITHN 3a00JIIBaHMSL:

. [InaxoB mcopuasuc - Mpu Bb3pACTHH U JIelia Ha Bb3pacT OT 6 TOAWHU U MO-TOJIEMHU
. IlcopuaTnyeHn apTpuT — pyu Bb3pacTHU

. Ymepena 10 texka 6osiect Ha KpoH — npu Bb3pacTHH

. YMepeH A0 TEXbK YILEPO3EH KOJUT — IIPU Bb3PaCTHU

IlnakoB ncopuasuc
,,I17TaK0OB TIcopra3nc’ € KOXKHO 3a00JIsIBaHe, KOSTO BOIH JI0 BH3MAJICHHE, 3acsATaIl0 Ko)KaTa U HOKTHTE.
Usgena HamassiBa Bb3MAJICHUETO U JPYTUTE MPU3HAIM HA 3a00JISIBAHETO.

Usgena ce u3mon3sa Mpu BE3PaCcTHH ¢ YMEPEH J0 TeXBK TUIaKOB MCOPHA3UC, KOUTO HE MOTaT /1a
W3M0JI3BAT MUKIOCTIOPUH, METOTPEKCAT WK (POTOTEpAIHs, T KOTaTO Te3H JICUCHHUS He AeHCTBAT.
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Usgena ce u3momn3Ba Mpwu Jera U I0HOIIN Ha BB3pacT 6 TOIWHH U MO-TOJIEMH C YMEPEH 10 TEXKBK
TUTAKOB MICOPUA3UC, KOUTO UMAT HEITOHOCUMOCT KbM (DOTOTEpAIHS WK JAPYTH CUCTEMHU TEePaIiu, WIN
KOraTo Te€3H JIEUEHHUS He elCcTBAaT.

IIcopnaTnyeH apTpur

[lcopuaTrueH apTpUT € BB3MATUTEIHO 3200 sBaHE HA CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
ncopuasuc. AKO MMaTe akTUBEH IICOPUATHYCH apTPUT, TBPBO Iie Bu nexyBart ¢ aApyru nekapcTBa. AKO
HE Ce MOBJIHAETE TOCTaTHIHO JOOpE OT Te3W JIeKapcTBa, Moxke Aa Bu ce mpeammme Usgena, 3a ga ce:

o HaMaJsIT MPU3HAIMTE ¥ CUMIITOMUTE Ha 3abomnsBaneTo Bu;
. nopoopu pusmndeckoTo Bu cheTosHUE;
o 3a0aBM yBpekaaHeTo Ha Bammre crasu.

Boaect na Kpon

Bbonecrra Ha KpoH e Bp3nanuTenHo 3a0onsBaHe Ha yepBata. Ako umate 6onect Ha KpoH mepBo 111e
Bu ce nagar npyru nekapctBa. AKO He ce OBIHUSETE JOCTAThYHO WM UMAaTe HETOHOCUMOCT KbM TE31
JIEKapCTBa, MOXKE Ja Bu ce nane Usgena 3a HaMaJIsIBaHE Ha NPU3HALMTE U CUMIITOMUTE Ha
3abomsiBaneTo Bu.

Yiuepo3en KoauT

VYAepo3HUST KOJHT € Bh3NATUTEIHO 3a00IIBaHe Ha YepBaTa. AKO UMAaTe yIIepOo3eH KOIUT, TbPBO
me Bu ce magat nqpyru nekapcTBa. AKO He ce TIOBIHUsABaTe JOOPE WM UMaTe HEMTOHOCUMOCT KbM TE3H
JekapcTBa, Moxke Aa Bu ce nage Usgena 3a HaMassiBaHE Ha MIPU3HALMTE U CUMIITOMUTE Ha Baiiero
3a00JIsBaHe.

2. KakBo TpadBa na 3Haete, npeau Aa usnoJspare Usgena

He n3noa3saiite Usgena

o AKO CTe aJIepruYHU KbM YCTeKHHYMA0 WK HIKOS OT OCTAHAIUTE ChCTABKH HA TOBA
JekapcTBO (M36pOeHH B TOUKA 6).
o AKO MMaTe aKTHBHA MH(EKIMA, KOSATO Bamvsr iekap HaMupa 3a 3HaunMa.

AKO He cTe CUTypHU JIajl¥ HAKOe OT M30POCHHUTE TO-TOpe ce OTHAcs 3a Bac, mochBeTBaiite ce ¢ Bammus
nekap wiu apmaneBT, npeau aa u3nonssare Usgena.

IpenynpesxaeHust 4 Mpeana3sHu MEPKH

I'oBoperte ¢ Bamus nexap uinu gapmarieBT npeau aa usnoiszpare Usgena. Bamumsr jiekap 1ie nposepu
CBCTOSIHUETO By mipesint Besiko JieueHne. Y BeioMeTe CBOs Jiekap 3a Besika Bara 6oiiecT mpein BCsSko
nedenue. ChIo Taka TpsOBa J1a Kaxkere Ha Bamms nekap, ako HAaCKOpO CTe OMIIM B KOHTAKT C YOBEK,
KOHTO MOXe J1a uMa TyOepKyio3a. BamusT nekap mie Bu nipersiena u mie HarpaBu H3cleABaHE 3a
TyOepKyso3a, mpeau aa n3noispare Usgena. Axo BammsT nekap cMsTa, 9e CTe U3JI0KEHH Ha PUCK OT
TyOepKyso03a, MoXxe 1a Bu mpeanurie ekapcTsa 3a JCICHUETO .

C.Tle}IeTe 3a CEPUO3HU HEKECTAHU pECAaKIIUHU

Usgena MOXE J1a IPpCAU3BHUKAa CEPUO3HU HEXKCJIAaHU PCAKIIUHN, BKIIFOUYHUTEITHO aJICPITUYHU PEAKIIUN U
I/IH(l)eKI_[I/II/I. TpH6Ba Ja CJICAUTE 3a OMPEACICHU ITPU3HAIIN HAa 3a60J’IHBaHI/IH, A0KaToO MpuemaTe USgena.
Bmxre ,,CepI/IOBHI/I HCXCIIaHU peaKI_II/II/I” B TOYKA 4 3a II'bJIHKS CIIHCHK HAa TE3W HEXKEIIaHU pcaknuu.

Ipean na usnoasBare Usgena undopmupaiite Bamus nexap:

o AKO HSIKOTa cTe HMaJIM ajlepruyHa peakuus kKbM Usgena. Ako He cTe CUT'YpHH, [TONUTalTe
Bamus nekap.

o AKO HSIKOTa CTe HMAJIN HAKAKbB BHJ PaK — TOBa €, 3aII0TO UMyHOcynpecopuTe karo Usgena
0Tc1abBaT 4acT OT UMyHHaTa cuctemMa. ToBa MoXe Jja NOBUIIM PUCKA OT pak.

. AKO cTe JJeKYyBaHH 32 IICOPHA3HC C APYTH OHOJTOTMYHH JIEKApCTBa (JIeKapcTBo,

IPOU3BEAECHO OT OHOJIOTMYEH U3TOYHUK U O0OMKHOBEHO NMpUWJIaraHo 4pes3 l/IH)KeKIll/Ifl) -
PUCKDBT OT paK MOXKEC ia € MMO-BUCOK.
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° AK0 MMaTe UM HACKOPO CTe MMAJIN HHPeKIus.

o AKO MIMaTe HOBH MJIM IIPOMEHSIIIN ce JIe3WH B yJacCThLUTE C ICOPUA3UC WU TI0
He3acerHaraTa Koa.
o AKO mosryyaBate Jpyro JedeHue 3a COPHA3HNC U/MIIU MICOPHATHYEH apTPUT — KaTo APYTH

UMYHOCYTIpecopr win (oToTepamnus (KoraTro TAIOTO ce JIeKyBa ¢ Tarl ynaTpaBuonerosa (UV)
cBeTIMHA). Te3u JIeueHHsl ChIIO MOXKE J]a OTCIIA0SIT YacT OT UMyHHATa cuctema. M3mnon3BaHeTo
Ha Te3M JieueHus 3aeaHo ¢ Usgena He e uzcnenBano. Be3aMoxkHO € 00aue, TO J1a yBEIHYU PUCKa
oT 3a00IsIBaHus, CBBP3aHU C OTcIabBaHe HA IMyHHATa CHCTEMA.

o AKO moJy4yaBaTe WM HAKOTa CTe MOJIy4YaBaJIi HHKEKIIMHU 32 JJedeHHe HA aJIepruu — He €
u3BectHO nanu Usgena Moxe J1a OKaKe BIUSHUE BBPXY TSIX.
. AKO cTe Ha ¥ HaJ 65 roAUHU — MOKE Ja CTE MO-CKIIOHHU KbM WH()EKITHH.

AKO HE CcTe CUTYpHU JIaJIH HAKOE OT Topen30poeHnTe ce oTHacs 3a Bac, mochBeTBaiite ce ¢ Bammms
nekap win (papmarieBt, npeau na u3nonssare Usgena.

Hsxon nanyeHTH nomydaBaT Jymyc-mog00HU peakiyy, BKIFOYUTEIHO KOXKEH JYIYC epUTEeMaTo/IeC 1
JTymyc-mofo0eH CHHAPOM, [0 BpeMe Ha JiedeHue ¢ ycTekuHymab. ['oBopere Bennara ¢ Bammus nekap,
aKo IMOJyYHTE YePBEH, HAJAUTHAT, JIOIIEI] ce 0OPUB, OHAKOT'a C MO-THMHU TPaHUIIY, B U3JI0KCHUTE
Ha CITBHIIC yYacThIM Ha KOXKaTa UM CTaBHU OOJIKH.

Cobpaedyen nHGAPKT U HHCYJITH

WHdapkT 1 HHCYNTH ca HaOMI0AaBaHU B TPOYYBAHE MPH MAIMEHTH C TICOPUA3UC, JIEKYBAHU C
ycTeknHyMa0. Bammust jgekap pefoBHO Iie MpoBepsiBa pUCKOBUTE (DAKTOPH 3a CHPICYHO 3a00sIBAHE U
UHCYNT npH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT Mo noaxoasnl HaunH. HezabaBHO moTbpcere
MEMIIMHCKA TTOMOIII, aKO MOJIyduTe 00JIKa B TbPAUTE, CIA00CT UM HEOOWYAMHO YCelllaHe OT eIHaTa
CTpaHa Ha TsJI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PUTCIIHU CMYIICHUS.

Jeua v roHOIIM

Usgena He ce npenopbuBa 3a yrnorpeda mpH Jeia Ha Bb3pacT 10 6 TOAUHU C IICOPUA3UC WK TIPU
JieTa ¥ IOHOIIM Ha Bh3pacT 1moj 18 roanHu ¢ mcopuatudeH apTpurt, 6onect Ha KpoH mnmn ynmepo3eH
KOJIHT, 3aII0TO HE € ITPOyYBaH P Ta3u Bb3PacTOBa IpyTa.

Jpyru nekapcrBa, Bakcunu u Usgena
Tps0Ba na kaxxere Ha Bamms nexap wim papmanesr:

o AKo npreMaTte, HaCKOpO CTe MPUEeMalld WM € Bb3MOXKHO Ja IPUEMETe IPYTH JIEKapCTBa.

o Axko Hackopo Bu e npaBena wiu nnanupare 1a Bu ce npaBu BakcuHanus. JlokaTo U3Mosi3Bare
Usgena, HiKoM BUI0OBE BAaKCHHU (XKMBH BAaKCHHM) HE TPsIOBa /1a ce MmpuJarar.

o Ako cre nosryyaBanu Usgena o BpemMe Ha OpeMEHHOCTTa, TPsIOBa 1a KaKeTe Ha JieKaps Ha

6e6eto Bu 3a megenunero cUsgena, mpeau To 1a MOTydH KaKBaToO U Ja € BAKCHHA, BKIIOYUTEITHO
JKUBU BakcuHH, kato BIK BakcuHa (M3non3BaHa 3a npeamnasBaHe oT TyOepkynosa). XKusure
BaKCHHHM He ce MpernopbuBaT 3a Barero 6e0e mpe3 mbpBUTE JBaHAIECET MEcena Clie]t
pakaaHeTo, ako cre momy4yaBanu Usgena mo Bpeme Ha OpEMEHHOCTTA, OCBEH aKo JIeKapsT Ha
Bamero 6e0e He mpernopbsya qpyro.

BpeMeHHoCT U KbpMeHe

e Ako cTe OpeMeHHa, CMsITaTe, Y€ MOXKE Jla CTe OpEeMEHHA WM TUTaHupaTe OPEMEHHOCT,
nochBeTBaliTe ce ¢ Bammus nexap npean ynorpebara Ha TOBa JIEKapCTBO.

e He e nabnroaBaH 1mo-BUCOK PHCK OT BpoJieHH JieekT npu 6edeTa, N3II0KEHH Ha yCTeKHHyMab B
yrpobara. [lanHute oT ynorpebara Ha yCTeKHHYMa0 Mpu OpEMEHHH eHH 00aue ca OrpaHUYCHH.
[opanu ToBa e 3a npennovnTane Aa ce n3osArea ynorpedara va Usgena no Bpeme Ha OGpeMeHHOCT

o Edexrure Ha Usgena npu OpeMeHHH JKEHH He ca U3BECTHH. AKO CT€ JKEHa C IeTepOJIeH

MIOTEHITAAI, JKEJIATEeITHO € J]a He 3a0peMeHsIBaTe ¥ Jia U3M0JI3BaTe MOAXOISII IPOTHBO3aYaTh4YeH
MeTo, Korato u3nonseate Usgena u moHe 15 ceqmMuny cies NOCIEAHOTO MpHUilaraHe Ha
Usgena.

o YcreknHyMad Moxe Jja MpeMUHE Ipe3 IUalleHTaTa B HepoAeHoTo Oebe. AKO cTe MoyvyaBain

Usgena mmo Bpeme Ha OpeMeHHOCTTa cH, 0e0eTo Bu MOXe 1a Ma Mo-BUCOK PHUCK OT MH(EKITHS.
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o BakHo e 1a kaxxeTe Ha JiekapuTe Ha Bamrero 6e0e u Ipyri METUIIMHCKH CIICIIMAIUCTH, aKO CTE
nomygaBaiu Usgena mo Bpeme Ha OpeMEHHOCTTa CH, Ipen 6e0eTo /1a MoTydu KaKBaTo U Ja €
BakcuHa. JKuBu BakcuHH, KaTo BIJK BakcrHa (M3mon3BaHa 3a mpennasBaHe oT TyOepKyino3a) He
ce mpenopbuBaT 3a Bamero 6e6e npe3 mbpBUTE ABaHAAECET Mecela cie]l paKJaHeTo, aKo CTe
nonyuaBaiu Usgena mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JieKapsT Ha Bamiero 6e0e He
npenopbsya JApyro.

o YcreknnyMad Moxe Jja MpeMUHE B KbpMaTa B MHOTO MaJIKH KonuuecTsa. [locbBeTBaiite ce ¢
Bamwis nekap, ako KbpMHUTE WK aKo TUIaHKpaTe Ja KbpMuTe. Bue u Bamwsr siekap TpssoBa na
peruTe ganu TpsOBa Aa KbpPMUTE WK Ja u3non3Bare USgena - He mpaBeTe U IBETe.

Ilodupane u padoTa ¢ MAIIIUHU
YcreknHyMab He MOBIUSBA WK TIOBJIHSABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe U padboTa ¢
MaIlHHY.

Usgena cbabpska mojucopoar 80

Tosa nexapctBo cpabpka 0,04 mg ot nomucopdat 80 BbB Beeku ml. [lonmmcopbarure morar ga
NPUYUHAT aleprudHu peakuuu. TpsOBa qa kaxere Ha Bamms nexap, ako ©MaTe yCTaHOBEHH aJlepTUHL.

3. Kaxk 1a m3moszBarte Usgena
Usgena e mpeaHa3HaveH 3a ynoTpeda oA pbKOBOJCTBOTO U KOHTPOJIA HA JIEKAp C OMUT B JICYCHUETO
Ha 3a00JsBaHus, 32 KOUTO € mokazaH Usgena.

Bunaru n3nonsBaiite ToBa JekapcTBO TOUHO KakTo Bu e xazan BamusT nexkap. AKo He CTe CUTYpHH B
Heulo, nonuraiite Bamwst nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora e Bu ce mocrasst
WHKEKIMHUTE U KOra IIE ca CIIE/IBAIlINTE KOHTPOIHH MPETIIEIH.

KaxBo koauuecTBo Usgena ce mpujiara
Bamwusr siekap e per kako konndectBo Usgena tpsoBa Ja MmoaydyuTe U 3a KaKbB MEPUOJT OT
BpeMe.

Bb3pacTHu Ha 18 roquHu WK MO-TOJIeMHU
Ilcopua3suc M NCOPUATHYEH APTPUT

o IMpenopbunTenHaTa HavarHa go03a € 45 mg Usgena. IMarmenTu ¢ termo Hax 100 xumorpama (KQ)
MO3Ke J1a 3armovyHar ¢ go3a 90 mg smecrto 45 mg.
. Cnen HavajiHaTa 1034, cieaBamara Bu qo3a e 0b1e 4 ce AMHIM IT0-KbCHO U CJIE] TOBA Ha

Bcekn 12 ceamunu. Crenpaimre 1031 OOMKHOBEHO €a CHITNATE, KATO HAYaJHATa 1034.

BoJsiect Ha KpoH wiu yinepo3eH KOJIHUT

o [lo Bpeme Ha eyenneTo Bammst nekap e Bu npuiioxku mbpBata 103a OT NIPUOIU3UTEIIHO
6 mg/kg Usgena kankoBo BbB BeHa Ha pbKaTa (MHTpaBeHO3Ha nH(y3ust). Cie/ HavamHaTta 103a
I1e ToyJnTe ciensamara no3a 90 mg Usgena cien 8 cemmunu, ciien ToBa npe3 12 cenMuim
Yype3 UHKEKIHS 0] KoxkaTta (MOJKOKHO).

o [Ipu HsKOM MaLMeHTH, cie] MbpBaTa MMoAK0KHa HHxXekuus, 90 mg Usgena moxke fa ce npuiara
npe3 8 cenMuIy. BammusT jgekap 1me peniu kora TpsiOBa Jia ToIyduTe CiieBaiara CH J103a.

Jena u 10HOIIM HA 6 TOAMHU WJIM MO-TOJIEMHU

IIcopnasuc

. Jlexapsit TpsiOBa 1a ompeaeny nMpaBUIIHATA 32 Bac 103a, BKIFOYUTEITHO U KOJIMYECTBOTO (00ema)
Usgena, koiiTo TpsOBa 1a ce MHXKEKTHPA, 3a J1a € TIpaBIIHA qo3aTa. [IpaBmiiHaTa mo3a 3a Bac mie
3aBUCH OT Baiieto TenecHo Teryio mo BpeMe Ha BCsIKa J03a.

. Hanuuen e gaakon oT 45 Mg 3a jaena, Ha KOUTO TPsIOBa J1a ce MPHUIIOXKHU J03a MO-HUCKA OT 45
mg.

. Axo Texwure mo-mainko ot 60 Kg, npenoppunrtennara no3a e 0.75 mg Usgena va Kg tenecHo
TerJo.
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o Axo texure ot 60 kg no 100 kg, npenoprunTtennara go3za e 45 mg Usgena.

. Axko Texxute nmoseue ot 100 kg, npenoprunrtennara no3a ¢ 90 mg Usgena.

o Crnen nayanmHara 103a, cieBaniata Bu no3a me Obae 4 ceqMuny no-KbCHO U cie]] TOBa Ha
BCeKH 12 cenmuny.

Kak ce mpunara Usgena

. Usgena ce mpritara KaTo HEXKEKIFSI 11O KokaTa (TIoK0oXHO). B HagamoTo Ha BameTo nedenwe,
Usgena mMoske 1a ce MHKEKTHpa OT JieKap MM MEAULIUHCKA CecTpa.

o Bue u Bamwsit nekap obaue moxxe ia pemute, ue Bue camu Moke a1a cu umkektupare Usgena.
B TakbB ciy4aii me npeMuHeTe 00y4eHue Kak Ja cu uHkektupate Usgena caMocTosTeHO.

. 3a ykazaHus Kak Ja nmkekTrpaTe USgena BmkTe ,,YKa3aHus 3a IpUJIOKEeHHe B Kpasi Ha Ta3u
JIUCTOBKA.

FOBOpCTe ¢ Bammus JICKAap, aKO UMATEC BBIIPOCHU OTHOCHO TOBA KaK CaMH [1a MOCTABATC MHXXCKIUATA.

AKO cTe U3M0JI3BAJIM TOBeYe 0T HeoOXoamMmara go03a Usgena

AKO cTe M3MO0JI3BaIM WK ca Bu npunoxuny moseye oT HeoOxoaumarta no3a Usgena, HezabaBHO ce
NIOCHBETBATE C Jiekap win (apmaneBT. Bunaru Hocete ¢ Bac kapToHeHaTa OnakoBKa Ha
JIEKapCTBOTO, JJOPH H JIa € TIpa3Ha.

AKo cTe npomycHaau aa usnoiassare Usgena

AKO cTe TIpoITyCHaJM /1032, CBhpKeTe ce ¢ Bamms nekap mmm dapmarnieBT. He mpunaraiite nBoitHa
J103a, 3a J1a KOMIICHCUpaTe MPOIyCcHaTaTa 103a.

AKo cTe cripesn ynoTpedara Ha Usgena

He e omacHo ga ciipere ymorpebara Ha Usgena. Axo obaue s cripete, Bammre cuMrntomu MoXe 1a ce
BBH300HOBSIT.

AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JICKApCTBO, MONUTAaNTEe
Bamus nexap uinu papmarienr.

4. BBb3MOKHH HeKeJTaHU PeaKIuu

Kakro Bcuukm JICKapCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HCIKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

CepHo3HHT HEKeJAHU peaKkiiuu

Hsaxon MaIUEeHTH MOXKE Ja UMAaT CEPUO3HU HEXKEIIaHN p€aKINU, IIPU KOUTO Aa CC Hajlara CIiCurHo
JICUCHHUC.

AJIeprUYHM peakIiu — MOsKe 1a N3MCKBAT clelIHo JedeHue. UHpopmupaiite Bammus gexap nim
He320aBHO MOThpceTe CNelIHA MeTUIIMHCKA MOMOIIL, KO 3a0eJiesKuTe HIKOI OT CileTHHUTE
NpU3HAIM.
. Cepro3HATE aJIepTUIHE peakini (,,aHaduIaKchs’) ca peIKH MPH X0pa, Ha JICUCHUE C
ycrekunymab (Moxe na 3acerHat o 1 Ha 1 000 gymm). [Ipusnanure BKItOYBaT:
o 3aTPY/HEHO JIUIIaHE HITH MPETIIbIaHe
o HUCKO KPHBHO HaJISITaHE, KOETO MOJKE JIa IPHYMHN 3aMastHOCT MITH CBETOBBPTEX
o NOJyBaHe Ha JIUIIETO, YCTHUTE, yCTaTa WK I'bPIOTO.
o YecTrTe MpU3HALY HA aJlEpTHYHA PEaKIUs BKIIIOYBAT KOKEH OOPHB U ypTUKapus (MOXKe Ja
3acersart o | Ha 100 gymm).

B peaxu ciaydan ce cb001aBar ajileprudHu 0e10Apo0OHM peakuuu U 0e10ApOo0HO Bb3NaJIeHHe

NP NAAEHTH, KONTO MOJIy4YaBaT yCTeKMHyMa0. YBegomere BeqHara Bamms gekap, ako
MOJIyYUTe CHMIITOMH KaTO KallJIMIA, 3aAyX U BUCOKA TeMIlepaTypa.
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AKO TIOTyYuTe CeprO3Ha ajlepruvaHa peakims, Bammar nexap Moxe aa perm, ue Bue He TpsaodBa na
ynotrpebsBate Usgena oTHOBO.

HNndexnnn — Moske 1a M3UCKBAT clielIHo JieyeHue. Undopmupaiite Bamms gekap, ako
3a0eJ1eKuTe HAKOM OT CJIeAHUTE PU3HALM.

o WH(EKIUUTE Ha HOCA WM T'HPJIOTO M MPOCTyIaTa ca 4ecTH (MOXe Ja 3acerHar o 1 Ha
10 aymm)

. WH(EKITUUTE Ha TOJIHATE JUXATETHU MBTHINA (TPBIHA HHGEKITNH) ca HedecTH (MOXKe 1a
3acernar a0 1 Ha 100 gymm)

. BB3MAJICHUETO Ha TOJJKO’KHATA ThKaH (IIEIyJIHNT) € HeuecTo (MOXKe J1a 3acerse 70 1 Ha
100 mymm)

o xepriec 30ctep (Bu 00Jie3HEH OOPUB ¢ MEXypH) ca HEUYeCTH (MOKE J1a 3acerHar o 1 Ha
100 mymm)

Usgena mosxxe 1a Hamanu criocoOoHocTTa By 1a ce Oopute ¢ nundekiuu. Hakon nHekImn Moxe 1a
CTaHAT CEPHO3HU M MOXKE J1a BKIIOYBAT MHPEKIINU, IPHYMHEHH OT BUPYCH, 'BOWYKH, OaKTepuu
(BKJIFOUUTENHO TyOEpKYJI03a) UK MTapa3uTH, BKIIOUATETHO UH(PEKINH, KOUTO BH3HUKBAT MIPEIUMHO
IpY Xopa ¢ oTciiabeHa MMyHHA cucTeMa (OMOPTIOHUCTHYHY nHpeknyn). [Ipy nanuenTy, momyvyapaniy
yCTeKHHyMab, ce chO0IIaBaT OMOPTIOHUCTUYHN HHPEKITUN Ha MO3bKa (€HIe(auT, MEHUHTHUT),
OenuTe MPOOOBE U OUHTE.

Hoxato ynorpedssare Usgena, TpsiOBa na cneante 3a mpu3HAIM Ha WHEKIUA. Te BKIIOYBAT:
BHCOKa TeMIIEpaTypa, TPUIIONOI00HN CHMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha TerJio

yMoOpa WM 33/1yX, yIIOpUTa KallIhLa

TOIJIa, 3a4epBEeHA M OOJIE3HEHA KOXKa MITH OOJIE3HEH KOXKEH 00PUB C MEXypH

napeHe Mpu ypuHUpaHe

JAapust

3pUTEITHO CMYIIEHHE WM 3ary0a Ha 3peHue

r1aBo0osMe, CKOBAHOCT Ha BPaTa, YyBCTBUTEIHOCT KbM CBETIIMHA, FAJIeHE WIN 00BbPKAaHOCT.

Wndopmupaiite Bamms nekap BeqHara, ako 3a0einexuTe HIKOH OT Te3u npu3Hany Ha nadekuus. Te
Morar Aa ObJaT NpU3HAIK Ha HHPEKIIUK KaTo TPhJIHN HHOEKIIUH, KOKHI WHPEKIINHU, XepIec 30CTep
WM ONOPTIOHUCTHYHH MH(EKLINHU, KOUTO MOTaT Jja JOBEAAT /10 CEPUO3HH YCIOXKHEHHS.
Wudopmupaiite Bamms ekap, ako nMare HIKaKBa yIopuTa WK TOBTapsa ce nHdeknus. Bammst
JIeKap MOJKe Jia pellid, ue He TpsiOBa aa ynotpedssate Usgena, nokaro nHeknusra He 0b/ie
U3IEKyBaHa. ¥YBenoMeTe Bamus iekap, 1 ako UMaTe OTBOPEHH paHU WM HapaHsIBaHMs, ThbH KaTo
MOJe J1a ce MH(EKTUpaT.

JIromeHe Ha KOKATA — HHTEH3NBHOTO 3a4epPBsIBaHE U JIOIIEHE HA KOKATA HA MO-TOJIsIMA TIJIOIT
0 TSIJIOTO MOJKe /1a ca CHMIITOMH Ha ePUTPOAEePMHUYEH NCOPHA3HC WIIH eKC(]OoTHATHBEH
AepMATHUT, KOMTO Ca CEPHO3HU KOKHH 3200/ IIBaHUsA. AKO 3a0ejeKuTe HAKOH OT Te3u NMPU3HALM,
TpsadBa 1a nHopMmupare Bamus gexap He3abaBHO.

JIpyru HeskeJIaHM peaKIuU

Yectu (Moxe na 3acerHat o 1 Ha 10 gymm):
Juapus

rajzeHe

MOBPBIIIAHE

yMopa

3aMasiHOCT

raaBoOoIHe

chpOex (IpypHTYC)

Ooika B rbp0a, MyCKYJIUTE WIJIH CTABUTE
BB3IAJICHO I'bPJIO0

3auepBsaBaHe U 00JIKA Ha MICTOTO HAa HH)KEKTHpaHEe
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o MH(EKIHS Ha CHHYCHTE

Heuectu (Moxe na 3acersar 1o 1 va 100 gymm):

WH(EKITUN Ha 3p0HTe

BarvHajHa HHPEKINS, MPUIUHEHA OT I'bOMYKH

JieTpecHst

3aIyIeH HOC HITH XpeMa

KbPBEHE, MOCHHIBAHE, BTBBP/ISIBAHE, TIOyBaHE M ChPOEK HA MSICTOTO HA HHKEKTUPAHE

ycemaHe 3a cabocT

criaJilaHe Ha KJieraya v U3KpUBSBaHEe HAa MYCKYJIMTE Ha eTHATa TIOJIOBHHA Ha JIMIETO (,,JTHIIEBa

napanusa’ WiH ,,iapanu3a Ha ben”), KosiTo 0OMKHOBEHO € BpeMEeHHa

o MPOMSIHA Ha TICOPHA3UCA ChC 3aUepBsIBAHE U HOBU MAIIKH, JKBIITH WIH OCITH MEXYPH TI0 KOXKaTa,
MIOHSIKOTa MPUIPYKEHU € TeMIiepaTypa (IycTyJI03eH IICOPUa3HC)

o OeclieHe Ha KokaTta (eKcQoraius Ha KoyKaTa)

o aKHe

Penxu (Moxe na 3acersat g0 1 Ha 1 000 xymm)

o 3ayepBsABaHE W JIOIICHE HA KOXKATa HA TO-TOJIsIMA TUIOI 110 TSI0TO, KOUTO MOXKE JIa ChpOST HITH
Ja ca bone3HeHu (ekcoyimaTUBeH aepMartuT). [10100HH CHMIITTOMHM TTOHSKOTA C€ Pa3BUBAT KaTo
€CTEeCTBCHA POMSIHA HA BUJIA HA CUMIITTOMUTE Ha MCOPHUA3UC (EPUTPOICPMHUYICH ICOPUABHIC)

o Brp3naneHue Ha MaJIKUTE KPHBOHOCHH ChJIOBE, KOETO MOXKE Ja JOBE/IE 10 KOXKEH OOpUB ¢ MaIIKU
YEepBEHU WM JINJIABU TOTYyTUHH, TEMIIEPATYpa WK OOJIKa B CTAaBUTE (BACKYIIUT).

Mpmuoro penku (Moxe aa 3acertar g0 1 zHa 10 000 mgymm)

o OO0pa3yBaHe Ha MEXypH T10 KOXKaTa, KOSITO MOXe Jia ObJie 3a4epBeHa, ChpOsia u 00Ie3HeHA
(bymnozen nemduromnn)

o KOXKEH JTYIyC epUTEeMaToIeC U JyNyc-moo0eH CHHAPOM (YepBEeH, HaJUTHAT, JIFOIICI] Ce OOpHB
B M3JI0)KEHHUTE Ha CITBHIIC YUaCThIIM HA KOXKaTa, KOUTO MOXKeE J1a € TIPUIPYKEH OT OOJIKU B
CTaBUTE).

Cho0maBaHe Ha HesKeJAHH PeaKIuu

AKO TOITyuHTe HSIKaKBU HEXEJIaH! JICKApCTBEHU peakiny, yBegoMere Bamms nekap winm hapManesr.
ToBa BKJIFOYBA M BCUYKU BE3MOKHU HEONMCAHM B Ta3M JINCTOBKA HEXKEJIAHU peakiu. MoxeTe ChIIo
J1a ChOOIIUTE HEXKEJIaHU PEAKLMN JUPEKTHO Ype3 HAllMOHAJIHATa CUCTEMA 3a ChOOIIaBaHe, I0COUEHA B
Ipunoxenue V. Kato cpo01aBaTe HexeNaHU peakiUy, MOXKeETe 1a 1aieTe CBOS IPUHOC 3a
HoJTy4aBaHe Ha MOBEYEe HH(POPMAIIHS OTHOCHO 0€30M1acHOCTTAa Ha TOBA JISKApCTBO.

Kak n1a coxpansBarte Usgena

Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIeTa.

Ja ce cexpanssa B ximaguiauK (2°C—8°C). Jla He ce 3ampa3sBa.

CoxpaHsBaiiTe peBAPUTEIHO HAITBJTHEHATA CIIPHUHIIOBKA B KAPTOHEHATA ONIAKOBKa, 32 JIa ce
NpeArnasy OT CBETJIHHA.

o [IpenBapuTenHo HalrbJIHEHATa CHPUHIIOBKA TPsiOBa /1a ce OCTaBH Ja JOCTUTHE CTaifHa
TeMreparypa (MpuOIN3UTETHO MOJOBUH Yac).AKo € Heo0xoanmo, otaenHute Usgena
NpeIBAPUTETHO HATBITHEHHU CITPUHIIOBKH MOXE ChIIO JIa Ce ChXPaHsIBAT MPHU CTaliHa
temmneparypa 1o 30°C 3a makcuMyM euH nepuon 10 30 AHU B OpUTHHAIIHATA KapTOHEHA
OIIaKOBKa, 3a Ja Ce MPEANa3sT OT CBETIMHA. 3aluIIeTe JaraTa, Ha KOsSTO IpeIBapUTETHO
HaIThJIHEHATa CIIPUHIIOBKA € M3BaJIeHa 33 ITbPBU BT OT XJIAMITHUKA U JIaTaTa Ha U3XBBHPIISTHE
Ha 0003HauCHNUTE HA BHHIIIHATA KAPTOHEHA OMaKoBKa MecTa. /lataTa Ha U3XBBPIISHE HE TPsiOBa
Jia € clie/l OpUTHHAIHUS CPOK Ha TOTHOCT, OTIIeYaTaH BbPXY KapTOHEHaTa omakoBka. Crel KaTo
BEJIHBK CIPUHIIOBKATa ¢ Onjla chXpaHsaBaHa IpH craiiHa Temmepatypa (10 30°C), Ts1 He TpsiOBa
Jla ce BpbILA B XJIAAWIHUKA. MI3XBbpIieTe CIIPUHIIOBKATA, KO HE CE M3II0/I3Ba ClIe]] ChXpaHeHHE
NpY CTaiiHa TemIepaTtypa B paMkuTe Ha 30 JHU WM cJe] U3THYaHe Ha OPUTHHAIHUS CPOK Ha
TOJHOCT, B 3aBHCUMOCT OT TOBa, KO€ OT JBETE HACTBIIN IO-PaHO.

e o .S_ﬂ
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o He pasknamaiite npenBapuTeHO HalrbJIHEHUTE clipuHIOBKK Usgena. IIpoabmkuTenHoTO
€HEPIUYHO pa3KiIallaHe MOXKE J1a IOBPEAH JIEKaPCTBOTO.

He u3noJi3BaiiTe ToBa JieKApCTBO:

° CJIe]l CpOKa Ha TOJHOCT, OTOeNsI3aH BhPXY €TUKETa U KapTOHEHATa OMaKOBKa CIIe]
»EXP*“/,,Lonen no:*“. CpoKbT Ha TOJHOCT OTTOBAPs HA MOCIEAHUS JCH OT MOCOUYCHUS MECEII,

. aKO TEYHOCTTA € C IPOMEHEH I[BST, MbTHA WJIM B Hesl ce 3a0esI3BaT roJIeMU TUIABAIIH YaCTUIU
(BmxTe TOuKa 6 ,,Kak m3rnexxma Usgena u kakBo Chabpka OlakoBKaTa“);

° aKo 3HAeTe WM CMATATe, 4e MOJKe /1a € Onia N3NIo)KeHa Ha eKCTPEMHH TeMIieparypu (KaTo
WHITUICHTHO 3aMPb3BaHE WU 3arPsiBaHE);

° aKO TPOIYKTHT € OWJI €eHepPrUYHO Pa3KIIaTeH.

Usgena e camo 3a egHOKpaTHa yroTpeda. Hen3mon3BaHusT MpOIyKT, OCTaHAJ B CIIPHHIIOBKATA,
Tps0Ba 1a ce u3XBbpiu. He M3XBBHPIIAiTE IeKapcTBaTa B KaHAIM3ALMATA WITH B KOHTEITHepa 3a
JIoMaITHu oTnabiy. [Tonuraiite Bamus dpapManieBT Kak 1a U3XBBPIIATE JCKapCTBaTa, KOUTO BEYE HE
n3nosizBare. Te3u MEpKH 1€ CIIOMOTHAT 3a OMa3BaHE Ha OKOJIHATA CPelia.

6. Cbm)pma}me HAa OMAKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kaxkso cpabp:ka Usgena

o AKXTHBHO BEIIECTBO: YCTEKUHYMa0. Besika npeiBapuTEeIIHO HAITbJIHEHA CIIPUHIIOBKA ChIbpIKa
90 mg yctekunymab B 1 ml.
o JIpyru ¢hCTaBKU: XUCTHINH, XUCTHIMHOB MOHOXUAPOXIOpH I, moaucopbar 80 (E433), 3axaposa

¥ BOJIA 32 HHXKEKIHH.

Kak m3rae:xxga Usgena u kakBo cbAbpska 0MaKOBKaTa

Usgena e 6ucThp, O€31BETECH 10 OJICA0KBIAT UHKEKIIMOHEH PAa3TBOP, U MPAKTUUYECKH HE ChIbpXKa
BUAMMH yacTuIM. JlocTaBsi ce B KapTOHEHA ONAKOBKA, ChIbpKalla | nin 2 CThKIICHU NPEIBAPUTEITHO
HambJiHeHa(K) enHomo30Ba(u) crpuHioBka(n) 1 ml.. Beska nmpeaBapuTesTHO HAITBJIHEHA CIIPUHIIOBKA
chabpka 90 mg ycrekuHyMal B 1 ml HH)KEKIIMOHEH Pa3TBOP.

He Bcuukn BHIOBEC OIMAKOBKH MOTIaT Ja GLHaT ITYCHATU Ha I1a3apa.

IIpuTeskaTes Ha pa3peLIeHUETO 3a ynoTrpeda
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

IIpousBoauTenu
Alvotech Hf
Semundargata 15-19
Reykjavik, 102
Ucnanans

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/I}I OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKETC CC C JIOKAJTHUSA
MNPEACTABUTCII HA TPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva
EG (Eurogenerics) NV UAB ,,STADA Baltics*
Tel/Tel: +32 24797878 Tel: +370 52603926
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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: +372 53072153
EMGda

DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802
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

DEMO S.A. Pharmaceutical Industry
TnAk: +30 2108161802
Latvija

UAB ,,STADA Baltics*
Tel: +371 28016404

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 24797878
Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747
Malta

Pharma.MT Ltd

Tel: +356 21337008
Tel: +49 61016030
Nederland

Centrafarm B.V.

Tel.: +31 765081000
Norge

STADA Nordic ApS
TIf: +45 44859999
Osterreich

STADA Arzneimittel GmbH
Tel: +43 136785850
Polska

STADA Pharm Sp. z.0 0.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Roméania

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

IIaTa Ha MOCJIECAHO MpepasrjaciKaaHe Ha JUCTOBKaTa

JApyru u3TouyHUIM HA HHOpMALTUHA

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € NPEAOCTABCHA HA ye6caﬁTa Ha EBpOHeﬁCKaTa arcHuuA
1o JiekapcTBaTa https://www.ema.europa.eu/.
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Yka3anus 3a MPUJI0KCHHUE

YKA3AHUSA3A YIIOTPEBA

Usgena 90 mg nH:KeKIMOHeH Pa3TBOP B NPeIBAPUTETHO HATBJIHEHA CIPUHIOBKA
YCTeKMHYMAa0

32 MOJIKO0KHO NMPUJIOKeHH e

IIpoyeTe BHMMATEIHO Te3U YKa3aHus 3a ynoTpeda mpeau aa usnojzsare Usgena uHkeKIHMOHEH
Pa3TBOP B NPeIBAPUTETHO HAMbJIHEHA CIPUHIIOBKA.

B nauanoto Ha leueHUETO METUIIMHCKY crienuanucT e Bu noctaBu Bamarta nmbpea nmxkekuus. Bue
u Bammsr nexap obade Moxke n1a pemmure, 4e Bue cammu Moxe na cu umkektupare Usgena. B TaksB
CITyd4aii 1e mpeMHuHeTe o0y4yeHne Kak na umkekrtupare Usgena. ['oBopere ¢ Bamus nekap, ako umare
BBIIPOCH OTHOCHO MOCTAaBAHCTO HAa MHXXCKIHATA.

Basxkna undopmauus
e Camo 3a MOAKOXKHO MPUIIOKEHHUE
e He cmecnaifte Usgena ¢ qpyru Te9HOCTH 32 WHYKEKIIHSL.

. He paskmnamaiite Usgena npeaBapuTeTHO HaITBIHEHUTE CIIPUHIIOBKY. [IpudnHaTa 3a ToBa e, 4e
CHJIHOTO Pa3KJIaIllaHE MOXKE Ja IOBPEU JIEKAPCTBOTO.
o He ynotpe0sBaiite 1exapcTBOTO, aKo € OMJI0 CHITHO pa3KiIaTeHo. Biemere HOBa peaABapUTEITHO

HaITbJIHCHA CIIPUHIIOBKA.

IIpoBepere mpenBapUTEIHO HAITBIIHEHUTE CIIPUHIIOBKH, 3a J]a CTE CUTYPHH, 4€:

o OpOST Ha CIIPUHIIOBKUTE U KOHIICHTPAIUSITA Ca IPABUITHU

o ako Bamrara mo3a e 90 mg, TpsaOBa Jia U3MON3BATE €/JHA MPEIBAPUTEITHO HATbIHEHA

crpunioBka Usgena, ceappxkaria 90 mg

TOBA € MPABWITHOTO JIEKAPCTBO

HE € U3TEeKbJI CPOKBT Ha FOJTHOCT

MPEIBAPUTETHO HAITbJIHEHATA CIIPUHIIOBKA HE € MOBPEIcHA

Pa3TBOPBT B MPEABAPUTEIIHO HAIIBJIHEHATA CIIPUHIIOBKA € OUCTBP, OC3IBETEH JI0 JICKO KBJIT U

0e3 BUJUMH YaCTHIIN

PasTBOPHT B MPEIBAPUTEIHO HATBIIHEHATA CIIPUHIIOBKA HE € 3aMpa3siBaH

o IMpeau npunarane Usgena TpsOBa aa JOCTUTHE cTaiiHa TeMIiepaTypa (MPHUOIH3UTEITHO 33 OKOJIO
TIOJIOBHH Yac)

Ha ¢urypa 1 e nokazano kak usriexzaa Usgena npeaBapuTeHO HATbIHEHATa CIPHHLIOBKA.
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Byrano Hunueasp HA
CIPHUHIIOBKAaTa uria Kalaye Ha urjiara

Ourypa 1

1. IToarorsere MaTepuaJInTe:
[oxroTeere MatepuanuTe, KOUTO ca HeOOXoAuMH 3a Bamara umwkeknus. Bue nmare Hyxaa oT:
® AHTHUCENTUYHU KBbPIIHIKI
® [aMy4YHH TaMIIOHH WJIM MapJieHH KOMIIpECH
e 3ajersiia ce NpeBph3Ka
e npeanucanata Bu go3a Usgena (Bmxre purypa 1)
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YCTOHYMB Ha IPOOVBaHE KOHTEWHED 32 U3XBBHPIISHE HA OCTPH MPEIMETH (HE € BKJIFOUCH ).
Bmxre durypa 2.

Crbepere BCHUKH MaTepualid, KOUTO ca Br HE0OX0AMMH M TH TIOCTaBETE BHPXY YHCTa

MOBBPXHOCT.
) .-"-. . "':’ AT TI R - w| ji
- - ” L _ . { |
[IpensaputenHo 3anensiia ce AQHTHUCENTUYHU KbPIMYKM IIAMy4YeH TAMIIOH  YCTOHYHUB Ha
HaIbJIHEHA HpeBpb3Ka 190071 npobuBaHe
CIPUHIIOBKA MapJieH KOMIpec  KOHTeHHep
Usgena 32 U3XBBPISTHE
Ha OCTpHU
peaMeTu

®@urypa 2

2. N306epeTe 1 MOATrOTBETE MACTOTO 32 HH:KEKTHPaHe
H36epete MACTOTO 3a MHKEKTHpaHe (BIKTe urypa 3)

Usgena Ce Ipujara KaTo MHKCKIM 110 KoXKaTa (HOILKO)KHa WHXXEKIIUA

N306epere MACTO HAa HHKEKTUPAHE.

INoxxoasmm MecTa 3a MHKEKTHPaHE ca TOpHATA YacT Ha OeIpoTo, CelajuiHaTa 00JacT UK
o0nacTTa OKOJIO KOpeMa Ha Pa3CTOsSHUE Hall-Mallko 5 CM OT ITbITa

Ako 6onHOTINIERay By momara mpu mocTaBsiHETO Ha HHXKEKIIUATA, TOW/ TS MOXKe J1a u3depe u
ropHaTa 4acT Ha pbKaTa KaTo MsICTO 3a MHXKEKTUpaHe (BHxkK ¢urypa 3)

N3bupaiite pa3nuvHO MSICTO Ha MH)KEKTHpaHEe 3a BCAKa WHXKEKIUA. He mocTaBsiiTe HHXKEKITUSI
Ha 00JIaCTH OT KOXKaTa, KOUTO Ca HapaHEHH, C KPhbBOHACAAHE, 3a4ePBEHU WU TBHP/IU.

S

Ob6nactute, MapKHpaHH B XKBJITO Ca MPENOPHUNTEIIHA MECTA HA HHKEKTHUPaHe

®urypa 3

IloaroTBeTre MACTOTO 32 MHKEKTHPaHe

Wzmuiite ppiieTe cu MHOTO J0OpE ChC callyH M TOIUIA BOJA.

ITouncreTe KOXkaTa Ha MACTOTO 33 MH)KEKTHPAHE C AHTUCENTHYHA KbPIUYIKA.

He noxocBaiiTe noseue Tazu 00acT 10 IOCTABSIHETO HA MHXeKIuATa. OcTaBeTe Koxxara Ja
U3CBXHE IIPEIU UHKCKLUATA.

He BeiiTe u He myxaiiTe BbpXY MourcTeHaTa o0jacTt

He nnxextupaiite npes apexu

3. CpaJjieTe kamaykaTa Ha urjarta (Buxre gurypa 4)

Cpasiere KamaykaTa Ha UTJIaTa, KOraTo cTe TOTOBH Jia HHXekTupate Usgena

He noxocgaiite OyTanoTo, 1oKaTo cBaNATE Karmadykara Ha Uriara

[IpunbprkaiiTe HUINHIBbPA Ha IPEIBAPUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA C €JHAa PbKa U PSI3KO
M3IbpIaiiTe KalaukaTa Ha UIJIaTa B paBa mocoka (Bmwxkre gurypa 4)
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W3xBbpIiere kanaykara Ha uriara. He s mocraBsiiTe OTHOBO.

Moske na 3a0enexuTe Kanka TeYHOCT Ha BbpXa Ha uriata. ToBa e HOpMaIHo.
He nokxocaiite uriara u He st AONMUPANTE B PYTH TOBBPXHOCTH.
WmxkekTupaiite no3ara BejHara, oM CBaJINTE KalaykaTta Ha UIjaTa.

SN

% 4
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4. NnxexTHpaiiTe n03ata
XBaHeTe CIPUHI[OBKATA
e XBaHeTe IWIMHIbpA Ha TPEIBAPUTEIIHO HAITBIHEHATA CIIPHHIIOBKA MEXKY Tajiena 1
nokaszasena (BikrTe ¢purypa 5) Ha eqHaTa pbKa
e He usnosnsBaiite npeBapuTeIHO HAITBIHEHATA CIIPUHIIOBKA, aKO TaJHE ¢ OTBOPEHA UrJia. AKo
TOBA C€ CIIy4H, MOJIS CBBp>KeTe ce ¢ Bamus nexap win hapManeBT 3a yKa3aHusl.
e He m3nawpmBaiite OyTanoro.

®urypa S

3axBaHeTe KO’KHA 'bHKA M BKapaiiTe Hrjiara
e l3momn3BaiiTe ApyraTa pbKa, 3a ]a XBaHETe KOXKHA I'bHKA OT IMOYMCTEHATa YacT Ha KOXKara.
3anpbKTE 3APaBo.
e C enno Obp30 IBMXKEHHE BKapalTe Uriara B Koxara 1o brel 45° (Bukre gurypa 6)
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NHxekTHpaiTe JIEKapCTBOTO

e MmxexTupaiite nsnaTa TEYHOCT, KaTO M3MIOI3BATE NaJela 1a HATUCKa OyTaJIo0To Mpe3 ISTI0TO
BpeMe 10 U3Mpa3BaHe Ha CIIPHUHITOBKaTA (BIkTe (urypa 7)

IlycHete urnara ia ce npudepe
e Koraro OyTanoto cTUrHe 70 Kpasi, He OTIyCKaiTe HaTHCKA BhpXyY Hero. M3BaneTe urnara u
MyCHETEe KOXKaTa.
e baBHO OTCTpaHeTe najena cu oT 0yTanoTo. byTanoTo 1mie ce MpuIBUKU Harope 3aeIHo ¢
npbcta Bu, 1oKarto 1siaTa uriia ce mokpue ¢ npemnasurens (Bwkre gurypa 8).
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5. Cnen uH:KeKTHPaHeE:

e (Cren HXXEKTHpaHEe, IPUTUCHETE TAMYYHHS TaMIIOH WIIA Mapiisi BPXY MACTOTO Ha
HWHXEKTUPAHE B MPOIBIIKECHUE HA HIKOJIKO CEKYHIH, CIIE] KaTO MOCTABUTE MHXKEKIUATA
(BmwxTe purypa 9).

e Bb3MOXHO € Ha MAICTOTO Ha MHXKEKTHPAHE Ja UMa MaJIko KOJIMYeCTBO KpbB. ToBa e
HOPMAJTHO.

e He pa3rbpkBaiiTe Ko)kaTta Ha MSICTOTO Ha MH)XKEKTUPAHE.

e  Moike 1a CIOKUTE MajKa JIETIeHKa BbPXY MICTOTO Ha HHXEKTHUPAHE, aKo € He0OX0uMO.

®urypa 9

6. U3xBbpIisiHe:

e  ChIIaCHO MECTHHUTE PA3NopeIOn MOCTaBETEe N3IOI3BAHUTE CIIPHHIIOBKH BEHAra Clie]|
yrnorpeba B HENmpoOuBaeM KOHTEHHEp, KaTo HApUMep KOHTEHHEpa 3a U3XBBPIISHE HA OCTPU
npenmetd. He u3XBbpIisiiTe H3M0I3BAaHUTE CIIPUHIIOBKH B KOHTEHHEP 3a JIOMAIIHUA OTIabIH
(Bmxre durypa 10).

e AHTHCENTHUYHHUTE KbPIUYKH, TAMYyYHUTE TAMIOHHA M MapJICHUTE KOMIIPECH MOXKE Jia Ce
U3XBBPJIAT B 00U OOKIYK.

e 3a Bamara 6e30macHOCT 1 3/1paBe, KaKTO 1 0€30I1aCHOCTTa HA JAPYTHUTE, HE H3IO0JI3BaiTe

HOBTOpHO CHpI/IHHOBKI/ITe.
/ \
4 b}

®@urypa 10
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