HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTosn JIEKapCTBEH MPOJIYKT MOJISKN Ha JOIBIHUTEIHO HaOmoieHne. ToBa 11ie mo3Boi 0bp30TOo
YCTaHOBsIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3UCKBA J1a ChOOIABAT BCSAKA MOA03UPaHa HeKelaHa peakus. 3a HaurHa Ha ChoOIIaBaHe Ha
HEXEJTaHW PEaKINK BIDKTE TOUka 4.8.

1. HUME HA JIEKAPCTBEHUA TIPOAYKT

WEZENLA 130 mg koHIeHTpaT 32 HHQY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu dhnaxon cpappxa 130 mg yereknaymab (ustekinumab) B8 26 ml (5 mg/ml).

Ycreknnymab e u3nsiio yoBenko [gG 1Kk MOHOKIIOHAHO aHTUTSIIO KbM nHTepieBkuH (IL)-12/23,
MPOM3BENEHO B KJIETHYHA JIMHUS OT SIHYHUK HAa KHUTAMCKU XaMCTep ¢ TIOMOIITA Ha PeKOMOWHAHTHA

JIHK TexHOIOTHSI.

IToMOIIHO BEIIECTBO C U3BECTHO ACHCTBUE

To3su nekapcTBeH MpoaykT chabpxa 10,4 mg momucopbar 80 (E 433) BBB Besika 1030Ba eIMHALIA.

3a OBIIHUS CHUCHK Ha ITOMOIIHUTE BEIIECTBAa BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Konrnenrtpar 3a uH(Yy31OHEH pa3TBOP

Pa3TBOpBT € OHCTHD 10 omanecieHTeH, 6e3nuBeTeH 10 Onenokbar. PazrBopsT nma pH npubnusuTesHo
6,0 u ocmonanuret npudbausuTenaHo 280 mOsm/kg.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHU NOKA3ZAHUS

Bonect Ha Crohn npu Be3pacTHU

WEZENLA e nokasas 3a JiedeHre Ha Bb3paCTHH MAIEeHTH ¢ yMepeHa JI0 Te)KKa akTUBHA 0OJIECT Ha
Crohn, KouTO ca ce MOBIUIN HEAOCTaTHYHO, BEYE HE CE MOBIMABAT WM UMAT HETOHOCUMOCT KbM
KOHBEHIIMOHAJIHATA Tepanus Wik KbM aHTaroHucT Ha TNFa.

Bosnect Ha Crohn nipu nena

WEZENLA e noka3aH 3a JiedeHHE Ha yMepeHa JI0 TeXKa akTuBHA 6ojnect Ha Crohn npu neanaTpudHu
NalMEeHTH C Teryo Hai-manko 40 kg, KouTo ca MMany HEAOCTaThYEH OTIOBOP MJIM UMAT
HCIIOHOCHUMOCT KbM KOHBCHIIMOHAJIHA WJIN KBM OnoIornyHa TEparus.

4.2 /lo3upoBKa M HAYMH Ha MPUJIOKEHNe

WEZENLA koHIiieHTpaT 3a HH(}Y3MOHEH pa3TBOp € MpeIHa3HaYCH 3a YIIoTpeda 1o PhbKOBOJICTBOTO U
Ha/30pa Ha JIeKap C OMUT B TUATHOCTHIIMPAHETO U JiedeHneTo Ha Oonect Ha Crohn. WEZENLA
KOHIICHTpAT 3a HH()Y3UOHEH pa3TBOP TPsIOBa Ja ce U3IM0JI3Ba CaMO 32 MHTPABEHO3HATA WHIYKIIMOHHA
J1o3a.
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Bwipactaun

bonecm na Crohn
Jleuenuero ¢ WEZENLA Tps0Ba 1a ce 3ano4yHe ¢ eIMHUYHA HHTPABSHO3HA 71033, OCHOBABAIla CE Ha
TeJIEeCHOTO Terino. MH(py3noHHHUAT pa3TBOp TpsiOBa @ ce MPUroTBU OT HAKONKO ¢irakona WEZENLA

130 mg, kakTo e ykazaHo B Tabymma 1 (Bx. Touka 6.6 32 IPUTOTBSIHETO).

Ta6anna 1. Hayanna nuaTtpaBeHo3Ha no3a Ha WEZENLA

TeJieCHO TerJio Ha MAIMEHTA KbM IIpenopbuurtesna go3a* Bpoii paakoun
MOMEHTA Ha NpUJIaraHe WEZENLA 130 mg

<55kg 260 mg 2

>55kg no <85 kg 390 mg 3

> 85 kg 520 mg 4

A [Ipubnusutento 6 mg/kg

[TepBaTa moaKkoxHa A03a TPsiOBa J1a ce MPUIIOKK Ha CeaMHUIIA 8 Cliel MHTpaBeHO3HAaTa J103a. 3a
JIO3UPOBKATA IIPH MOCJIEIBAIlaTa CXeMa Ha MOJIKOKHO MpuilokeHue BkTe Touka 4.2 ot KXII Ha
WEZENLA wnmxexiuioneH pa3tBop ((prakoH) M HHXKEKIIHOHEH Pa3TBOP B IMPEABAPUTEITHO HAITBITHEHA
CIIPUHLIOBKA WJIM B TIPEABAPUTEIIHO HAITBJIHEHA MHCAJIKA.

Cmapuecka ev3pacm (= 65 200unu)

He e HeoOXxonuMo afanTupaHe Ha 103aTa IMPH MalUeHTH B CTapyecka Bb3pacT (Bxk. Touka 4.4).

bvopeuno u uepnodpobHo yspesicoare

He ca mpoBexianu npoy4BaHus ¢ yCTeKHHYMa0 MpH TE3W MOMyJIauy nanueHTd. He mosxe na ce gane
IpenopbKa 3a 103aTa.

Tleouampuuna nonynayus

Bonect Ha Crohn npu jienia (maumenTu ¢ rerno Hai-Manko 40 kg)

Jleuennero ¢ WEZENLA Tpsi0Ba fja ce 3amodHe ¢ eIMHIYHA HHTPaBEHO3HA 71033, OCHOBaBAIla ce Ha
TesiecHOTO Teruio. MHdy3noHHuT pa3TBop TpsiOBa Aa ce MpUroTBH OT HKOJKO (¢iiakoHa WEZENLA
130 mg, kakTo ¢ yka3zaHo B Tabmuia 2 (BxkK. Touka 6.6 3a IPUTOTBIHETO).

Ta6anna 2. Hayagmna uaTpaBeHo3Ha 103a Ha WEZENLA

TeJsiecHO TEryI0 HA MALMEHTA KbM IIpenopbunTeaHa Bpoii prakonu
MOMEHTA HA MpUJIaraHe ao3a* WEZENLA 130 mg
>40 kg no <55kg 260 mg 2

>55kg no<85kg 390 mg 3

>85kg 520 mg 4

2 [Ipubmmsurento 6 mg/kg

[IppBaTa moakokHa 703a TpsiOBa 1a ce MPUIIOKU Ha CeAMHIIA § CJIeJ MHTPaBeHO3HAaTa J103a. 3a
JIO3UPOBKaTa MpH MOCIEABAIIaTa CXeMa Ha MOJK0XKHO NpuiiokeHne BuxkTe Touka 4.2 ot KXII Ha
WEZENLA unxeknmoHeH pa3tBop ((prakoH) ¥ MHKEKIIMOHEH pa3TBOP B MPEBAPUTEIHO HAITBIIHEHA
CIIPUHIIOBKA.

be3omacHocTTa ¥ €pUKACHOCTTA HA YCTCKUHYMA0 IpH jieueHue Ha OostecT Ha Crohn npu neauaTpuyHu
nanueHTH ¢ Terno noj 40 kg Bce omie He ca ycraHoBeHH. JIuTicBar JaHHM.
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Hauue Ha mpmioxkeHne

WEZENLA 130 mg e caMmo 3a HHTpaBEeHO3HO NpuiiokeHue. Toil TpsOBa aa ce npuiiara B
MPOABIDKEHNE Ha Hal-MaJIKO €MH Jac. 3a yKa3aHUs OTHOCHO pa3pekIaHeTo Ha JIEKapCTBEHHUS
MPOAYKT Mper MPUIOKEHHNE BIKTE TOUKa 6.6.

4.3 IIporuBomoxa3anus

CBpPBXUYYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT TIOMOIIHUTE BEUIECTBA, U30pOCHH
B TOuka 6.1.

Kimmanuno 3HaunMa, akTuBHA HH(EKIMS (Hamp. akTUBHA TyOepKyJi03a, BK. Touka 4.4).

4.4 CheuuajaHu npexynpe:xIeHus U MpeanasHu MepKku Npu ynorpeda

[Ipocienumoct

3a n1a ce nogoOpH MPOCIeIMMOCTTa Ha OMOJIOTMYHNUTE JIEKAPCTBEHHU NMPOAYKTH, UMETO U MAPTUIHUSIT
HOMEDp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO J]a ce 3alncBarT.

Hndexrmm

YcrekuHyMad MOKe Jla UMa MOTEHIMAN Jja yBeJIudaBa prcka oT MH()EKINH U 1a peaKTHBHUPA JaTEHTHU
uHpeky. [Ipn KIMHUYHE TPOYYBAaHUS M TOCTMapKETHHIOBO 00CEPBALMIOHHO IPOYYBAHE MPH
TIAIUEeHTH C TICOPHUA3HC Ce HAOII0IaBaT CEPUO3HH OaKTepUATHU, I'FONYHY U BUPYCHU HHOEKIINU TIPH
MAIUCeHTH, IIPUEMaIlld YCTeKnHYyMal (BK. Touka 4.8).

[Ipu nanmeHTH, JISKyBaHH ¢ YCTEKHHYMa0, ce choOIaBa 3a ONMOPTIOHUCTHYHN HH(EKIINH, BKITFOYBAIIN
peakTUBUpaHe Ha TyOepKyio3a, APyrd OMOPTIOHUCTUYHU OaKTepHaTH! WHPEKIMU (BKIIOYUTEITHO
aTHIUYHA MUKOOaKTepuaiHa UH(EKIHs, MEHHTUT, TPUYHHEH OT Listeria, THEBMOHMS, TPUYMHEHA OT
Legionella, u HOkapano03a), OMOPTIOHUCTHYHA MUKOTUYHH UH()EKIMH, OTIOPTIOHUCTUYHH BHPYCHH
UH(EKIIK (BKIFOYUTEIHO eHIe(anT, IPHYMHEH OT XepIec CUMILIEKC 2) U Mapa3uTHH HH(EKIH
(BKITIOYUTETHO OYHA TOKCOIIIa3M03a).

TpsiOBa 1a ce MoAX0Xk/1a C MOBUIIIEHO BHUMAaHUE, KOTaTo ce 00chxa npuioxeranero Ha WEZENLA
NP MAIMEeHTH C XPOHWYHU WH(PEKIMH MM aHaAMHe3a 3a peliuIuBrpalia nHpekus (Bx. Touka 4.3).

[Ipenu 3anouBaneTo Ha nedenue ¢ WEZENLA narnuentuTe TpsOBa a ce U3cieBaT 3a TyOepKyJI03Ha
nndexnuss. WEZENLA He Tps0Ba a ce npuiiara npy MaiydenTy ¢ akTHBHA TYOEpKyJi03a (BiK.

touka 4.3). JleueHHeTO Ha JaTeHTHA TyOepKyJi03Ha MH(EKIMs TPsIOBa Ja 3arouHe Ipeu
npunoxxenuero Ha WEZENLA. IIpotuBoTyOepkyio3Harta Tepamus Cbio TpsoBa aa Obae oochaeHa
npeau HayanoTo Ha nedenne ¢ WEZENLA npu nanuenTy ¢ aHaMHe3a 3a JIaTeHTHA WM aKTHBHA
TyOepKyJ03a, MpH KOUTO HE MOXKeE J1a ce MOTBBPN aIeKBaTeH Kypc Ha jedenue. [larmenTure,
npuemant WEZENLA, Tpsi6Ba na ce HabaronaBaT BHUMATEIHO 33 IPU3HALM M CHMITOMH Ha aKTUBHA
TyOepKyJi03a 10 BpeMe Ha JICUCHUETO U CIIE HETO.

ITanmmentute TpsiOBa 1a ObIAT HHCTPYKTUPAHU JIa TIOTHPCST JIEKAPCKU CHBET, aKO CE TIOSBST MPU3HAIIH
WIH CUMIITOMHU, MPEAToNaramy HHPeKIys. AKO MalueHT pa3Brue cepruo3Ha HH(EKIUs, ChbCTOSIHHETO
My TpsiOBa BHUMAaTENHO Ja ce ciead 1 WEZENLA He TpsiOBa z1a ce rpuiiara, J0Kato HHQEKIUsITa He
ObJIe OBJIAJSHA.

3J10Ka4eCTBEHH 3a00JIsIBaHUS

HNmyHOCynIpecopu KaTo yCTeKHHYMad UMaT TOTEHIINAN /Ia YBEITMYaBaT PHUCKa OT 3JI0KAa4eCTBEHH
3a0omsBanus. HKoM mamueHTH, KOUTO ca MpUeMali YCTEeKUHYMa0 B KJIMHUYHU NIPOYYBAHUS U B
MOCTMapKETHHIOBO 0OCEPBAIMOHHO MPOYYBAHE MIPH MAIEHTH C IICOPUA3UC, Ca PA3BIIIN KOXKHH U
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HEKO)KHU 3JI0KaYeCTBEHHU 3a001s1BaHus (BK. TOUKa 4.8). PUCKBT OT 3]10KaueCTBEHHU 3a00JIIBaHUS MOYKE
Jla € TI0-BUCOK MPH MAIMEHTH C IICOPHA3KC, KOUTO Ca JICKYBaHH C Py OUOJOTMYHH JIEKapCTBA B
X0Jia Ha 3a00JISIBAHETO.

He ca mpoBexxganu mpoydBaHUs, B KOUTO yJacTBaT MAIIMEHTH C aHAMHE3a 32 3JI0KaYeCTBEHI
3a00JIBaHUS WM B KOUTO MPOABIDKABA JICUSHHETO Ha MTAIMEHTH, Pa3BIIIN 3JJ0KAYECTBEHO 3a00IIsIBaHE
0 BpeMe Ha IpreMa Ha yCTeKrHyMa0. 3aToBa TpsiOBa Ja ce MOX0XK/Ia C TOBUIIICHO BHUMAaHUE,
KOTaTo ce 00CHK/a MPUIOKEHUETO Ha YCTEKUHYMa0 MPH Te3W MaIMeHTH.

Bceuuku nanuenTty, no-crnenuantio Te3u Hajg 60 ToauHy, TallueHTH ¢ aHaMHe3a 3a MPOIbJIKUTETHA
MMYHOCYTIpECHBHA TEpamysi WK TakuBa ¢ anamHe3a 3a [[TYBA-tepamnus, TpsaOBa 1a ce HabroaBaT 3a

IOsIBa Ha paK Ha Kokarta (BK. Touka 4.8).

CucreMHHM U PECTIUPATOPHHU PCAKIIMH HAa CBPBXYYBCTBUTCIHOCT

Cucmemnu

CepHo3HH peakiuy Ha CBPHXYYBCTBUTEIHOCT Ca JIOKJIAJBAHN B TOCTMAPKETHHIOBH YCIIOBHUS, B HIKOU
CJIy4au HAKOJIKO JTHH ciie]] JeueHueTo. MiMa crydyan Ha aHaduIakchs U aHTnoeeM. AKO ce MOSIBH
aHa(MIIaKTHYHA WK Jpyra CepUO3Ha Peakius Ha CBPBbXUYBCTBUTEIHOCT, TPSAOBA Jla CE HA3HAYM
MOXOIs11a Tepanus u npwiokenuero Ha WEZENLA TpsiOBa na ce npeycranoBu (Bxk. Touka 4.8).

Peaxyuu, cevpzanu c ungysuama

B ximHWYHATE poyYBaHUS ca HAaOMIOAaBaH! PeaKIlid, CBhp3aHu ¢ mH(y3usATa (BXK. Touka 4.8). 1o
BpeMe Ha MOCTMapKETHHIOBOTO HaOJIIOZICHUE Ce ChOOIaBa 3a CEpUO3HH PEAKIMH, CBBP3aHH C
WHQY3UATA, BKIFOUUTEITHO aHa(QMUIAKTUYHY PEaKIny KbM HHPY3usiTa. AKO ce HabIr01aBa cepro3Ha
WY KMBOTO3ACTpalllaBallla peakiysl, TpsioBa Ja ce 3aro4yHe MOXO0/ 1A Tepanus U IPUIOKEHUETO Ha
yCTeKHHYMa0 J1a ce MpeyCTaHOBH.

Pecnupamopnu

Cry4an Ha anepruyueH ajaBeosiuT, €O3MHO(HIHA THEBMOHUS 1 HEMH()EKLIMO3HA OrpaHu3Hpalia
MTHEBMOHHSI ca ChOOIIEHH 10 BpeMe Ha MOCTMapKETHHIOBaTa yrorpeba Ha ycreknayMab. Kiimanunure
NPOSIBU BKITIOYBAT KAlUIWIA, TUCITHES M MHTEPCTUIHAIHN HHOWITPATH CIIe]l €JHA 10 TPH J03H.
Cepro3HHUTE MOCIIEANIH BKIIOYBAT AUXATeNIHA HEAOCTATHYHOCT U MPOABIDKUTETHA XOCTIUTATU3AIHS.
[TonoOpeHue e cbo0IaBaHo Cliel IPEYyCTaHOBSIBAHE HA JIEYEHHETO C YCTEKUHYMa0 U B HAKOU CIIydau
NIPY MPUIIOKEHNE HAa KOPTUKOCTEPOUTU. AKO ObJie M3KITF0UeHa HH(EKIINS 1 AUarHo3ara ce OTBbP/IH,
NPUJIOKEHUETO Ha YCTEKHHYMal TpsIOBa J1a ce MPeyCTaHOBH M J1a CE 3all0YHe MOAXO/IAIIO JeUeHHe
(Bk. Touka 4.8).

CBpIeYHO-CHJIOBH CHOUTHS

[Ipu naiueHTH ¢ MCOPUA3KC, ¢ EKCIO3MUIIMS HA YCTEKUHYMa0, B IOCTMapKETUHIOBO 00CEPBAI[MOHHO
MpPOyYBaHe ca HAOI0JaBaH! ChPJIEYHO-CHIOBH CHOUTHS, BKIIFOUNTEIHO HH(APKT Ha MUOKap/a U
MO3bYHOCH/IOB HHIIUICHT. PHCKOBHTE (hakTOpH 32 ChPAESYHOCHIOBO 3a00sBaHe TPsOBa Ja ce
OIICHSBAT PEIOBHO TI0 BpeMe Ha JieueHueTo ¢ WEZENLA.

Bakcunanmu

[IpenopbuBa ce a He ce MpuiIarat KHBU BUPYCHU HJIH )KHBU OakTepuannu Bakcuuu (kato LK)
eanoBpemeHHo ¢ WEZENLA. He ca npoBex/1aHu KOHKPETHY NTPOYYBAaHUs IPH NAlMEHTH, BBPXY
KOHMTO HACKOPO € IpujlaraHa >kuBa BUPYCHA WM jkMBa OakTepuasiHa BakcuHa. Hsama gannu 3a
BTOPUYHO Tpe/iaBaHe Ha HHPEKIHS Ype3 )KUBU BAKCUHH MTPH NAIMEHTH, MTOJTyYaBaIly YCTEKUHYMAa0.
Jleaennero c WEZENLA T1ps6Ba a ce mpeycTaHOBH Hali-MaJIKo 3a 15 ceaMuIy cien nocjaenHaTa
J103a TIpe/Iv TIOCTaBSHETO HA JKUBA BUPYCHA WJIH ’KHBa OaKkTepuaiHa BAKCHHA U MOXKE J1a c€ Bb30OHOBH
Hall-MaJIko 2 ceMMLIM ciie]] BaKCUHUpaHeTo. JIekapure, MpeanucBally JIEKapcTBOTO, TpsiOBa aa
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HarnpaBsT crpaBka ¢ KpaTtkara xapakTepucTHKa Ha IPOJIyKTa 32 KOHKPETHATA BAaKCHHA 32
JIOTIBITHUTETHA HH(DOPMAIIHS ¥ YKa3aHHS 32 ChITBPTCTBANIOTO MPUIIOKEHHE HA UMYHOCYTIPECHBHU
JICKapCTBa CJIe BAKCHHHUPAHE.

He ce mpenoppuBa nmpuiarane Ha >kuBU BakcwHM (kato BLJK BakcwHa) mpu KbpMadeTa, ¢ EKCIIO3HITHS
Ha YCTEKWHYMaO0 in utero, B MPOIBIDKEHIE HA BaHAJECET MECeIa CIe/l PaXX/TaHeTO WIIH JOKATO
CEepYMHHUTE HUBA Ha yCTCKHHYyMa0 NPU KbPMAa4eTO CIaHAT MOl HUBOTO HA JICTSKIUS (BXK. TOUKH 4.5 U
4.6). Axo e HaJTHITe KaTeropuvHa KIIMHWYHA T10J13a 32 OTACITHOTO KbpMade, MOXKE /1a ¢& OOMHCITH
MpHUjIaraHe Ha KUBa BaKCHHA B MTO-PAaHEH MOMEHT, aKO HE C€ OTKPHBAT CEpyMHH HUBA Ha
yCcTeKnHyMao.

[TammenTure, konto m3nomsatr WEZENLA, Mosxe 1a oiaydar e JTHOBpeMEHHO WHAKTUBUPAHU HITH
yOWTH BaKCHHHU.

Hsrrocpounoto neuenne ¢ WEZENLA He moTrcka XyMOpaTHHS UMYHEH OTTOBODP KbM
MTHEBMOKOKOBHTE TTOJIM3aXapU/THN BaKCHHH WIIM KbM BAKCHHHTE CPEITy TeTaHyC (BXK. Touka 5.1).

CrIpTCTBaIa UMYHOCYIIPECUBHA TEPAIIUS

[Tpu npoyuBaHust pU TICOpUA3UC HE ca OLEHSIBaHU 0€30MacHOCTTa 1 e(PUKACHOCTTA HA YCTEKHHYMal
B KOMOHMHAIIUS ¢ UMYHOCYIIPECOPH, BKIIOUNUTEITHO OMOJIOTHYHH NPOIyKTH Wi oroTepanus. [Ipu
NPOYYBaHUS MPH NICOPUATHUUEH apTPUT, ChIIBTCTBALIOTO Npmiiokenne Ha MTX He nosiusaBa
Oe3omacHocTTa U epUKacHOCTTa Ha ycTeKMHyMal. B mpoyuBanusta npu 6omnect Ha Crohn n
YJILIEPO3€H KOJIUT CHITBTCTBAILIOTO MPUIIOKEHHE HAa UMYHOCYTIPECOPH UM KOPTUKOCTEPOUIN
W3TIIeXK/Ia He TIOBJIHsIBa 0€30TIaCHOCTTa WK e(pUKACHOCTTa Ha ycTeknHyMmad. TpsOBa fma ce momxoxia
C MOBHUILEHO BHUMAaHKE, KOraTo ce 00ChKa ChIIbTCTBALIOTO NPHWJIOKEHHUE HA APYTH UMYHOCYIIPECOPH
u WEZENLA wiu npu npeMHUHABaHETO KbM JICUECHHUE C APYTH OUOJIOTUYHH UMYHOCYITPECOpH (BIK.
Touka 4.5).

NmyHoTepanusg

YcreknHyMab He € OLleHsABaH MPH NalMeHTH, KOUTO ca [oAJlaraHu Ha UMyHoTepanus 3a ajxepruu. He e
n3BectHO Jann WEZENLA moxe 1a ce 0Tpa3H Ha UIMyHOTEpaIusATa pU aJICpru.

CCDI/I03HI/I KOKHH 3a00/15IBaHUS

[Tpu nmanuenTy ¢ copuasuc ce cho0I1aBa 3a cay4an Ha eKCOIHAaTHBEH JEPMATHUT CIIe/I JICUYCHNUE C
ycTekuHyMa0 (Bx. Touka 4.8). [TareHTHTe ¢ MIaKoB MCOPUA3UC MOXKE Jla PA3BUAT EPUTPOACPMHUYUCH
MICOPHA3UC KAaTO YaCT OT ECTECTBEHUS X0/ Ha 3a00JSIBAHETO ChC CUMITOMH, KOUTO MOXKE OT KIMHUYHA
TJie/IHA TOYKa JIa He Ce OTIMYaBaT OT eKCQOIUATHBHUS IepMaTHT. JIekapuTe TpssOBa Jja BHUMAaBar 3a
CHUMIITOMH Ha EPUTPOJICPMHUUEH IICOPHA3HC MK eKC(HOTUATUBEH IEPMATHUT KATO YacT OT
MOHHUTOPHPAHETO Ha NIcOpUa3uca Mpy NanueHTa. AKO Te3u CUMIITOMH ce TOSBSIT, TpsiOBa aa ce
3anoyHe noaxonsmo geueHue. [Ipuemst Ha WEZENLA Tps6Ba na ce npeycTaHOBH, aKo HMa
CHMHEHHS 32 JIEKapCTBEHA PEaKIusl.

3aboJisiBaHus, CBBP3aHHU C JIVIIYC

Crnyyau Ha 3a00J1sIBaHMS, CBBP3aHHU C JIYITYC, C€ ChOOIIaBaT IPU NAIlMEeHTH, JCKYBaHU C YCTEKUHYMAaO,
BKITFOUUTEITHO KOXKEH JIYITyC EPUTEMATOJIEC U JIyITyc-11o100eH cuHpoM. [Ipu BE3HHKBaHE Ha JIC3UH,
0c00EHO Ha U3JIOKEHNUTE Ha CIBHIIE YYACTHIU HA KOXKATa, WIIK aKO T€ CE ChII'TCTBAT OT apTPAITHS,
MAIMeHTHT TPAOBA J1a MOTHPCH He3a0aBHO JIeKapcKa MOMOII. AKO ce MOTBBPAAT 3a00IsIBaHMS,
CBBP3aHH C JIyIyC, yCTeKHHyMab TpsOBa J1a ce MPEeyCTaHOBU U Jia C€ 3al0YHE MOIXOSAINO JIeUCHUE.



CrernyansHu noITyJIaiiu

Cmapuecka ev3pacm (> 65 200uru)

B ximHUYHATE pOyYBaHUS TIPY OJJOOPEHUTE IMOKA3aHUS HE C€ HaOI0IaBaT CHIIIECTBEHU Pa3INyus B
e(rkacHOCTTa WM O€30MACHOCTTA MPH MAIUSHTH Ha 65-TOJIUINHA Bh3PACT U IMO-TOJIEMH, KOUTO
MOJTy4aBaT YCTEKHHYMal, B CpPaBHEHHE C ITO-MJIAAH MAIIMeHTH. bposT Ha MaleHTuTe Ha BB3PacT

65 TOIUHY U MO-TOJIEMH 00ade He € TOCTaThueH, 3a J1a Ce ONPEACIN AT CE TIOBIUSABAT PA3IMIHO OT
MO-MJIaJINTE MalMeHTH. Thi KaTo pa3npoCTpaHESHUETO Ha MH(PESKIIUN CPel CTapUyecKaTa MoIyiaius
KaTo IISUI0 € TO-TOJISIMO, JICUSHUETO TPY TAIIMeHTH B CTapuecKa Bh3pacT TpAOBa Jia ce mpuiiara
BHHMATEJIHO.

C’I)H’LD)K&HI/IG Ha HATPUM

WEZENLA cpabppka mo-manko ot 1| mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKeE Ja ce Kaxe, 4e
MPaKTHYECKU HE Chirbpika HaTpuil. WEZENLA o0aue ce paspexna ¢ HatpueB xjaopun 9 mg/ml (0,9%)
uH(py3noHeH pa3tBop. ToBa TpsAOBa 1a ce MMa MPeIBUI IIPH MALMEHTH Ha TUEeTa ¢ KOHTPOJIUPaH
MpreM Ha HaTpHi (BXK. Touka 6.6).

ITosmcop6at 80

WEZENLA cpappxa 10,4 mg nonucop6at 80 (E 433) BB Besika 71032, KOATO € €KBUBaJICHTHA Ha
0,40 mg/ml. [TonucopOaTuTe Morar Aa NPUUMHST aIePTUUHHU PEAKIINH.

4.5 Bs3aumopeiicTBHe ¢ IPYrH JIeKAPCTBEHU NPOAYKTH U APYru (popmMu Ha B3auMoeiicTBHe
JKusu Bakcunu He TpsiOBa a ce npuiarat enHoBpemenHo ¢ WEZENLA.

He ce nmpenoppuBa npuarane Ha kuBH BakcuHU (kato BLDK BakcuHa) mpu kbpmadeTa, ¢ eKCIO3ULIUS
Ha yCTEKUHYMAO in utero, B IPOABIDKEHUE Ha IBAHA/IECET MEcela cie]l paXKIaHeTO MU JOKATO
CepyMHHUTE HUBA Ha yCTEKMHYMal NpU KbPMadeTo CHagHaT o4 HUBOTO Ha AeTEKUHA (BXK. TOUKU 4.4 1
4.6). AKo e HaJIMIIe KaTeropuyYHa KIIMHUYHA 0132 32 OTACITHOTO KbpMaue, MOXKe Jja ce€ 00MucIn
MpUjIaraHe Ha KUBa BaKCHHA B [TO-PAaHEH MOMEHT, aKo HE C€ OTKPHBAT CEpyMHU HUBA Ha
YCTeKUHyMao.

[Tpu GpapmMakOKMHETHYHH aHAIM3H Ha TMOIYJIAIMATA, HATIPAaBeH! B IpoyuBaHus (aza 3, e u3ciieiBaH
e(eKThT Ha Hal-4eCTO €THOBPEMEHHO MPHUEMaHH JIEKaPCTBEHH MPOAYKTH MPH MAIMEHTH C ICOPHA3HC
(BKJIIOUHUTEHO M Napaneramol1, H0ynpodeH, aneTHICATUIINIOBA KUCEINHA, METQOPMUH,
aTOpBACTaTHH, JIECBOTHPOKCHH) BbPXY (papMakOKWHETHKATa Ha ycTeknHyMao. He ca HabnromaBaHu
MIpU3HALIM Ha B3aUMO/IENCTBHE C T€3H €IHOBPEMEHHO MTPUEMaH! JIEKapCTBEHU MpoayKTH. OCHOBA Ha
TO3U aHanu3 € (PakThT, ye Hal-Manko 100 marentu (> 5% ot u3cieaBaHaTa MOIMYJIAKs) ca JIeKYBaHU
€JHOBPEMEHHO C TE3U JIEKAPCTBEHM MPOAYKTH Ipe3 noHe 90% ot nepuosaa Ha
npoyuBaHeTo.PapMaKOKWHETHKATa HAa YCTEKHHYMa0 He Ce € MOBIHsIA OT ChITBTCTBAIIOTO
npunoxxenue Ha MTX, HCIIBC, 6-MepkanTorypyuH, a3aTHONPUH U IEPOPATTHI KOPTUKOCTEPOUIN TIPH
NaIMeHTH C IICOPUATHIEH apTpHT, OosiecT Ha Crohn WK yaIepo3eH KOJHT, WU OT IpeALIecTBaIa
excrio3unus Ha anTH-TNFa cpezcTBa, Mpy MalMeHTy ¢ ICOpHaTHYeH apTpuT 1wk 6oiect Ha Crohn,
WJIH OT TIpeIIIeCcTBaIla eKCITO3UIHS Ha OMOJIOTHYHH JIEKAPCTBEHH NPOAYKTH (T.€. aHTH- TNFa
CpeICTBa W/WIM BEIONN3yMal) Py MAUEHTH € YIIEePO3€H KOJIHUT.

Pesynrature ot ipoyuBane in vitro u OT npoyuBaHe ¢aza | mpu y4acTHUIM ¢ aKTHBHA OoJiecT Ha
Crohn He nipeanonaraT HEOOXOAMMOCT OT aJaNTUPaHe Ha J[03aTa IPU MAIMEHTH, KOUTO MOJTydaBaT
eqnoBpemenHo CYP450 cybcrparu (Bxk. Touka 5.2).

[Tpu npoy4BaHust U TICOPUA3KC HE Ca OI[CHIBaHU 0E30MaCHOCTTA U €(PUKACHOCTTA HAa yCTEKHHYMal B
KOMOWHAILHUS C UMYHOCYTIPECOPH, BKIIOUUTEITHO OMOJIOTHYHH cpeAcTBa i poTtorepanus. [Ipu
MPOYYBaHUS MPHU TICOPUATUICH apTPHUT, CHITHTCTBAIIOTO NpritokeHne Ha MTX He moBnusBa
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Oe3omacHocTTa M ehUKAaCHOCTTA Ha yeTeKnHyMab. B npoyuBanusTa npu 6oject Ha Crohn u yirepo3eH
KOJIUT ChITHTCTBAIIOTO MPHIIOKEHHUE HA UMYHOCYIIPECOPH MITH KOPTUKOCTEPOUIN M3TIICHKIa HE
MOBJIMSIBA OE30MACHOCTTA WJIH €(PUKACHOCTTA HA YCTEKUHYMa0. (Bxk. Touka 4.4).

4.6 @epTHINTET, OPEMEHHOCT U KbpMEHe

Kenu ¢ meTepoeH NOTEHIINAT

JKenu ¢ nereponieH MOTEHIMAN TPsIOBa Ja W3MOI3BaT e(PEKTHBHN METOIN Ha KOHTPAIISIIIINS IO BpeMe
Ha JIEYeHHE U A0 15 ceaMUIH ciIe IeYEHUETO.

Bpemennoct

[TpocrieKTUBHY JaHHU OT HETOJIsIM Opoii cilydan Ha OPEeMEHHOCT Ciie]] eKCIIO3HIINS Ha YCTEKUHYMa0 ¢
M3BECTEH M3XO0J, BKIIOYHUTENHO MoBede 0T 450 ciryyast Ha OpeMEHHOCT ¢ €KCIIO3ULKS IIPe3 IbPBUS
TPUMECTHP, HE NIOKA3BAT MIOBHUILEH PUCK OT TOJIEMH BPOACHU MaJI(POpMAaLlK IPU HOBOPOAEHOTO.

[IpoyuBaHusTA IPH )KUBOTHU HE ITOKA3BAT NPEKU HIM HEMPEKH BPEIHU €(DEKTH, CBHP3aHH C
OpeMeHHOCTTa, EMOPHOHATHOTO/PETaTHOTO Pa3BUTHE, PAXKAAHETO HIIH TOCTHATATHOTO Pa3BUTHE (BXK.
Touka 5.3).

HanuvuusT KIMHUYEH omuT obade e orpanuyeH. KaTo npe/mna3zHa Msapka e 3a MpeIrnovnTane 1a ce
n30srBa ynorpedbara Ha WEZENLA o Bpeme Ha OpeMeHHOCT.

Ycreknnymab mpeMuHaBa Mpe3 IUIaleHTaTa i ¢ce OTKPHBa B cepyMa Ha KbpMaydeTa, POJICHH OT JKeHH,
JIEKyBaHU ¢ yCTeKHHYyMal 1o Bpeme Ha OpeMeHHOcTTa. KITMHUYHOTO BB3/eiicTBHE Ha TO3U (akT HE €
W3BECTHO, HO PUCKBT OT MH(EKIINS NPU KbpMadeTa ¢ eKCIIO3MIIMS Ha YCTeKUHYMAO in utero MOXe Jia
ObJic MOBHIIICH clie/ paxkaaHeTo. He ce mpenopbuBa npuiiarane Ha *uBH BakcuHU (kato BIDK
BaKCHHA) TPU KbpPMaYeTa, C EKCIIO3UINS Ha YCTEKHHYMA0 in ufero, B IPOABIDKEHUE Ha

JIBAaHAJICCET Mecella ClIe]] PaXIaHEeTO WU JIOKATO CEPYMHHUTE HUBA HAa YCTEKMHYMa0 NPpU KbpPMayeTo
CIaHAT TI0]] HUBOTO Ha JETEKITHs (BK. Touku 4.4 11 4.5). AKO e HaJIiIle KaTeropuIHa KIMHIYHA T0J13a
3a OTHIETHOTO KbpMade, MOXKe Ja c€ OOMUCITY MPUJIaraHe Ha JKWBa BaKCHHA B TI0-paHEH MOMEHT, aKo
HE Ce OTKpUBAT CEPyMHH HUBA Ha yCTEKHHYMa0.

Kepmene

OrpaHuveHH JaHHU, yOJUKYBaHH B JIMTEPATypaTa, IOKa3BaT, 4e YCTEKUHYMal ce EKCKpEeTHpa B
YOBEIIKAaTa KbpMa B MHOT'O MaJIKi KoyimuecTBa. He € u3BecTHO anu ycrekunymad ce abcopoupa
CHUCTEMHO clie/i morirbinane. [lopaau moTennuana 3a mposiBa Ha HEXKEJIaH! JICKApCTBEHH PEAKIIUH KbM
YCTEKMHYMa0 MpH KbpMaueTaTa, TpOBa Jia ce B3eMe peIlIeHUE JIaJIH Ja ¢e IPEeyCTaHOBH KbPMEHETO
10 BPEME Ha JICYCHHE U J0 15 cCeaMuIu clies] JICUEHUETO, Ui J1a C€ TIPEYCTAaHOBH TEPaIUsATa C
WEZENLA, karto ce B3eMar mpeaBu [oji3aTa OT KbPMEHETO 3a JIETETO U MoJI3aTa OT TepanusTa ¢
WEZENLA 3a sxenara.

PepTUnnTeT
EdexTsT Ha ycTekuHyMab BpXY QepTHIINTETa IPU XOpa HE € OlEHEeH (BXK. Touka 5.3).
4.7 EdexTn BbpXy cioco0HOCTTA 3a IIO(HpaHe U padoTa ¢ MAIIMHHA

WEZENLA He nosjusiBa WK MOBJIMABA IPEHEOPEKMMO CIIOCOOHOCTTA 32 1o upanHe u padboTa ¢
MaIlHH.



4.8 Hexenanu jJekapcTBeHH peaKuu

O0600menue Ha npoduiaa Ha 6€30MaCHOCT

Haii-gectute HexenaHu JIeKapCcTBEHU peaknuu (> 5%) B KOHTPOIHPAHUTE IEPUOAN OT KITMHUIHUTE
MPOYYBaHUS MPH BH3PACTHU C TICOPHUA3UC, TICOPUATHYCH apTpuUT, 6osiecT Ha Crohn u ynIiepo3eH KOJIHUT
¢ ycreknHymal ca HazoghapuHTHT U riaaBoOosue. [ToBedeTo OT TAX ce cuMTaT 3a JISKU U HE Hayiarat
NpeKbCBaHe Ha MPOYYBAHOTO JeueHue. Hali-cepro3Hara HexenaHa JIeKapCTBEHA PEakIusl, KOSITO €
ChOOIIaBaHa 32 YCTEKUHYMA0, € CepUO3HA PEaKIUsl Ha CBPBbXYYBCTBUTECIHOCT, BKIFOUUTEITHO
anadwitakcus (Bxk. Touka 4.4). O0musaT npodui Ha 6€30MaCHOCT € MOA00CH MPH MAIUSHTH C
TICOpPUA3UC, IICOPUATHYUCH apTpuT, OosiecT Ha Crohn 1 yIepo3eH KOJuT.

TabauyeH COUCHK HA HEXKEITAHUTE PCAKIINHN

JanHuTe 3a 6€30MacCHOCT, IPEAOCTaBEHH I0-A0JIY, Ca IIOJYUYEeHHU Cllell eKCIIO3UIHI Ha yCTEeKNHYyMa0
nipu Be3pacTHH B 14 npoyuBanus daza 2 u daza 3 mpu 6 710 nmarmentu (4 135 ¢ ncopuasuc w/unm
ncopuaTHueH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ yiiepo3eH KoauT). ToBa BKIIOUBa
€KCIO3ULHS HA YCTEKMHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOIUPAHNUTE NEPUOAH Ha KITUHUYHHUTE
NPOYYBaHUS MPH NALMEHTH C IICOPHA3HC, ICOPUATUIEH apTpHT, Oonect Ha Crohn miu ynuepo3eH
KOJIUT B IIPOABIKEHUE HAa Hali-Majko 6 Mecena (4 577 nmarueHTH) Uiy noxne 1 ronuHa

(3 648 maruentn). 2 194 nanueHTy ¢ ncopuasuc, 6osect Ha Crohn wiH yJepo3eH KOJIUT ca ¢
eKCITO3UITH 3a MoHe 4 roauHy, 1okato 1 148 mammenTu ¢ ncopuasuc wiu 6onect Ha Crohn ca ¢
€KCIIO3UIMA 34 IIOHE 5 TOAUHMU.

B tabnmma 3 e mokazaH COIUCHK ¢ HEXKETAHUTE JICKAPCTBEHH PEAKIINH OT KIMHUYHU MPOYIBAHHS MTPH
BB3PACTHHU C TICOPHUA3HC, TICOPHATHICH apTPHUT, OoecT Ha Crohn u yIepo3eH KOJUT, KakKTo U
HEXKENaHUTE PEeaKuK OT MOCTMapKeTHHTOBaTa yrnorpeda. Hexxenanure peakiuu ca kiacuuiupanu
M0 CHCTEMO-OPTaHHHU KJIaCOBE M YECTOTa CHITIACHO CIIeHATa KOHBEHIIMS: MHOTO YecTH (> 1/10), uecTn
(> 1/100 mo < 1/10), mewectr (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), MHOTO peaxu
(< 1/10 000), c Hen3BecTHA UecTOTa (OT HATMYHUTE JAHHKM HE MOXe J1a ObJie HallpaBeHa olieHka). [Ipu
BCSIKO IPYyMHpPaHe B 3aBUCUMOCT OT YE€CTOTATa HeXEJaHNUTE JICKAPCTBEHU PEaKIMU ce U30pOsBaT B
HU3XOJISII PeJl IO OTHOIIIEHUE Ha TSIXHATA CEPHO3HOCT.

Tadanna 3. CnuchbK Ha HeXKeJTaHU peaKuun

CucreMo-opranuu
KJIaCOBE

YecToTa: HEXKEJIAHU peaxkumu

WNndexnmn u napecTanmm

Uectn: nH}EKIMs Ha TOPHHUTE JUXATEIHHU ITHTHIIA, HA30(apUHTHUT,
CHHY3UT

Heuectu: nenynur, aeHTanau HHGEKUNH, Xeprec 30cTep, MHOEKIusI Ha
JOJTHUATE TUXATeJTHH TbTHUILA, BUPYCHU MH(OEKIIMU HA TOPHHUTE
JIXaTeJTHH TTHUIA, ByJIBOBarHAIHA MUKOTHYHA UH(EKIIHs

Hapymenust Ha uMyHHaTa
cucrema

HeuecTu: peakiun Ha CBPbX4yBCTBUTEIHOCT (BKJIFOYUTEIHO OOPUB,
YpTHKapusI)

Penxu: cepro3nn peakniny Ha CBPbXYyBCTBUTETHOCT (BKIIOYUTEITHO
aHaduIaKcus, aHTHOEIEM)

[lcuxuunu HapyIieHus

Heuectu: nenpecus

Hapymenus Ha HepBHaTta
cucrema

Yectu: 3aMaiiBaHe, rI1aBo0OIIHE
HeuecTu: nunesa napanusza

PecnimpaTopHu, rpbaHT 1
MeINaCTHHAITHI
HapylIEeHHUs

Uectu: opodapunreanta 60yka

HeuecTu: HazaiHa KOHTECTUS

Penxu: anepruyeH anBeonT, €03MHOMUITHA THEBMOHHUS
MHoro peku: opraHu3uparia MMeBMOHHS ™




CucreMo-opraniu
KJIacoBe

YecToTa: HesKeJAHH PeaKIMu

CromarrHo-4peBHA
HapyIICHHS

YecTu: muapusi, rajicHe, IOBPHIaHe

Hapymienus Ha koxata u
MOJIKO)KHATA ThKaH

UYectu: copbex

Heuectu: mycTyn03eH ncoprasuc, eKchoaraiis Ha KoKaTa, akHe
Peaxu: ekchoanaTuBeH IePMATUT, XUITEPCEH3UTUBEH BACKYIIUT
MHoro peku: 6ya03eH MeM(PHUIOnI, KOXKEH JTYIyC epUTEMATONEC

Hapy1enus Ha MycKyJIHO-
CKEJIETHATa CUCTEMA U
ChEeIMHUTENHATa ThKaH

YecTu: 00JIKH B TbpOa, MUAITHS, apTPAIITHS
MHOTO pe/iKH: JIyIyC-II0JI00CH CHHIIPOM

OO HapyLIeHus U
e(exTH Ha MACTOTO Ha
MPUIIOKECHUE

Uectu: ymopa, eputeMa Ha MACTOTO Ha MH)KEKTUPaHe, 00JIKa Ha MSCTOTO
Ha WHXEKTHPaHe
Heuectu: peakuyu Ha MSICTOTO Ha HHXKEKTHPaHE (BKIIFOYUTEITHO

KPBbBOU3JIIMUB, XEMATOM, BTBBPAABAHE, IOAYBAHE U C’I)p6e)K), aCTCHUA

* Bmxre Touka 4.4, CHCTEMHHN M pECITUPATOPHH PEaKIMX Ha CBPBXIyBCTBUTEITHOCT.

Onncanune Ha N30paHy HEXEJIAHN JIEKAPCTBEHH PEAKIINU

Hngpexyuu

B mnane6o-koHTpoNIMpaHu TPOyYBaHUS P MAIUEHTH C TICOPUA3UC, ICOPHUATHYEH apTPUT, OOIIECT Ha
Crohn 1 yniiepo3eH KOJUT NPOLIEHTHT Ha MH(PEKIUUTE WK CEPHO3HUTE MH(DEKIINH € CXOJICH MPH
MAIMEeHTHTE, JIEKyBaHH C YCTEKUHYyMa0, U MPH JIEKyBaHUTE C iarnedo. B miamne6o-koHTpomupanus
MIEPHUO/I Ha T€3W KIIMHUYHU POYYBaHUs YyecToTaTa Ha nHpekunte € 1,36 3a manueHToro uHa
npociieisBaHe MpH NalueHTH, JIeKyBaHHU ¢ YCTeKHHYyMa0, U 1,34 — npu nauueHTH, JIEKyBaHH C
miane6o. [osBunure ce cepro3nu nHMeEKImY ca ¢ yecrora ot 0,03 3a marMeHTOroIMHa MPOCIeIBaHe
MIpH MAIUEeHTH, JIEKyBaHU ¢ ycTeknayMab (30 ceprozan uHdpekimu 3a 930 nanueHToroInHu
npocnensasane), u 0,03 npu manueHTH, JeKyBaHu ¢ miamnebo (15 cepruo3nu nHpEKIUH 3a

434 nmanueHTOroJUHM MpociesaBaHe) (BXK. Touka 4.4).

B koHTpoNMpaHuTe 1 HEKOHTPOIUPAHUTE MIEPHOIH HA KIMHUYHUTE MTPOYYBAHUS TIPH TICOPUA3HC,
TICOpUATHYEH apTpUT, OoJecT Ha Crohn u yJIepo3eH KOJIHT, MPeICTaBIIsBAIIH

15 227 manueHTOroANHN eKCIO3HUINA ¢ YyCTeKnHyMao npu 6 710 manuedTn, MenuaHaTa Ha BpeMeTO Ha
npocnensBade € 1,2 roguny; 1,7 roAuHU 3a IpOy4YBaHUSITA [IPU nicopuaszuc, 0,6 ronuHu 3a
npoy4BaHusTa npu 6onect Ha Crohn u 2,3 ToJHY 32 IPOYYBAHMSATA C YIIIEPO3EH KOJHT. [IpOIeHTHT
Ha uH@ekuute ¢ 0,85 3a manueHTOroJuHa MPOCIesBaHe MPHU MAIUEeHTH, JCKYBaHU C YCTEKHHYMa0, a
MPOLEHTHT Ha cepro3HnTe nHpekmn mpu TsaX € 0,02 3a marnueHToroInHa mpocieIsiBaHe

(289 ceproznm nHpekym 3a 15 227 manueHToroAnHN MPOCIeAsiBaHe) U ca JOKJIaIBaH CEPUO3HU
WHQEKIINHY, BKIFOYUTEIHO THEBMOHMS, aHAJICH a0CIieC, LENYJIUT, IUBEPTHKYJIUT, TaCTPOSHTEPUT H
BUPYCHU HH(EKITUH.

B npoBeieHr KIIMHUYHY MTPOYYBAHUS MAIMEHTH C JATEHTHA TyOepKyo3a, KOUTO ca OHITH
€IHOBPEMEHHO JIEKyBaHH C M30HHUA3H]I, HE Ca Pa3BHIN TyOEpKyI03a.

3nokauecmeenu 3a60196aHUA

B mnane6o-koHTpoMpanus Iepro]T Ha KIIMHUYHY ITPOYYBaHUS P IICOPUA3HC, ICOPUATHICH apTPUT,
6onect Ha Crohn ¥ yJIIepO3eH KOJIHUT Y€CTOTATa Ha 3JI0KAYECTBEHUTE 3a00JIIBaHUS, C U3KITIOUCHHE Ha
HEMEJIaHOMEH paK Ha Koxkara, € 0,11 3a 100 manueHTOroAMHN MpoCIIesIBaHe MMPH MalueHTH,
neKyBaHu ¢ ycreknayma0 (1 mamueHT 3a 929 nanueHTOoroIMHU MpocieIsBaHe) B CPAaBHEHHE C

0,23 mpu nanueHTHTe, NeKyBaHu ¢ Tiane6o (1 mamueHT 3a 434 NalMeHTOroIMHU
npocrneasBane).YecTorata Ha HEeMeTaHOMEH pak Ha kokara € 0,43 3a 100 manueHTOTOAMHI
MpoCIesIBaHe 32 MAMCHTUTE, JIEKYBaHH C YCTEKHUHYMA0 (4 marueHTH 3a 929 manueHToroJnHu
npocnesaBane) B cpaBHeHue ¢ 0,46 mpu NanMeHTUTe, JIGKYBaHU C Tiane0o (2 marueHTH 3a

433 manueHTOTOAMHHM TIPOCIICIIBAHE).
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B koHTponMpaHuTe M HEKOHTPOIUPAHUTE MTEPHOAN Ha KIMHUYHUTE MIPOYYBAHMUS TIPH TICOPUA3HC,
TICOpUATHYEH apTpHUT, Oonect Ha Crohn U yiIepo3eH KOIHT, IPeACTaBIIBAIIN

15 205 manueHTOroAMHA SKCIO3UINS C YCTeKUnHYMa0 npu 6 710 marueHTy, MeuaHaTa Ha BpeMeTO Ha
npocneassane € 1,2 rogunu; 1,7 ToOAUHU 32 TPOyYBaHUSITA [IPU icopuasuc, 0,6 ronuHu 3a
npoyuBaHusTa rmpu 6osxect Ha Crohn u 2,3 TOAMHM 32 IPOYYBAHUATA C YIIEPO3EH KOIHT.
3nmokavyecTBeHH 3a00IABaHNSA, C M3KITIOUEHNE Ha HEMEIAHOMEH PaK Ha KOXKaTa, ca JOKJIaJIBaH! IpH

76 nauuentu 3a 15 205 nanmenToroaunu Ha npocieasBade (dectora oT 0,50 va 100 manueHToroJuHu
Ha TIPOCIIe/IsIBaHE MPH MAIMSHTH JIEKYBaHHU ¢ ycTeKnHyMab). Te3u ciaydan Ha 3710KadyeCTBeHH
3a00IABaHs, CHOOIIEHH TIPH MAITUEHTH, JIEKYBaHU C YCTEKMHYMab, ca CpaBHUMH C OYaKBAHNTE
ciydau B oOmiara nomyiaius (cTanaapTu3upan koedumueHT Ha yectota = 0,94 [95% nosepurencH
unrepsai: 0,73, 1,18], kopurupat 3a Bb3pacT, noi 1 paca). Haii-uecto HabironaBanute
3JI0KAYE€CTBEHH 3a00IISIBAaHASA, PA3IMIHA OT HEMEIAHOMHUS KapIITHOM Ha KOXaTa, ca KapIImHOM Ha
MpOCTaTara, MeJIaHOM, KOJIOPEKTAJICH KapIIMHOM U KaplMHOM Ha rbpaara. Ciydyaute Ha HEMEJIaHOMEH
KapuuHOM Ha koxkarta ca 0,46 na 100 marueHTOoroIMHM Ha IPOCeAsiBaHE MPU MAIlUEHTH, JICKYBaHH C
ycTekuHyMab (69 manuenTH 3a 15 165 manuenToroanAN Ha pocnensBane). CbOTHOIIEHHETO Ha
MAIeHTH ¢ 0a3ajeH CIps MO CKBaMO3HOKIIEThUEH KapIIMHOM Ha KoxkaTa (3:1) e cpaBHHMO ChC
CHOTHOIIICHUETO B 00IIaTa momynanus (Bx. Touka 4.4).

Peaxyuu na cepvxuyscmeumennocm u peakyuu KoM uH@y3usama

B npoyuBaHusiTa ¢ HHTpaBEeHO3HA HHAYKLUS 1pu 6osiecT Ha Crohn U yimepo3eH KONUT He ce
CHOOIIaBaT CHONTHS Ha aHA(UIIAKCHS WU JPYTU CEPUO3HH PEAKINH KbM HH(Y3HUATA CIIe SANHIIHA
WHTpPaBeHO3Ha J103a. B Te3u npoyuBanus 2,2% oT 785 manueHTH, JeKyBanu ¢ mianedo, u 1,9% ot
790 manueHTH, JIGKYBaHHU C MIPEMOPhUYMTEIHATA 1033 YCTEKHMHYMa0, ChoOIIaBaT HeXKeJIaH! ChOUTHS,
BB3HUKHAJH 110 BpeMe Ha WIHN B PaMKUTE Ha eIWH Jac oT uHdy3usra. [lo Bpeme Ha
MMOCTMaPKETHHTOBOTO HAOIIOIEHIE Ce ChOOIIaBaT CEpHO3HN PeaKIni, CBbP3aHu ¢ HHY3UTA,
BKJIFOUUTEITHO aHA(DWIAKTUYHH PEAKIMH KbM UH(Y3usITa (BXK. Touka 4.4).

[lemaTpryHa DomyIaiys

Heauamputmu nayuenmu Ha 6 200UHU U NO-20eMU C NIAKO8 ncopuasuc

be3zonacHocTTa Ha ycTeKMHYMal € IpoyydeHa B iBe MpoyuBaHus ¢a3a 3 npu neIuaTpyuyHy HalueHTH C
YMEpEH JI0 TeXbK IIakoB ncopuasuc. [IpBoTo npoyusane e npu 110 maruenTn Ha Bb3pacT oT 12 10
17 ronuHu, NeKyBaHU B NpoAb/bkeHUe Ha 60 cenMuliy, a BTOPOTO MPOyUBaHe € npu 44 NanueHTH Ha
BB3pacT oT 6 1o 11 roauHwm, IeKyBaH! B IPOIBIDKEHHE Ha 56 ceqmunu. KaTo msso cpo0meHuTe
HEXKEeJNaHU CHOUTHS B TE3H JBE MPOYUYBAHUS C JJAHHU 3a Oe30MacHoCT J0 1 roguHa ca mojo0Hu Ha
Te3U, HaOJII0AaBaH! B IPEIUIIHU TPOYYIBAHMS IIPH BB3PACTHHU C TIAKOB TICOPHA3HLC.

THeouampuunu nayuenmu ¢ meano nati-manxo 40 kg ¢ 6onecm na Crohn

BesomacHocTTa Ha ycTekuHyMab € IpoydeHa B eIHO npoy4uBaHe (aza 1 u exHo npoyusane daza 3 npu
MeAMATPUYHY MMAIMEHTH ¢ yMEpeHa JI0 TeXKa akTuBHA O0osect Ha Crohn choTBeTHO 110 ceamuna 240 u
ceamuiia 52. Karo 11suto npodurbt Ha 0€301acHOCT B Ta3u kKoxoprta (n = 71) e nogo0eH Ha TO3H,

HaOJIro1aBaH B MPEAMIIHN IPOYYBaHUs IIPU Bb3pacTHU ¢ OosiectTa Ha Crohn.

Cpo0I1IaBaHe Ha HOM03MPAHN HEXKEIAHU DEAKIINN

C’BO6H_[aBaHCTO Ha MOAO3UPAaHU HCKCIIaHU PCAKIIUH CJIC/ pa3pClIaBaHe 3a yHOTpe6a Ha JICKapCTBCHUA
IMPOAYKT € BAXKHO. Tosa mo3BoasBa Ja IpoaABbJIKU Ha6.HIO,ZIeHI/IeTO Ha CbOTHOIICHUETO non3a/p1x1c1< 3a
JICKApPCTBCHUA IPOAYKT. Or MECIHUIIMHCKUTC CIICHUAJINCTH CEC U3HUCKBA Ja CT:O6H_IaBaT BCsKa
[MoJ03npaHa HECXKCJIaHA pCaKd Ype3 HAllMOHAJIHA CUCTEMaA 3a C’BO6H.IaBaHC, IIOCOYCHA B

IIpunoxxenue V.
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4.9 Ilpeno3upane

Enuanynn no3u no0 6 mg/kg ca npunaraHu MHTPaBEHO3HO B KIIMHUYHU MPOYYBaHUS O€3
orpaHHYaBaIla 03aTa TOKCHYHOCT. B ciayyali Ha mpeno3upane ce npenopbysa NallMeHTUTE Ja ce
HaOJIFOIaBaT 33 MPU3HAIM WUITM CHMIITOMH Ha HEKEJIaHU PeaKiuy 1 He3a0aBHO Ja ce MPUIIOKU
MOJIXOJIAIIO0 CHMITOMATHYHO JICUCHHE.

5. DAPMAKOJIOT'NMYHU CBOUCTBA

5.1 ®apMakoIMHAMHYHH CBOWCTBA

dapmakoTepaneBTuuHa rpyna: iMyHocynpecopu, nuxubutopu Ha natepiaeBkuda, ATC kox:
L04ACO0S5

WEZENLA e 6nonoruyHo noo0eH iekapcTBeH mpoaykT. [loapodHa nHpopManms e mpegoctaBeHa
Ha yeOcaiita Ha EBpormeiickara areHuus o Jiekapctara https://www.ema.europa.eu.

MexaHn3bM Ha AEUCTBHE

Ycrekunymad e usisuio 4oBemko [gG 1k MOHOKIIOHATHO aHTUTSIIO, KOETO CE€ CBBP3Ba ChC
cneurn(pUIHOCT KbM 001aTa NpoTenHoBa cyoeaununa p40 Ha YOBEIIKUTE IUTOKMHU HHTEPJIEBKUH
(IL)- 12 u IL-23. Ycrexkunymab moTucka 6noaktuBHOCTTa Ha YoBemkute 1L-12 u IL-23, xato
npenoTBpaTsiBa cBbp3BaHeTo Ha p40 ¢ IL-12RB1 penenropen nmpoTenH, pa3noioKeH Ha MOBLPXHOCTTA
Ha IMYHHHUTE KJIETKH. Y CTEeKHHYMa0 He Moke a ce cBbpike ¢ IL-12 mmu ¢ IL-23, xouto Beue ca
cBbp3anu ¢ [L-12RB1 penenTopu mo kineTryHaTa TOBBPXHOCT. CIIeIOBATEIHO € MaJIKO BEPOSTHO
yCTeKHHYMab Ja yyacTBa B KOMIUIEMEHT- WM aHTUTSIIO-MeIMUpaHaTa IIUTOTOKCHYHOCT Ha KJIETKUTE
¢ peuenropu 3a IL-12 w/umm IL-23. IL-12 u IL-23 ca xeTepoauMepHH IUTOKUHH, CEKPETUPAHH OT
AKTUBHPAHM aHTUTE€H-TIPEJICTABALIM KIJIETKH, HalpUMep Makpodaru u NEHIPUTHH KIETKM U JBaTa
[UTOKMHA yyacTBaT B UMyHHHUTE QyHKIUK; IL-12 ctumynupa ecrectBenuTe kinetku youiinu (NK) u
npenu3BukBa qudpepennuaiusata Ha CD4 + T kinerkure kbM T 1 xennepen (Thl) ¢penoru,

IL-23 uanynwpa metst Ha T 17 xenmepute (Th17). AGHOopMmHAaTa perynamwms Ha [L-12 u [L-23 obaue ce
CBBP3Ba C UMYHHOMEANUPAHH 3200 sIBAHUS KaTO IICOPHA3HC, IICOPHATHYEH apTPUT U OOJIeCT Ha
Crohn.

Upes cBbp3Bane Ha obmaTa cybequanma p40 Ha IL-12 u [L-23 ycreknrymMab Moxe /1a OKa3Ba CBOUTE
KIMHAYHU eeKTU TP IICOPHA3NC, ICOPHATUIEH apTpuT U OojecT Ha Crohn upe3 npekbCcBaHe Ha
merrmara Ha Thl u Th17 uTokuHM, KOUTO ca B OCHOBATA Ha MMATOJIOTHITA Ha TE3U 3a00/IIBaHu.

ITpn nauuentu ¢ 6oxect Ha Crohn jedeHneTo ¢ ycTekuHyMal BOAU /10 HAMAJICHUE Ha
BB3NATUTEITHUTE MapKepH, BKIrounTenHo C-peaktuBeH npotenH (CRP) u dekanen kanmpoTeKTrH 1o
BpeMe Ha MHAYKLIHOHHATa ¢a3a, KOETO CJIe TOBA ce MOAIbPIKa Mpe3 LsiaTa noaabpkaia ¢gasa.

CRP e oneHeH 1o BpemMe Ha MIPOABIDKEHUETO Ha MPOYYBAHETO M HAMAaJICHUTA, HAOII0JaBaHH 110
BpeMe Ha mojrbprkamara (aza, OOMKHOBEHO ce 3ara3Bat A0 252 ceaMuIa.

Umynuzanmmn

ITo BpeMe Ha IBITOCPOYHOTO POABIKEHUE HA TpoyuBaHe npu rncopuasuc 2 (PHOENIX 2),
BB3PACTHUTE MAUCHTH, JIEKYBaHH C YCTEKHMHYMa0 3a Hai-MaJKko 3,5 roJuHY, ca i aHTUTSIIO-
OTTOBOPH Ha THEBMOKOKOBH ITOJIM3aXapHIHU BAKCUHH U BAKCHHU CPEIy TETaHyC, CXOJIHHU C T€3U IpH
KOHTPOJIHATA TrpyTa MalieHTH, MOTyYaBallyd HECHCTEMHO JIeUeHre Ha Ticoprasuc. CXOoeH MPOLEHT OT
BB3PACTHUTE MAUCHTH, JIEKYBaHH C YCTEKMHYMa0 M Te€3U B KOHTPOJHATA IPyIa, ca Pa3BUIIM 3alIUTHH
HUBA Ha aHTUITHEBMOKOKOBY M aHTUTETAHUYHH aHTUTENA, U TUHTPUTE HA AaHTUTENIaTa UM Ca CXOJIHH.
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Kinnununa edukacHoCT ¥ 6€30I1aCHOCT

bonecm na Crohn

be3onacHocTTa M e(hUKacCHOCTTA HAa YCTEKMHYMa0 ca OLICHEHHU B TPU PaHAOMM3UPAHU, TBOHHOCIIEIIH,
1ane00-KOHTPOIMPaHU, MHOTOLICHTPOBH MTPOYYBAHUS [IPH BB3PACTHHU MAEHTH C YMEpPEHa /10 TEXKKa
aktuBHa 60mect Ha Crohn, ¢ Manekc Ha akTuBHOCTTA Ha OoJiectTa Ha Crohn (Crohn’s Disease
Activity Index, CDAI > 220 u < 450). IIporpamara 3a KTHHAYHO pa3pabOTBaHE ce€ CHCTOM OT JIBE 8-
ceaMuyHU npoyuBanus ¢ uHTpaBeHo3Ha nHAyKuus (UNITI-1 u UNITI-2), mocnenBanu ot 44-
CEIMUYHO PaHAOMH3HPAHO MPOYYBaHE C TOAKOKHO MPUIOKEeHUE Ha noaabpxama go3a (IM- UNITI),
HpEeACTaBIsIBAIIN 52-CeAMUYHA TEparusl.

IIpoyuBanusta ¢ unaykuus Bkaoysat 1 409 (UNITI-1, n = 769; UNITI-2, n = 640) nauueHTH.
[IppBHYHaTa KpaiiHa TOUKA 3a JBETE€ MHAYKLUOHHH [IPOYYBaHUs € IIPOLEHTHT HA YYACTHULIUTE C
KITMHIYEH O0TroBop (ompeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceqmmua 6.
JanHuTe 3a eUKACHOCT ce ChOMpAT U aHAIM3UPAT 10 CeAMUIA § 3a ABETE

npoy4BaHus. ETHOBpeMEHHOTO NpUiIOXKEeHNE HA IEPOPATHA KOPTUKOCTEPOUAN, IMYHOMOAYJIATOPH,
AMHHOCAJIMLMIATH U aHTUOMOTHILIM € pa3peiieHo u 75% OT mauneHTHUTe MpoABJKABAT 1A II0JIyyaBatT
Half-MaJlko eJJHO OT Te3H JIeKapcTBa. B 1BeTe MpoyyBaHus MAlMEHTUTE ca PAaHJOMU3UPAHH Ja
MOJTy4YaT €THOKPATHO HHTPABEHO3HO NPEIIOPBUUTEIHATA J103a OT NPUOIM3UTEHO 6 mg/kg B
3aBUCHMOCT OT TEJIECHOTO TerJo (BxK. Tabnwma 1, Touka 4.2), pukcupana go3za 130 mg ycrekuaymad
wi 1ane6o Ha cenqmuna 0.

[Nanuentute B UNITI-1 ca nexyBaHM HEYCHENIHO UM UMAT HEMMOHOCUMOCT KbM MpEIIecTBaIla
antu-TNFa tepanus. [Tpubnusurenno 48% oT manueHTUTE ca JeKyBaHH HEYCIELIHO C

1 npenmectBama antu- TNFo Tepamnus, a 52% ca JiekyBaHH HEYCIICITHO ¢ 2 WiIH 3 MpeaiecTBaIln
anTu-TNFa Tepanuu. B ToBa mpoyuBane 29,1% oT nauueHTHTEe HMaT HEJO0CTaThueH HayalleH OTIOBOP
(TppBUYHM HepecnioHiepn), 69,4% ca ce NOBIHSIIN, HO Ca MPECTAHANH /1a CE OBIMABAT (BTOPHUYHH
HepecnoHiepn), a 36,4% umaT HemoHOCUMOCT KbM anTu- TNFo Tepanun.

[Nauuenture B UNITI-2 ca nekyBaHu HEyCHEIIHO HAl-MAJIKO C €JHA KOHBEHIIMOHAIIHA TEPAIHS,
BKITFOUUTEITHO KOPTUKOCTEPOU TN WITH UMYyHOMOTyJIATOPH, KaTO WJIM HE ca JISKYBaHH J0Cera ¢
antu-TNFa tepanus (68,6%), wiu ca noydaBaiy npenu ToBa aHTH- 1T NFo Tepanus, Ho TS e 6uia
Heycrensa (31,4%).

B nBete UNITI-1 u UNITI-2 3HauMMO 1O-TOJISIM MIPOIICHT OT MAIIMEHTHUTE B TpyIaTa, JIEKyBaHa ¢
yCTEKHHYMAa0, ca ¢ KIIMHUYEH OTTOBOP M PEMUCHSI B CpaBHEHHE ¢ 1u1anebo (Bk. Taduuna 4).
KIMHAYHUAT OTFOBOP M pEMUCHATA Ca 3HAUMMH Ol Ha ceAMULA 3 IIPU MALMEHTUTE, JICKYBaHH C
yCTEKHHYMa0, U T€ MPOABIDKBAT Jla ce MOI00pABaT /1o ceaMulia 8. B Te3u npoy4BaHus ¢ MHIYKIINS
e(uKacHOCTTA € TI0-BHCOKA U CE MOUIbPXKa Mo-100pe B TpymaTa ¢ 103a B 3aBUCHMOCT OT TEJIECHOTO
TErJI0, B CpPaBHEHUE C rpynara ¢ 1o3a 130 mg u nopaayu ToBa Npu UHTPAaBEHO3HA HHAYKLUSA CE
MIpeNnopbYBa JO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETTIO.

Tabanna 4. Uaagyknus Ha Ki1uHn4YeH otrosop v pemucusi B UNITI-1 u UNITI-2

UNITI-1* UNITI-2**
IIpenopbunte IIpenoppuure
Inanedo JIHA 1032 IInanedo JIHA 1032
N =247 yCTeKnHyMa0 N=209 YCTeKHHYMA0
N=249 N =209
Kinnuuna pemucusi, ceamuia 8 18 (7,3%) 52 (20,9%)* 41 (19,6%) 84 (40,2%)*

Kimauden orrosop (100 Toukn), 53 (21,5%) 84 (33,7%)° 60 (28,7%) 116 (55,5%)*
cenMuIia 6

Kmamaen otrosop (100 Toukm), 50 (20,2%) 94 (37,8%)* 67 (32,1%) 121 (57,9%)*
ceaqMuIa 8
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UNITI-1* UNITI-2**
Ilpenopbuure IIpenopbuute
Ilnane6o JIHA 1032 Inanedo JIHA 1032
N =247 ycTeKnHyMa0 N=209 YCTeKHHYMA0
N=249 N =209
70-TOYKOB OTTOBOp, CEAMHIIA 3 67 (27,1%) 101 (40,6%)° 66 (31,6%) 106 (50,7%)*
70-TOYKOB OTTOBOP, CeAMHUIIA 6 75 (30,4%) 109 (43,8%)° 81 (38,8%) 135 (64,6%)*

Knunarmunara pemucus e onpexaenena kato CDAI ckop < 150; KnuHHYHEAT OTrOBOp € oTpeiesieH KaTo
Hamanenne Ha CDAI ckop c Haii-manko 100 TOYKH WITH CHCTOSHIE B KIIMHUYHA PEMUCHS

70-TOUKOBHUAT OTTOBOP € ompezaeseH kato HamaneHne Ha CDAI ckop ¢ Haif-manko 70 ToUkH

* Heycnex Ha antu-TNFa Tepanus

** Heycriex Ha KOHBEHIIMOHAIIHATA TepaITus

"p < 0,001
°p<0,01

B mpoyuBaneto ¢ nogaspikama tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUTAT
100-TOYKOB KIIMHUYEH OTTOBOP HA CEAMHUIA 8 OT MHAYKIUATA C ycTeKuHyMa0 B mpoyusanust UNITI-
1 u UNITI-2. ITanueHTuTE Ca paHAOMHU3UPAHU HA CXEMa Ha MOIAbPKAILO JICYEHUE C MMOIKOKHO
npuioxkenue Ha 90 mg ycreknHyMab nipes 8 cenmunu, 90 mg ycrekunymab npe3 12 ceaMuIy uiu
riane6o B MpoabiKeHue Ha 44 ceMUIH (3a MpenopbYrTEeNHATa OIbpKAIIa 1032 BXK. ToUKa 4.2 OT
KXII na WEZENLA urxekimoneH pa3tBop ((hI1aKkoH) U WHXEKIIMOHEH Pa3TBOP B IMPEABAPUTEITHO
HaITbJIHEHA CIIPUHIIOBKA WM B IPEIBAPUTEIHO HATBIIHEHA ITHCAIKA).

3HaYMMO MO-TOJISIM TIPOLEHT NALMEHTH B IPYIIUTE, JIEKYBaHH C YCTEKMHYMAaO0, MOATbpIKaT KIMHUYHA
peMIucHs 1 OTTOBOp Ha cenMulla 44 B cpaBHEHHE C Tpynara Ha manebo (Bx. Tadmuma 5).

Tadoauua S. Ioaabp:kane Ha KIMHUYHUSA 0TroBOP U pemucusi B IM-UNITI (cexmuna 44;
52 ceaMuum OT 3am0YBaHe ¢ HHAYKIIMOHHATA 103Q)

Inane6o* 90 mg 90 mg
YCTeKHHYMAa0 npe3 | yCTeKHHYMad npe3
8 cexmuum 12 cenmunu
N=1317 N =128 N = 1297
Knunnuna pemucust 36% 53%* 49%°
KivHHY€eH 0TroBop 44% 59%° 58%°
Knunanuna pemucus 6e3 30% 47%" 43%"
KOPTHKOCTEPOHIN
KivHWYHA peMUCHs] IPU MAIMEHTH:
B PEMUCHS B HAUAJIOTO HA 46% (36/79) 67% (52/78)* 56% (44/78)
OJUTBPIKAIATA TEPAITHSI
KOHUTO C€ BKJIFOUBAT OT ITPOYYBaHE 44% (31/70) 63% (45/72)° 57% (41/72)
CRD3002}
KOUTO HE Ca JICKYBaHU JIOCETa C 49% (25/51) 65% (34/52)° 57% (30/53)
antu-TNFa Tepanus
KOHUTO C€ BKJIFOUBAT OT ITPOYYBaHE 26% (16/61) 41% (23/56) 39% (22/57)
CRD30018

Kinmnananara pemucus e onpeneneHa kato CDAI ckop < 150; KnuHUYIHUAAT OTTOBOP € OTpe/ieNieH KaTo
Hamanenne Ha CDAI ckop c Haii-manko 100 TOYKH MM ChCTOSHIE B KJIMHUYHA PEMUCHS
* I'pymnara Ha miane0o ce CbCTOM OT MAILMEHTH, KOUTO Ca CE MOBJIMSUIN OT YCTEKHHYMal U ca paHJOMHU3HPaHH Ja
MOJTy4YaBar Iianedo B Ha4ajJo0To Ha MOIbpiKallaTa Tepanus
T MauuenTn, kouto umat 100-TOUKOB KIMHHYEH OTTOBOP KbM YCTEKMHYyMa0 B HAYAJIOTO Ha TOJUIbPIKAIIATA

Teparuga

! IMauuenTH, KOMTO He Ca CE TOBJIUAIIN OT KOHBEHIIMOHAIHATA TEpaIHs, HO He anTu-TNFa Teparus
$ [TauuenTy, KOUTO ca pepaKTEPHU MITH UMAT HENOHOCUMMOCT KbM anTu-TNFa Tepanus
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ip<0,01
®p <0,05
® HomuHaHO 3HauuMa (p < 0,05)

B IM-UNITI 29 ot 129 narueHTH He NOUIBPKAT OTTOBOPA KbM YCTEKHHYMa0 NIpH TPUIIOKCHHE TIP3
12 cenMuIy ¥ € IO3BOJICHO KOPUTHpAHE Ha JI03aTa Taka, Y€ Ja MoJIy4aBaT yCTeKHHyMal mpe3

8 cegmunn. 3arybara Ha oTroBop e onpezeneHa kato CDAI ckop > 220 touku u > 100 Toukn
nosumeHue crpsmo m3xoaaus CDAI ckop. [Ipu Te3n manneHTH KIMHUYHA PEMUCHS C€ TIOCTUTa TIPH
41,4% ot mauuenture 16 ceqMuIu ciieq KOpUrupaHe Ha J03aTa.

[TanueHTHTE, KOUTO HE Ca MOCTUTHAIN KIIMHUYEH OTTOBOP KbM MHIYKIIMS C YCTEKUHYMab Ha
cenmuna 8 ot npoyuBanusta ¢ uHAYKOUs UNITI-1 u UNITI-2 (476 nauuenTn), ca BKIIOYECHU B
HEepaHIOMM3HUpaHaTa 4acT OT Mpoy4BaHeTo ¢ noaabpxkama tepanus (IM-UNITI) u ca nomy4unu
MOJKOKHA HHXKEKLus ¢ ycTekuHyMao 90 mg no tosa Bpeme. Cnen ocem ceamuiu 50,5% ot
MAIUEHTHUTE ca MMOCTUTHAIM KIMHUYEH OTTOBOP M Ca MPOIBIDKMIN Aa MOJTydaBaT MoAIbpIKaIla
Tepanud npe3 8 cenmuiy. [loeuero oT Te3u MaMEHTH ¢ MPOABIDKUTETHA MOIbprKallla Tepanus
nogabspxat otroBop (68,1%) u nocturar pemucus (50,2%) Ha ceamuua 44, KaTo NPOLIEHTHT UM €
noJ00eH Ha TO3M NP MALUEHTUTE, KOUTO ITbPBOHAYAIHO €a C€ MOBJIUSIINA OT HHAYKLUS C
YCTEKMHYMa0.

Ot 131 nanmenTy, KOUTO ca Ce MOBIUSIIN OT HHAYKIHS C YCTEKHHYMal ¥ ca paHAOMHU3HUPAHA B
rpymnaTa Ha 1ianedo B Ha4aioTo Ha MPOYYBaHETO ¢ MOAXbpKalla Tepanus, 51 BrociencTsue ca
3aryOuiIM OTroBOpa CU | ca moyrydmin 90 mg ycTeKknHyMab MmoaKoKHO npe3 8 ceamuin. [loBeyeTo ot
MalUEHTHTE, 3aryOUII OTTOBOpA CH M [TOTHOBMIIN JIEYEHHETO C YCTEKHMHYMa0, ca ro HalpaBUiH B
paMkuTe Ha 24 ceaMuIM OT MHAYKIMOHHATa HHQY3usa. OT Te3u 51 nanuentu 70,6% nocturar
KJIMHUYEH O0TroBop U 39,2% mocturat KIMHUYHA peMucus 16 ceMULIN e/l IToJTyyaBaHeTo Ha
I'bPBaTa MOAKOXHA 1032 YCTEKMHYMa0.

B IM-UNITI nanmeHnTuTe, 3aBBPIIIN IPOYUYBAHETO A0 ceamuIia 44, ca moaXOIsIIIH Ja IPOabIKaT
JICYCHUETO B MPOIBIDKEHHE Ha NpoyuBaneTo. [Ipu Bcuukute 567 malMeHTH, BKIIFOUEHU HA U JICKyBaHU
C YCTEKMHYMa0 B IPOIBIDKEHUETO HA TTPOYYBAHETO, KIIMHUYHATA PEMHUCHS 1 OTTOBOPHT OOMKHOBEHO
ce TOoJIbPIKAT 110 ceamuia 252, kakto npu OosHuTe ¢ Heycrnex Ha TNF-tepanuuTe, Taka u npu
MAIUCHTUTE C HEYCIIeX Ha KOHBCHIIMOHAIHUTE TEPAIIUH.

He ca ycranoBeHH HOBH ChOOpaKEHHsI, CBbP3aHU ¢ 0€3011aCHOCTTa, B IPOABIDKEHHETO Ha TOBA
npoydYBaHe JI0 5 TOAMHU Ha JIeYeHue MpH nanueHTu ¢ oonect Ha Crohn.

Enoockonus

BBHITHMAT BU/I Ha WTaBHIIaTa € OLEHEH SHJOCKOIICKY PH 252 MalMeHTH ¢ TOAXO/ISIIa H3X0JHA
€HJIOCKOIICKA aKTUBHOCT Ha 3a00JIsIBAHETO B €THO MOJNpoyuBaHe. [IbpBruHaTa KpaiiHa Touka e
MPOMSHA OT U3XOAHOTO HUBO Ha ONpOCTEeHUs SHIOCKOIICKH cKOp Tipu 0osiecT Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOpP OT 5 HII€0-KOJOHHU
CerMeHTa 3a HaJH4Ke/pa3Mep Ha SI3BUTE, MPOICHT Ha JTIUTABUYHATA MTOBBPXHOCT, MOKPUTA OT SI3BH,
MPOIICHT HA JIMTABUYHATA MOBLPXHOCT, 3aCerHaTa OT APYTH JIC3UH, U HATNYNE/BUT HA
CTeCHsIBaHUATa/CTpUKTYypuTe. Ha cemuna 8, ciier eiMHUYHA HHTPABEHO3HA HHAYKIIMOHHA 7103,
npomsinaTa B SES-CD ckopa e mo-rojisiMa B rpymnaTa Ha ycrekuaymab (n = 155, cpenna

npomsiHa = —2,8) OTKOJIKOTO B rpynara Ha mianebo (n = 97, cpenna npomsna = —0,7, p = 0,012).

Hosnuseane na d)ucmvﬂume

B eana noarpyna naunMeHTH ¢ ApeHupamy GUCTyIu Ha u3X0aHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot JiekyBaHUTE C YCTEKHHYMA0 MallMEHTH CE MOBIMSIBAT B IPOIbIDKEHHE Ha 44 CEAMMIIN
(onpeneneno karo > 50% HamalieHHE OT U3XOJHO HUBO B MPOYYBAHETO C MHAYKIHA Ha Opost Ha
IOpeHupaiute ¢uctynn) B cpaBHenue ¢ 5/11 (45,5%) c mnanedo.
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Kauecmeso na sicusom, cevp3ano cwvc 30paeemo

KadecTBOTO Ha KMBOT, CBBP3aHO CHC 3PABETO, € OLEHEHO MOCPEACTBOM BHIIpOoCcHUK NpU
BB3NATUTETHN 3a00isBaHus Ha yepBaTa (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BerpocHUM SF-36. Ha cenmmura 8 manueHnTuTe, modydyaBamy yCTEKHHYMa0, MOKa3BaT CTAaTUCTHYECKH
3HAYMMO TTO-TOJIIMO M KJIMHUYHO 3Ha4MMO rofoopenue Ha oomus IBDQ ckop u Ha SF-36 Mental
Component Summary Score 8 UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBrenue c mianebo. B mpoyusaneto IM-UNITI no cenmuta 44 te3n mogoOpenus
0OMKHOBEHO Ce MOABPKAT 0-100pe MPH JIEKYBaHU C YyCTEKMHYMa0 IMALlMeHTH B CPABHEHHE C
riane6o. [TogoOperneTo Ha Ka4ecTBOTO Ha KUBOT, CBbP3aHO ChC 3[PaBETO, OOMKHOBEHO CE
NOJABPKA MPe3 LSUIOTO MPOABIDKEHHE 10 ceaMuna 252.

HNmMyHOTreHHOCT

ITo BpeMme Ha JieueHHE C YCTEKHHYMa0 MOraT Jia ce Pa3BHST aHTUTEJIA CPElly YCTeKUHyMal u
HOBEYETO OT TAX ca HeyTpanusupaiii. OOpa3yBaHETO Ha AaHTHTENA CPEILy YCTEKHHYMAa0 € CBbP3aHO C
MIOBHUIIIEH KIMPBHHC HA YCTEKHHYMa0 rpu nanueHTu ¢ 6ojiect Ha Crohn. He e HabmroaBana HamaneHa
edukacHocT. He ce Habmo1aBa O4eBHIHA 3aBUCHMOCT MEK/1y HATUYUETO HA AaHTHTEIA CPELILy
yCTeKHHyMa0 | 10sIBaTa Ha PeaKkluy Ha MACTOTO HA HHXKEKTHPAHE.

IleqpnaTpryHa onyJanus

EBponeiickaTa areHIys 110 JIeKapcTBaTa OTJiara 3aJb/DKCHUETO 3a IIPEA0CTaBsIHE Ha PEe3yNTaTHTE OT
IIpoy4BaHuATa C yCTCKI/IHyMa6 B ¢IHA UJIX IMMOBCYC MOATrPYIIX HA II€AUaTpUIHAaTa IOIIyJIalus Ipu
6onect Ha Crohn (Bx. Touka 4.2 3a nH(MOpPMAIUSI OTHOCHO YHIOTpeOa B MEUATPUATA).

bonecm na Crohn npu deya

beszomacHocTTa M emkacHOCTTa Ha yCTeKHHYMa0 ca orleHeHH npu 48 nieInaTpUyHY MAIUEHTH C TEeTJI0
Hai-manko 40 kg B MEXXIMHEH aHAJIM3 Ha MHOTOLIEHTPOBO nipoyuBane ¢asza 3 (UNITI-Jr) 3a
NeAMATPUYHU MAIMEHTH ¢ yMEpeHa JI0 TeXKa akTuBHa O0osiecT Ha Crohn (neduuupana upe3 Muuekc
Ha akTUBHOCTTA Ha Oonectta Ha Crohn [PCDAI] > 30) B mpoabmkeHre Ha 52 ceMUIIH JeUeHHe

(8 cenmuII THIYKIIMOHHO U 44 ceMUIY MO IbpXKAIIO JieueHne). [larmenTrure, BKIFOYEHN B
MPOYYIBAHETO, WJIM HE Ca UMaJIH IOCTAaThUEH OTTOBOP, WIIM Ca UMaJI HEIIOHOCUMOCT KbM MPEAX0aHa
OMOJIOTMYHA WM KOHBEHIIMOHATHA Teparnus 3a 0ojectra Ha Crohn. [IpoyuBaHeTo BKIIFOUBa OTKPUTO
WHAYKIIMOHHO JICYSHHE C €UHIYHA MHTPABEHO3HA 71032 yCTeKHHyMa0 mpuomm3urenHo 6 mg/kg (Bxk.
TouKa 4.2), mocieABaHO OT paHAOMU3MpPaHa ABOWHOCIAIA MO IbprKAIlla CXeMa C MTOJKOKHO
npwioxeHue Ha 90 mg ycTeknHyMal Ha BCEKH 8 CEIMHUITN WIM HAa BCEKU 12 CeIMMUIIN.

Pezynmamu 3a ed)uKaCHocm

[IspBuYHaTa KpaliHa TOYKA HA TIPOYYBAHETO € KIIMHUYHA PEMHUCHS Ha CEIMUIIA 8 OT MHAYKIUATA
(nedunupana karo ckop mo PCDAI < 10). [IporieHThT Ha MAIUEHTHUTE, IOCTUTHAIIN KIMHAYHA
pemucus, e 52,1% (25/48) u e cpaBHUM ¢ TO3H, HAOIIIOAaBaH B MpoyuyBaHuATa (asza 3 Ha ycTeknHyMao
NP BH3PaCTHU.

Knmmanaen otroBop € HabmomaBan ormie Ha ceamuiia 3. [IponeHTsT Ha MAMEHTHTE ¢ KITIMHUYCH
OTrOBOp Ha ceaMuIia 8 (IeMHUPAH KaTO HAMAJIEHUE CIIPSIMO W3XOIHOTO HUBO Ha OOIIHUS CKOP 10

PCDAI > 12,5 Touku ¢ 061 ckop no PCDAI He moBede ot 30) e 93,8% (45/48).

B tabnnia 6 ca mpeacTaBeHN aHAJIM3UTE HA BTOPUYHUTE KPalHU TOUKH 110 BpEMe Ha MOAIbpKamaTa
Tepanus A0 cenMuua 44.
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Ta6auua 6. Pe3roMe Ha BTOPUYHUTE KPAWHU TOYKH 10 BpeMe HA MOIbPKAIIOTO JieUeHHe
ceqMuna 44

90 mg 90 mg OO0 Opoii
yCTeKMHYMAa0 yCTeKMHYMAa0 nauueHTH
npe3 8 cexmMunm npe3 N =48
N=23 12 cenmMunu
N=25

Knuanyna pemucus™ 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
Knuanana pemucus 6e3 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
KOPTHKOCTEpOU M’
Kiuandna peMucust py NaiyueHTH, 64,3% (9/14) 54,5% (6/11) 60,0% (15/25)
KOUTO ca OWJIA B KIIMHIYHA
pEMUCHS IPU HHYKIIHUSTA
cenmuna 8*
Knuanuen otrosop’ 52,2% (12/23) 60,0% (15/25) 56,3% (27/48)
EH10cKOIICKH 0TroBop* 22,7% (5/22) 28,0% (7/25) 25,5% (12/47)

* KnmmanaHaTa pemucus e aeunupana kato ckop mo PCDAI < 10 touku.

$ Pemucusa Ge3 KopTUKOCTEpOHIH € AehrHupana kaTo ckop mo PCDAI < 10 Touku u 6e3 mpreM Ha
KOPTUKOCTEPOUIH B MpobiKeHUe Ha moHe 90 nuu npeau Ceamuna M-44.

T KNIMHUYHUAT OTTOBOP € Ae()MHUpaH KATO HAMATEHUE CIIPSIMO M3XOJHOTO HABO HA CKOPA IO

PCDAI > 12,5 Touku ¢ 0611 ckop o PCDAI He moseue ot 30.

£ EHIIOCKONICKUAT OTrOBOp € ne(uHupan KaTo Hamanenue Ha ckopa SES-CD > 50% wunu ckop SES-CD < 2 npu
nanueHTH ¢ uzxoneH ckop SES-CD > 3.

KopuzupaHe HA Yecmomanma HA npuiodcerue

[MaumeHTHTE, KOUTO MPEMUHABAT Ha MOJIBPKAIIO JIedeHHe U UMaT 3aryba Ha otroop (loss of
response, LOR) B3 ocHoBa Ha ckopa o PCDAI, otroBapsT Ha ycioBuUsITa 32 KOPUTHpaHE Ha 03aTa.
[TarmenTrTe WM IpeMUHABAT OT JICUEHUE Ha BCEKU 12 ceIMUIM Ha BCEKU 8 CEAMMIIM, MU OCTaBaT Ha
JIeYeHNE Ha BCEKU 8 ceaMuIty (1ianedo kopekiws). JlBama marueHT ca ¢ KOpUTHpaHa J103a KbM I10-
KpaTKus UHTEpBaJ Ha NpuiioxeHue. [Ipu Te3n nanueHTH KIMHUYHA peMucus € nocturHara npu 100%
(2/2) ot mauueHTUTE § CEIMUILIM ClIe] KOPUTHPAHE Ha 103aTa.

HpO(l)PIJTLT Ha 0e30MacHOCT Ha cXemaTa Ha WHAYKIIMOHHO IIPUJIOKCHUC U Ha JIBETC CXCMH Ha
nogabpIKaliaTa CXeMa Ha JICUCHHUC IIPpU ICANnaTpUIHaTa IoIyjanusa ¢ Terio Hai-majko 40 kg €

CpaBHUM C TO3H, YCTAHOBEH IIPH MOMYyJaNusATa Ha Bb3pacTHH ¢ O6osect Ha Crohn (Bk. Touka 4.8).

Cepymnu u ¢hexarnu buomapkepu Ha 6b3NAICHUEMO

Cpennata poMsiHa CIIPSIMO U3XOJHOTO HUBO MPH MO THPIKAIIO JIeUeHne Ha ceamuiia 44 Ha
koHueHTpauute Ha C-peaktuBeH npotenH (CRP) u dekanen kanmporekTuH e cboTBeTHO -11,17 mg/l
(24,159) u -538,2 mg/kg (1271,33).

Kauecmeo na srcusom, cevpzano cvc 30paeem0

O6muTte ckopose mo IMPACT-III u Bcruku moagoMeHu (UpeBHA CUMITOMH, CHCTEMHH CUMIITOMH,
CBBP3aHH C yMOpPa, B 0J1aroChCTOSIHAE) TTOKA3BaT KIIMHUYHO 3HAYMMH MTOAOO0PEHUS Clie 52 CeAMUITH.

5.2 ®apMakOKHHETHYHH CBOWCTBA
Crnen npenopb4nTEIHATa HHTPABEHO3HA MHYKIIMOHHA /1034 MEaHaTa Ha MaKCUMallHaTa cepyMHa

KOHIIEHTpalMs Ha ycTeKnHyMa0, HaOmoaaBana 1 gac cien undysusra, e 126,1 ng/ml npu
nanuenture ¢ 6oxect Ha Crohn.
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Paznpenenenue

Menuanara Ha oOeMa Ha pasnpezieieHie B TepMuHainHaTa pasa (Vz) cieq eIHOKpaTHO HHTPaBEHO3HO
MPUJIOKEHUE TIPH MAIMEHTH ¢ TIcCopra3uc Bapupa ot 57 no 83 ml/kg.

Buorpancdhopmarmst

To4HUAT BT Ha META0ONU3UPaHE HA yCTEKUHYMal HE € U3BECTEH.

Ennmunupane

Menunanata Ha cucteMans KHphHC (CL) cien emHoKpaTHO HHTPABEHO3HO MPUIIOKEHNE TIPH
MAIMEeHTH ¢ icopruasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Mennanara Ha nmonyxuBoTa (ti2) Ha
YCTeKHHYMa0 € MpUOTU3NUTETHO 3 CEIMUIIH ITPH MarrenTy ¢ 6onect Ha Crohn, mcopuasuc w/mnm
TICOPUATHYUCH apTPUT U Bapupa oT 15 10 32 1HU BEB BCUYKHU MPOYYBAHMS HA TICOPHAZUC U
TICOPUATHYCH apTPUT.

JIMHEeHHOCT Ha go3aTa

CuctemHara excrio3uius Ha yereKuHyMa0 (Cmax 1 AUC) ce yBennuaBa no HauuH, MPUOIU3UTEIHO
IIPONOPLUOHANIEH HA J103aTa, CJIe] €IHOKPAaTHO HHTPABEHO3HO NPUJIOKEHUE Ha 103U B I'PaHULATA
mexay 0,09 mg/kg u 4,5 mg/kg.

CrenuangHy nonyJIaiuu

Hsama nanmnuan papMakoKMHETHYHH JaHHW TIPH MAIIMEHTH C yBpeneHa Ob0pevHa i 9epHopoOHa
GyHKIYSL.

He ca MMPOBCACHU KOHKPECTHU NPOYUBAHUSA C UHTPABCHO3HO IMPUJIIOKCHHUEC Ha YCTGKI/IHYMa6 npu
MNanueHTHU B CTAPYCCKA Bb3PACT WU IICAUATPUIHU MAUCHTU C TCTJIO O] 40 kg

[Tpu marentu ¢ 6onect Ha Crohn BapnaOUITHOCTTa HA KIIMPHHCA HA YCTEKHHYMAa0 Ce IMOBIHsIBA OT
TEJIECHOTO TETJI0, HUBOTO Ha CEPYMHUS allOYMUH, 110JIa ¥ CTaTyca Mo OTHOIICHUE Ha aHTHUTEeJaTa
Cpelly YCTeKHHYMa0, JIOKaTo TEIeCHOTO TETJIo € Hai-3HaunMara KoBapHuaTa, BiHsella BbpXy odema
Ha pasnpenaeieaue. OcBeH ToBa rpu 6ojiectta Ha Crohn KIMPBHCHT ce MOBNIKsABA 0T C- peaKTUBHUS
MIPOTEUH, CTaTyca 10 OTHOIIeHHE Ha HeycreX Ha nedeHueto ¢ TNF-anTaronncty u pacara (a3uaTcku
CIIPSIMO HEAa3MaTCKU Mpou3xo). Be3melicTBreTo Ha Te3u KoBapuaTH € B pamkute Ha £20% ot
TUNIMYHATA WK peepeHTHATa CTOWHOCT Ha choTBeTHUS DK mapameTsp, mopajan ToBa He €
Heo0X0IMa KOPEKIHsl Ha JI03aTa 3a Te3u KoBapraTti. ChIIBTCTBAIIOTO MPHUIIOKEHHE HA
UMYHOMO/TYJIATOPY HAMa 3HAYUTETHO BIHSHUE BHPXY paslpe/ie]ICHHeTO Ha YCTEeKHHYMa0.

Perynupane na CYP450 ensumu

Edexrure Ha IL-12 wim IL-23 BbpXy perynupanero Ha CYP450 enzumure ca olleHEeHU B in vitro
MPOyYBaHe C U3IMOJI3BAaHE HA YOBEIIKH XEHaTOIUTH, KOeTO mokasea, 4e IL-12 u/umu 1L-23 ¢ HuBa ot
10 ng/ml He npomensat aktrBHOCTTA Ha YoBemkuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19,
2D6 nmu 3A4; Bx. TOuka 4.5).

IIpoBeneHo e oTkpuTo NpoyuBane (asza 1 3a nexkapcrBenu B3anmonaericteust CNTO1275CRD1003 3a
OLICHKA Ha e)eKTa Ha yCTeKUHyMal BbPXY €H3MMHATa aKTUBHOCT Ha IuToxpoM P450 criex namykums
U TIOJITBPIKAIIIO NTPHJIaraHe TPy MaueHTH ¢ aktuBHa Oornect Ha Crohn (n = 18). He ca nabmogaBanu
KJIMHUYHO 3HAYUMH MPOMEHH B ekcriozunusata Ha kopeud (CYP1A2 cyberpar), Bapdapun (CYP2C9
cyb6crpar) omenpazon (CYP2C19 cy6erpar), nekctpomeropdan (CYP2D6 cyOerpar) nim Munazonam
(CYP3A cybctpar), Korato ce M3MoJ3BaT ChIIBTCTBANIO C yCTEKHHYMa0 Tpu o00peHaTa
NPENnopPbUYUTENHA I0O3UPOBKA NP mainueHTH ¢ 6osect Ha Crohn (Bk. Touka 4.5).
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IlenuaTpudHa momyJamnus

CepyMHHUTE KOHIICHTPAIIMU Ha YCTEKMHYyMa0 TPy NeIMaTpUYHY narueHTH ¢ 6osect Ha Crohn ¢ Terno
Haii-manko 40 kg, lekyBaHU ¢ MPENOPBUYUTEIHATA 1033, OCHOBABAIlA CE HAa TETJIOTO, KaTO ISUI0 ca
CPaBHHMMH C T€3H IIPH Bb3pacTHH MarueHTn ¢ Oomect Ha Crohn, TekyBaHU C /1032, OCHOBaBaIa ce Ha
TETJIO0TO.

5.3 IlpeakJuHUYHHU JAHHHU 32 06€30MACHOCT

HexnuHn4HUTE JaHHU HE MOKa3BaT 0COOCH PUCK (HAmp. TOKCUYHOCT Ha OpraHUTe) 3a Xopa Ha 0aszara
Ha MPOYYBaHMs 32 TOKCUYHOCT ITPU MHOTOKPATHO MpHUJIaraHe, TOKCHYHOCT 3a pa3BUTHETO U
PEeNpOayKTUBHA TOKCHYHOCT, BKJIFOYUTEIIHO U (PapMaKOJIOTHYHUTE OLIEHKH 3a Oe3omacHocT. [lpu
MIPOYYBaHUS 332 TOKCUYHOCT 32 Pa3BUTHETO U PEMPOAYKTHBHA TOKCUYHOCT NPH JBJATOOMAIIATH MaKaly
HE ce HaONIIoJaBaT HeXxeNnaHu eeKTH BbpXY GpepTuiinTeTa Ipu MBXKHUTE, KAKTO U BPOJAEHH Je(eKTh
WJIN TOKCHUYHOCT 3a pa3ButueTo. He ce HabmonaBat Hexxenanu eeKTH BbpXy QpepTuiureTa npu
JKEHCKHUTE MIPH yrnoTpedaTa Ha aHAJIOTUYIHO aHTUTsUIO cperry 1L-12/23 mpu mumky.

Jlo30BHTE HHUBA B IPOYYBaHUS MIPH KUBOTHU ca OJIM30 45 IIBTH MO-BUCOKHU OT Hal-BUCOKATa
€KBUBAJICHTHA /1032, IPEABIKAAHA 3a IPUIOXKEHHE IPH MALUEHTH C TICOPUA3HUC, U BOAAT JI0
MaKCHMAaJIHU CepyMHH KOHIIEHTpAIUK Mpu MaltMyHH, kKouTto ca Haja 100 mbTH MO-BUCOKHU OT
KOHIICHTpAIMUTE, HAOII0JaBaH! TIPU XOpa.

He ca npoBexxganu npoy4uBaHus 32 KAHIIEPOTEHHOCT € YCTEKMHYMa0 NOpajIH JIUIIcaTa Ha TOAXOISIIN
MO/JIEININ 32 aHTHTSUIO 0€3 KphCTOCaHa peakTHBHOCT KbM IL-12/23 p40 Ha rpuzaum.

6. DAPMAIIEBTUYHHU JAHHHU
6.1 Choucbk HAa MOMOIIHUTE BelllecTBA

EDTA punatpueBa COJI TUXHUIpAT
L-xuctnauu

L-XuCTUAMHOB XHAPOXITIOPUI MOHOXHAPAT
L-MeTnonuH

[omucop6ar 80 (E 433)

3axapo3a

Hatpues xunpoxcuy (3a kopekmus Ha pH)
Bona 3a nmkeknun

6.2 HecnLBMeCTHMOCTH

[Ipu nunca Ha MpoyYBaHuUs 38 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH NPOAYKT He TPsIOBa /1a ce cMecBa ¢
npyru nekapctsern npoayktu. WEZENLA TpsiOBa na ce pa3pexaa camo ¢ pa3TBOp Ha HATPHEB
xyopua 9 mg/ml (0,9%). WEZENLA He Tpsi0OBa 1a ce mpuiiara eJJHOBPEMEHHO B €/IHA U ChINA
WHTPaBEHO3HA CUCTEMA C APYTH JIEKaPCTBEHH MTPOAYKTH.

6.3 Cpoxk Ha rogHocT
3 roguHU

Cren pa3pexnaHe XMMAYHaTa U (pU3HIHATa CTAOMIIHOCT B IEPUOa Ha M3MOJI3BaHE € JOKa3aHa IpH
KoHLeHTpamu Mexay 0,86 mg/ml u 2,60 mg/ml 3a 35 quu npu 2°C no 8§°C, nocnenBana ot
JOTTBITHUTETHA 72 daca mpu cTaiiHa temmeparypa a0 30°C. Jla He ce mocTaBs pa3peacHIsIT HHDY3HOHEH
pa3TBOp 00PATHO B XJIAJIWIIHUK, CIIE]l KaTo € OMJI ChXpaHsBaH NPH CcTaliHa Temneparypa. Pazpeaenusr
nH(]y3HOHEH pa3TBOP TPsIOBa /1a ce ChXpaHsBa 3alUTEH OT cBeTArHA. [10 Bpeme Ha MpUroTBSIHETO U
NPUIIOKEHUETO, pa3peeHUAT HH(Y3MOHEH pa3TBOp MOKe Jja O'b/Ie M3JIaraH Ha CBETIIMHA 10 24 Jaca.
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OT MHKpOOHONOTHYHA TJIeJIHA TOYKA MPOAYKTHT TPSOBA J1a ce M3II0JI3Ba BeIHara. AKO He ce U3I03Ba
BeJ[Hara, BpeMeTO B IIEpHO/ia Ha U3IIOI3BAaHE M YCIOBHATA HA ChXpaHEHHE MpeIn yrmoTpebda ca
OTrOBOPHOCT Ha MOTpeOUTENs 1 OOMKHOBEHO HE TPsAOBa Aa HaIBUILABAT § yaca IpHu TeMIeparypa 110
25°C, ocBEH aKo pa3pekIaHeTO HE € U3BBPILIECHO NPU KOHTPOIUPAHU U BAIUJUPAHU ACETITUYHU
YCIIOBHSI.

6.4 CrnenuanaHu ycJI0BHSI HA CbXPaHEHHe

Ja ce cpxpansBa B xmanuaHuK (2°C — 8°C).
[a He ce 3ampassBa.
CoxpaHsBaiiTe (hakoHa B KApTOHEHATA OTMAKOBKa, 3a JIa ¢e MPea3t OT CBETIIMHA.

3a ycnoBUsITa Ha ChXpaHEHHE clie]l pa3pekIaHe Ha JIEKapCTBEHUS MPOAYKT BHXKTE TOUKa 6.3.
6.5 Bwuau chabpikaHue Ha OMIAKOBKATA

26 ml pa3tBop B 30 ml ¢yakoH OT CTHKIIO THII [, 32aTBOpEH ¢ enacToMepHa 3amyiaiKa.
WEZENLA ce npeznara B omakoBka ¢ 1 ¢makos.

6.6 CrnenuajaHu Npeanas’Hu MepPKH NP U3XBbPJISHE U padoTa

PastBopsT BBB (hiiakona ¢ WEZENLA He Tpsi0Ba na ce paskiainia. Pa3rBopbT TpsOBa aa ce mpoBepu
BU3YAJIHO 3a HAJIMYMECTO HA BUAUMU YaCTUIIM UJIK NIPOMAHA Ha IBETA, IPEAN J1a CC IIPHUIIOKU.
Pa3TBOPBT € OUCTHp /10 OMaNIeCIieHTeH, OE3IBETEH A0 OIeN0XbIT. JIeKapCTBEHUT MPOAYKT He TPsiOBa
Jla CeU3I03Ba, aKO PA3TBOPHT € C MPOMEHEH LIBAT WM MBTEH MM aKO B HETO ce 3a0els13BaT BUIUMHU
qyKOU 4aCTHUILH.

Pazpexnane

WEZENLA konueHTpar 3a nH(}Y3HOHEH pa3TBOp TpsiOBa Jia ce pa3peau 1 Ja ce MOJATrOTBU OT
MEANIMHCKH CIEUAIUCT ¢ TIOMOILTA Ha ACENTHYHA TEXHHKA.

1. W3zuncnere nozara u Opos Ha HeoOxomumure Guakonn WEZENLA Bb3 0cHOBa Ha TErJIOTO Ha
namuenTa (Bx. Touka 4.2, tabnuna 1). Beexu pmakon WEZENLA ¢ 26 ml koHIIeHTpaT chabpxa
130 mg ycrekunymab. M3non3paiite camo meiHU prakonn WEZENLA.

2. W3rernere u n3xBbpiere oT MHPY3HOHHUS cak oT 250 ml 06eM OT pa3TBOpa Ha HATPHEB XJIOPHT
9 mg/ml (0,9%), paBen Ha o0ema WEZENLA, koiito Tpsi0Ba na ce 1006aBu (u3xebpiere 26 ml
HaTpHEB XJIOpH[ 3a Bceku HeooxonuM (hiakoH WEZENLA, 3a 2 ¢nakona n3xsbpiere 52 ml, 3a
3 ¢nakona u3xBbpiieTe 78 ml, 3a 4 daakona nzxeepnere 104 ml).

3. Uzrernere 26 ml WEZENLA oT Bceku He00X01uM (DIIakoH H TH JoOaBeTe KbM HH(DY3HOHHUS
cak ot 250 ml. Kpaiinust o0em B nH}y31OHHUS cak TpsaOBa na 0bae 250 ml. Buumarenno
cMeceTe.

4. IIpenu npunoxeHneTo NpoBepeTe BU3yalHo pa3peneHus pa3rsop. He rousnonssaiite, ako ce
HaOJr01aBaT BU3yalTHO HETIPO3payHH YaCTHIIM, TPOMSIHA Ha LBETA WM YY>KAH YaCTHIIH.

5. [Ipunoxere pazpeaeHus pa3TBOP 3a NEPUOJ OT HAH-MaJIKO eUH Yac.

6. M3nom3BaiiTe camo HabOp 3a HHQY3US C BrpaJACH, CTEPUIICH, alTMPOTCHEH QUITHP ChC cI1abo
CBBp3BaHe Ha MpoTenHH (pazMep Ha opute 0,2 MUKpOMETpa).

7. Bceku ¢uiakon e camo 3a €eTHOKpaTHO MPUIOKEHUE U HEM3IOI3BAHUSAT JIEKapCTBEH MPOAYKT

TpH6Ba Ja C€ U3XBBHPJIU B CbOTBETCTBUEC C MECTHUTE U3MCKBAHUS.
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7. MNPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1823/004

9. JATA HA IbPBO PABPEIIABAHE/IIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mppBo paspewmaBane: 20 rouu 2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

INonpoOHa nHbopMaIHs 3a TO3H JICKaPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.
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VTosn JISKaPCTBEH MPOJIYKT MOMJICKH Ha JOMBIHUTEIHO HabmoaeHue. ToBa 1mie mo3Boiau OBP30TO
yCTaHOBSIBaHE Ha HOBa MH(MOpMAIHMS OTHOCHO Oe3omacHocTTa. OT MEIUIUHCKUTE CIEIHAIHCTH Ce
W3WCKBAa Ja CHOOIIAaBaT BCAKa IOMO3WpaHa HEKeldaHa peakinus. 3a HauyWHa Ha ChOOIIAaBaHe Ha
HEXEJIaHW PEaKIuH BIDKTE TouKa 4.8,

1. UME HA JIEKAPCTBEHUSA MTPOJAYKT
WEZENLA 45 mg nHXeKIMOHEeH pa3TBOP

WEZENLA 45 mg uHXeKIIMOHEH pa3TBOp B MPEABAPUTEIIHO HATBITHEHA CITPUHIIOBKA
WEZENLA 90 mg nHXeKIHOHEH pa3TBOP B IPEABAPUTENHO HAITbJIHEHA CIIPUHIIOBKA

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

WEZENLA 45 mg nmKeKIMOHEH Pa3TBOP

Bceku ¢takoH chappika 45 mg yerekuaymad (ustekinumab) B 0,5 ml.

WEZENLA 45 mg HHXKeKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAIBJIHEHA CIIPUHIIOBKA

Bcesika mpeaBapuTennHO HATBITHEHA CIIPUHITOBKA ChABPKa 45 mg ycreknaymad B 0,5 ml.

WEZENLA 90 mg HIDKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HANBIHEHA CIPUHIIOBKA

Bcesika npeaBapuTeTHO HATbJTHEHA CIPUHIIOBKA ChABpka 90 mg ycreknaymad B 1 ml.
Ycrekunymad e u3nsiio yoBenko [gG 1k MOHOKIIOHAHO aHTUTSIIO KbM nHTepieBkuH (IL)-12/23,
NPOM3BENEHO B KJIIETHYHA JIMHUS OT SHYHUK HAa KHTAMCKH XaMCTep ¢ TIOMOIITA Ha PeKOMOWHAHTHA

JIHK TexHOIOT M.

IToMOIIHO BEIMIECTBO C U3BECTHO JCHCTBUE

To3u nekapcTBeH npoaykT chabpxa 0,02 mg (45 mg/0,5 ml) uiu 0,04 mg (90 mg/1,0 ml)
nosiucop6ar 80 (E 433) BBB BCsiKa J1030Ba €IUHMUIIA.

3a IbIHUS CIIUCHK Ha ITOMOIIHHUTE BCIICCTBA BHUXKTC TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

WEZENLA 45 mg nHXeKIIMOHEH Pa3TBOD

MHxek1MoHEeH pa3TBOP

WEZENLA 45 mg uHXeKIIMOHEH Pa3TBOP B IPEIBAPUTEIHO HANBJIHEHA CIIPUHIIOBKA

MHxek1MoHEeH pa3TBOP

WEZENLA 90 mg MHXEKIIMOHEH PA3TBOP B IPEIBAPUTEIHO HANBJIHEHA CIIPUHIIOBKA

MHxekIMoHEeH pa3TBOP

Pa3TBOpBT € OMCTHP A0 onanecieHTeH, Oe31BeTeH 10 61e10KbIT. Pa3TBophT MMa pH npubnmu3uteaHo
6,0 u ocmomanutet npudiusutenHo 280 mOsm/kg.
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4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKAZAHUSA

I1irakoB icopmasuc

WEZENLA e nokasas 3a JiedeHre Ha yMepeH 10 TeXbK IIaKOB MCOPUA3UC MPH BE3PACTHH, KOUTO HE
ca ce MOBJIMSIIN, UMAT IPOTUBONOKA3aHN WIIH HEIIOHOCUMOCT KbM JPYTH CUCTEMHH TEPaIHH,
BKJIIOUBalIM HuKIocopus, metorpekcaT (MTX) nnu [IYBA (nicopasieH u ynTpaBHONETOBU A JTb4N)
Tepamus (BX. Touka 5.1).

[1n1akoB copua3uc Opy NeAUATPUYHH HAIUCHTH

WEZENLA e nokasas 3a JiedeHre Ha yMepeH /10 TeXbK TUIaKOB TICOPHA3KC MIPH Jela U MalueHTH B
FOHOIIIECKa Bh3pacT Ha 6 TOAWHU U MO-TOJIEMH, TIPH KOUTO UMa HEJIOCTATHUEH KOHTPOJ HITH
HETMIOHOCUMOCT KBbM JPYTH CUCTEMHH TEpaIuy Win GpoToTepaniu (BX. Touka 5.1).

IIcopuatnuen aprput (PsA)

WEZENLA, camocTosiTenHo uiu B komOouHaimsa ¢ MTX, e mokasaH 3a JiedeHHE Ha aKTHBEH
NICOPUATHYECH apTPUT NIPH Bb3PACTHU MALUEHTH, IPU KOUTO OTTOBOPHT KbM MPEIIECTBALIO JICUECHHE C
HeOnonornyHu MoauduIMpay 6oaectTa antTupeBMaTndau Jiekapctsa (DMARD) e 6un
HejocTaTh4eH (BX. Touka 5.1).

Boxnect Ha Crohn pu Be3pacTHu

WEZENLA e nokasaH 3a JiedeHHe Ha Bb3paCTHH MAIIMEHTH ¢ yMEpeHa JI0 Te)KKa akTUBHA 0OJIECT Ha
Crohn, kouTO ca ce MOBIUSIIA HEAOCTATHYHO, BeUe He Ce TIOBIUSABAT MM UMAT HETIOHOCUMOCT KbM
KOHBEHIIMOHAJIHATA Tepamnus Wiv KbM aHTaroHucT Ha TNFa.

Bonect Ha Crohn npu ztenia

WEZENLA e nokazaH 3a JiedeHre Ha yMepeHa JI0 TeXKa akTuBHa Ooject Ha Crohn mpu neanaTpudHu
HalMeHTH C TerIo Hai-Maiko 40 kg, KOUTo ca MMaIM HeIOCTaTh4eH OTTOBOP WIIM UMAT
HETTOHOCUMOCT KbM KOHBEHIIHOHAIHA WM KbM OMOJIOTHYHA TEePAITHSL.

4.2 I[o3np0m<a U HAYMH HA MIPUJTOKCHUE

WEZENLA e npeana3HaueH 3a yrnorpe0da 1o phbKOBOJICTBOTO M HajJ30pa Ha JieKap C OIUT B
JMNarHOCTUIIMPAHETO U JICYSHUETO Ha 3abomsaBanms, 3a kouto WEZENLA e mokasas.

EO3I/I[20BK3
IThakos ncopuasuc

IIpenoppuntennara no3uposka Ha WEZENLA e Hauanna f103a 45 mg, npuiioskeHa MOoaK0XKHO,
MocJIeIBaHa OT 1032 45 mg 4 ceIMHIIM MMO-KBCHO | CJIe TOBA Ha BCEKU 12 ceaMuImm.

[Ipu manmeHTH, KOUTO HE ca Ce TOBIHUSUIN OT JISYEHHETO 710 28 ceIMUIH TpsiOBa Ja ce 0OMUCITH
MIpEeKpaTsIBaHe Ha Tepaluara.

THayuenmu ¢ menecno meeno > 100 kg

3a marmenTH ¢ TenecHo Terno > 100 kg mppBoHavyanHaTa 103a € 90 mg, mpuiIokeHa MOAKOXKHO,
nocienBana oT 103a 90 mg 4 ceAMUIIM MO-KBCHO U CJel TOBa Ha Bceku 12 cenmuuu. [lpu te3u
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MAIMeHTH J03aTa OT 45 mg b0 ¢ eHUKacHa, HO Mo-rojisiMa eUKacHOCT uMa J103ata ot 90 mg. (BK.
Touka 5.1, Tabmuma 4)

IHcopuamuuen apmpum (PsA)
IIpenoppuntennara no3uposka Ha WEZENLA e naganna no3a 45 mg, npuioxeHa MoIK0KHO,
mocJeiBana 03a ot 45 mg 4 ceAMUIM MO-KBCHO U CJIe/ TOBA Ha BCekH 12 ceaMun. ANTepHATUBHO,

TIpH TAIMeHTH ¢ TenecHo Teriio > 100 kg, moxke na ce m3nonzsar 90 mg.

[Tpu manueHTH, KOUTO HE Ca Ce MOBJIMSUIN OT JICYSHUETO A0 28 ceMUIIM TPIOBa J1a ce OOMHUCITH
MPEYCTaHOBABAHE HA JICYCHUETO.

Cmapuecka év3pacm (> 65 200uru)
He e HeoOXoquMo aganTHpaHe Ha 103aTa MpY HAITUEHTH B cCTapyecka Bb3pacT (BX. Touka 4.4).
bvopeuro u weprodpobro yepexcoarne

He ca npoBexnanu npoy4BaHus ¢ yCTEKMHYMa0 IpHY Te3u Momyanuu nauneHTd. He Mosxe na ce nane
IIPENOopbKa 3a 103aTa.

Teouampuuna nonynayus

Bbe3zonacHocTTa M eUKacHOCTTa HA YCTEKMHYMaO IpH Jelia ¢ ICOPUa3nc Ha Bb3pacT Moj 6 TOAWHH
WIN TIPH Jie1la C ICOPUATUYEH apTpUT NoJ 1 8-roauiiHa Bb3pacT BCE OLIe HE ¢a YCTAaHOBEHHU.

Inaxoe ncopuasuc npu neduampuunu nayuermu (6 200uHU U no-201emu)
[Ipenoprunrennara noza Ha WEZENLA crniopen TenecHOTO TETJIo € MoKazaHa Mo-10Iy (BXK. TaOJIUIu
1 u 2). WEZENLA TpsiOBa aa ce npuiiara nojKoxHo Ha ceamui 0 u 4, ciieji ToBa Ha BCEKH

12 ceaMunu.

Tadauua 1. Ilpenoppbuurtesnna no3a WEZENLA npu neiuaTpuyHu NaUMeHTH € IICOPUAZHC

TeJjiecHO Ter10 KbM MOMEHTA HA MpUJIAraHe IIpenopbunTesiHa 1032
<60 kg 0,75 mg/kg
> 60-<100 kg 45 mg
> 100 kg 90 mg

3a u3uncisBaHe Ha oOeMa Ha uHkekThpane (ml) 3a nmanueHTn < 60 kg M3non3Baiite cieqHara
¢dopmyna: tenecuo terio (kg) x 0,0083 (ml/kg) wim BukTe Tabnuma 2. M3uncnenuar odem TpsioOBa na
ce 3akpbrim 70 0,01 ml 1 ga ce npuara ¢ rpagyupana cupuHioBka ot 1 ml. Hanuyen e ¢iakon ot
45 mg 3a neIMaTPUYHU MAIIMEHTH, KOUTO TPSOBA Jia MOJTy4aBaT IMO-MaJKo OT Iisiiara J1o3a 45 mg.

Tabanna 2. Ob6emu Ha nHKekTHpPaHe HAa WEZENLA npu nequaTpiyHy nNanMeHTH ¢ COPHA3HC
<60 kg

Teﬂecsgl:;;?;)ﬂneo&[g); vena Jo3a (mg) O6eM Ha uHKeKkTHPaHe (ml)
15 11,3 0,12
16 12,0 0,13
17 12,8 0,14
18 13,5 0,15
19 14,3 0,16
20 15,0 0,17
21 15,8 0,17
22 16,5 0,18
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Tenecsgl:;zggﬂlzo(ﬁg Mena Ho3a (mg) O0eM Ha nHKeKkTHPaHe (ml)
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
31 233 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
38 28,5 0,32
39 29,3 0,32
40 30,0 0,33
41 30,8 0,34
42 31,5 0,35
43 323 0,36
44 33,0 0,37
45 338 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
55 413 0,46
56 42,0 0,46
57 42,8 0,47
58 43,5 0,48
59 443 0,49

HpI/I alMCHTH, KOUTO HE Ca C€ MOBJIHAIIN OT JICUCHUCTO A0 28 cCaAMUIN, Tpﬂ6Ba Ja ce ooMucIn
MMPCyCTAHOBABAHEC HA JICUCHHUCTO.

Buipactau

Bbonecm na Crohn

B cxemara Ha neuenue nmbpBara 103a Ha WEZENLA ce npunara HHTpaBeHO3HO. 3a JO3UpOBKaTa IpH
MHTPaBEHO3Ha cxeMa Ha npuiarase BrkTe Touka 4.2 ot KXIT nva WEZENLA 130 mg koHueHTpaT 3a
WH(Y3UOHEH Pa3TBOpP.

[IspBoTO MOKO)KHO NprItokeHne Ha 90 mg WEZENLA Tpsi0Ba fa ce n3BbpIIM Ha ceaMuna 8 ciies
UHTpaBeHo3Hata 1o3a. Ciel ToBa, ce penopbyBa MpUIoKeHue npe3 12 ceqmunu.

[TanmeHTH, KOMTO HE CE MOBJIMABAT NOCTATHYHO JI0 8 CEMUIIM CIIE] TbpPBaTa MOJK0KHA 1033, MOXKE Jja
MOJTyYaT BTOpa MOAKOXKHA /1032 10 TOBa BpeMe (BK. Touka 5.1).
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[TarmenTn, Ipy KOUTO MMa 3ary0a Ha OTTOBOP NpH Hpwiarade mpe3 12 ceaMuiy, MOXe ja UMaT 1oJi3a
OT MOBHUILIEHNE HA Y€CTOTaTa Ha MPUWIOKEHUE Tpe3 8 ceAMUIH (BK. Touku 5.1 u 5.2).

BriocneicTBue 103aTa MOXe Ja ce puiara Ha manydeHTUTe npe3 8 CeMUIM WU Ipe3 12 ceIMUII Bb3
OCHOBA Ha KJIMHWYHA TIPEIIeHKa (BXX. Todka 5.1).

TpsOBa 1a ce 0OMUCITH MTPEyCTaHOBSABAHE HA JICUCHHUETO MPH MAIIMEHTH, KOUTO HE MIOKa3BaT JIAHHU 3a
TepaneBTUYHA MMoN3a 16 cenMuIy ciex 1.v. MHAYKIMOHHA 1032 Win 16 cenmMuIu cies mpeMrHaBaHe
KBbM MpHJIaraHe Ha MoJabprKalia 103a npe3 8 CeIMUIIH.

[IpunoxeHneTo Ha UMYHOMO/IYJIATOPH W/WIIM KOPTUKOCTEPOUIA MOXKE J1a TIPOIBIIKH 110 BpeMe Ha
JICYCHUETO ¢ ycTekuHyMal. [Ipu manueHTHTe, KOUTO Cca Ce MOBJIHSUIN OT JICYCHUETO C YCTEKUHYMaO0,
MIPUJIOKEHUETO Ha KOPTUKOCTEPOU U MOXKE J]a C€ HAMaJIM WJIH Ja CE TIPEYCTaHOBH B ChOTBETCTBHE ChC

CTaHJapTa Ha JICUCHUC.

ITpu 6osect Ha Crohn, ako TepanusaTa ce IPeKbCHE, OJHOBSIBAHETO HA JICUCHUETO C MTOJKOKHO
TIPHUIIOKEHUE TIpe3 8 ceMHUITN € 0€30TacHO U e(heKTUBHO.

Cmapuecka év3pacm (> 65 200uru)
He e HeoOxoanMo KopUrHpaHe Ha A03aTa IMPH MAIUeHTH B CTapyecKa BB3pacT (BXK. Touka 4.4).
bvopeurno u weprodpobHo yspescoare

YcreknHymab He € IpoyyBaH MU Te3H HOMyIauuy nanueHTH. He Morar na ce HanpaBsT PEernopbKH
3a JI03UpaHe.

Ileouampuuna nonynayus

Bonect Ha Crohn npu sienia (maumeHTy ¢ terino Ha-mManko 40 kg)

B cxemara Ha nedenne nepBaTa 103a WEZENLA ce npuiara HHTpaBeHO3HO. 3a T03UpOBKaTa Mpu
cxemaTa Ha MHTPaBEHO3HO mpuiiokeHne BmkTe Touka 4.2 ot KXIT na WEZENLA 130 mg
KOHLIEHTpAT 32 UH(Y3UOHEH Pa3TBOP.

[TepBOTO MOAKO)KHO NpHITokeHue Ha 90 mg WEZENLA TpsiOBa fa ce U3BBPIINM Ha ceMHLIA § cIie]T
UHTpaBeHo3HaTa 1o3a. Ciel ToBa ce NpenopbyuBa NPUIOKEHHUE Ha BCEKH 12 ceqmuuu.

IManeHTHTE, KOUTO MMAT 3ary0a Ha OTTOBOP TPH MPHIOKEHNE HA BCEKH 12 CeMHUITU, MOXKE Ja ce
MOBJIHMSIAT OJIArOMPHUATHO OT YBEINYaBaHEe HA YECTOTATa HA TIPUITOKEHHE Ha BCEKH 8 CEMMITH (BXK.
Touka 5.1 u 5.2).

BnocnencTere marueHTHTe MOXKE /1a ITOJTyJaBaT 1032 Ha BCEKH 8 CEAMMUITH FIIM Ha BCEKH 12 ceaMuIu
criope/i KIIMHUYHATA MpeTieHKa (Bxk. Touka 5.1).

TpsiOBa 1a ce MOMUCIN 3a IPEYCTaHOBSIBAHE Ha JICYCHUETO MPH MAIMCHTH, KOUTO HE MMOKAa3BaT JaHHU
3a TepaleBTHYHA 110132 16 ceaMUITY Cliel MHTpaBEeHO3HATa MHAYKIIMOHHA 1032 WK 16 CeaqMUITH clie
KOpHUTUpaHe Ha J103aTa.

[To Bpeme Ha neuennero ¢ WEZENLA Moxe 1a ce mpoabnkK yroTpedaTa Ha UMYHOMOJTYJIATOPH,
ChEOUHEHUs Ha S-aMuHOcanuuuiar (5-ASA), aHTHOMOTHLIM W/WIM KOpTUKOCcTepouan. [Ipyu manuenTH,
KOUTO ca ce noBnusM oT JeueHnero ¢ WEZENLA, Te3u nekapcTBa MoXKe Ja c€ HaMaJIsAT UITU J1a ce
MIPEYCTAHOBAT B ChOTBETCTBHE ChC CTAHIAPTHOTO JICUCHHE.

BesomacHocTTa M emkacHOCTTa HAa YCTEKMHYMA0 Mpu JieueHue Ha 6osect Ha Crohn mpu nmeauaTpudHu
naueHTu ¢ teriio mox 40 kg Bce orie He ca ycTaHOBeHHM. JIMIICBAT TaHHU.
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Hauue Ha mpmioxkeHne

WEZENLA 45 mg ¢nakonun unu 45 mg n 90 mg npeABapuTEIHO HAITBIHEHH CIPUHIIOBKH ca CaMo 32
MOJKOKHO MHXKEeKTHpaHe. [10 Bb3MOKHOCT KOXKHUTE yJacThIM C U3SIBEH IICOpUasuc TpAOBa 1a ce
M305rBaT KaTo MsCTO Ha HHXKEKTHPAHE.

Crnen moaxosmio o0y4yeHne 3a TEXHUKaTa Ha ITOJAKOKHO MH)KEKTHPAaHEe MAI[eHTUTE HITH TEXHUTE
OomHOTIIEeHaun Morat fga umxektupat WEZENLA, ako sekapsT pemm, 4e ToBa € yMecTHO. Bee mak
JieKapAT TpsiOBa J1a OCUTYPH NOAXOSIIO MpociieAsBaHe Ha nmanuenTure. llanyenTute nim TexHure
OonHoOrNIEeaaYM TPIOBa a ObJAT MHCTPYKTUPAHH Aa MHKEKTHPAT MPEANUCAHOTO KOJIHYECTBO
WEZENLA cprioacHo yka3anusara B ntuctoBkaTa. [lompoOHn ykazanus 3a yroTpeda ca najeHu B
JIMCTOBKATA.

3a mo-HaTaTHITHU YKa3aHUS 33 IPUTOTBSHE U CIICIIUATHY MPEATa3sHI MEPKH MPH paboTa BIDKTE
TOYKa 6.6.

4.3 IIporuBomoxka3zaHus

CBpPBXYYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT TIOMOIIHUTE BEIIECTBA, U30POCHH
B TOuka 6.1.

KimuanuHo 3HaunMa, akTuBHA MH(EKIMs (Hamp. akTUBHA TyOepKyJi03a, BK. ToUKa 4.4).

4.4 CuoeuuaJHu npeaynpe:kIeHus U NpeAna3Hu MepKH Py ynorTpeda

[Ipocienumoct

3a 1a ce nogoOpH MpoCIeIMMOCTTa Ha ONOJIOTMYHHTE JIEKAPCTBEHU NMPOAYKTH, UMETO U MAPTUAHUAT
HOMEp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO Jia ce 3alucBarT.

HNndexmm

Ycreknnymab MOXKe Jla iMa TIOTEHITHAT J1a YBeJIMYaBa prcka OT MH(EKIMK U J1a peaKTUBUPA JATCHTHU
uHdekmu. [Tpyu KITMHUYHY TPOYYBAHUS U MOCTMAPKETUHIOBO 00CEPBAIMOHHO MPOYYBaHE MPU
MAIMEHTH C ICOPHA3KC CE HAOIOIaBAT CEPUO3HU OaKTEpUATTHY, 'bOUYHU ¥ BUPYCHU MHMEKIIUH MTPH
MAIUeHTH, IIPUEMaIlld YCTeKnHYyMal (BK. Touka 4.8).

[Ipu nanmeHTH, JISKyBaHH C YCTEKHHYMa0, ce ChoOIaBa 3a OMOPTIOHUCTHYHH HHPEKIINH, BKITIOYBAIIN
peaKkTUBUpaHe Ha TyOepKyio3a, APyrd OMOPTIOHUCTUYHHU OaKTepHaTH! WHPEKIMU (BKIIOYUTEITHO
aTHIUYHA MUKOOaKTepuaiHa UH(EKIHs, MEHHTUT, TPUYUHEH OT Listeria, THEBMOHMS, TPUYMHEHA OT
Legionella, u Hokapano3a), ONOPTIOHUCTUYHN MUKOTHYHH UH(EKIINU, OTIOPTIOHUCTUYHU BUPYCHH
MHQEKIUN (BKIIOYUTEIHO eHIe(aInT, IPUIMHEH OT XePIeC CUMIUIEKC 2) M Napa3uTHU HH(EKLIUH
(BKITIOYUTETHO OYHA TOKCOIIIA3M03a).

TpsiOBa 1a ce MoAX0Xk/1a C MOBUIIIEHO BHUMAaHHUE, KOTaTo ce 00Cchxkaa npuioxkeranero Ha WEZENLA
NP MAIMEeHTH ¢ XPOHUYHU WH(PEKIMH M aHaAMHe3a 3a peluIuBrpaiia nHpekus (Bx. Touka 4.3).

IIpenu 3amouBaneTo Ha neyenne ¢ WEZENLA manuenTute TpsiOBa 1a ce U3CIeIBar 3a TyOepKyI03Ha
undekuss. WEZENLA He Tpsi0Ba j1a ce npuiiara npy MmaiyeHTy ¢ akTHBHA TYOepKyJi03a (BiK.

Touka 4.3). JleueHHeTO Ha JaTeHTHa TyOepKyJi03Ha MH(EKIIHs TPsIOBa Ja 3armouHe Ipeu
npunoxxenuero Ha WEZENLA. TIpotuBoTyOepKyio3HaTa Tepanus ChlIo TpsiOBa na 0b1ae 00chaeHa
npeau Hayanoto Ha geuenre ¢ WEZENLA npu nanyieHTy ¢ aHaMHe3a 3a JJATEHTHA WK aKTUBHA
TyOepKyJ03a, Ipu KOUTO HE MOXKE J1a C€ TIOTBBPAM aJIeKBaTeH Kypc Ha JieueHue. [lanmenture,
npuemamt WEZENLA, Tps6Ba 1a ce HaOIf01aBaT BHUMATEITHO 32 MIPU3HAIIA M CHMIITOMH Ha aKTHBHA
TyOepKyJ103a 10 BpeMe Ha JICYCHUETO U CIIe/T HETO.
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ITanmentute TpsiOBa Ma ObIAT HHCTPYKTHUPAHM JIa TIOTHPCAT JEKAPCKU CHBET, aKO CE TIOSBSAT MPU3HAIIH
WJIM CHMIITOMH, TIPEAIIOIaraniy HHPEKIHI. AKO TAIEHT pa3BUe CEPHO3HA HHMEKITHS, ChCTOSHUETO
My TpsOBa BHUMATENHO Ja ce ciequ 1 WEZENLA He TpsiOBa na ce mpuiiara, J0KaTto nH(GEKIUATa He
OBJe OBIAISHA.

310Ka4eCTBEHH 3a00/ISIBAaHUS

HmyHocynpecopu KaTo yCTEKMHYMa0 nMaT NOTECHINAI 1a YBEIUYaBaT PUCKa OT 3JI0KaYeCTBCHH
3abomsiBaHys. HAkon manueHTy, KOUTo ca pueMalid YCTeKMHYMal B KJIMHUYHU IPOYYBAHUS U B
MOCTMapKETHHIOBO 00CEPBAIIMOHHO MTPOYYBaHEe MPH MALEHTH C TICOPUA3HUC, Ca Pa3BIIN KOXKHU U
HEKOYKHH 3I0Ka4eCTBEHHU 3a00Js1BaHus (BXK. ToUKa 4.8). PUCKBT OT 3110KauecTBeHN 3a00JIBaHHS MOXKE
Jla € TI0-BUCOK IIPH MAIMEHTH C IICOPHA3KC, KOUTO Ca JIEKYBaHM C ApyTrd OMOJIOrUYHH JIEKapCTBa B
X0/1a Ha 3a00JIIBaHETO.

He ca mpoBexxganu mpoydBaHUs, B KOUTO yYacTBAT MAIIUEHTH C aHAMHE3a 32 3JI0KaYeCTBEHI
3a00JIIBaHNUS MM B KOUTO MPOABIKABa JICICHUETO Ha MAIMEHTH, Pa3BIUIN 3JI0Ka9€CTBEHO 3a00IIIBaHe
Mo BpeMe Ha IpueMa Ha ycTeKuHyMma0. 3aToBa TpsiOBa Ja ce MOAX0XK/Ia ¢ IOBUIIEHO BHUMAaHKE,
KOTaTo ce 00CHK/a MPUIIOKEHUETO Ha YCTeKUHYMa0 MPpH Te3W NMaIeHTH.

Bcenukn manueHTH, mo-crenuanHo Te3u Haa 60 roauHu, MalueHTH ¢ aHaMHe3a 3a MPOIbIKUTEITHA
MMYHOCYTIpECHBHA TEpamysl WM TakuBa ¢ anaMmHe3a 3a [[YBA-tepamnus, TpsaOBa 1a ce HabnronaBaT 3a

MOsIBa Ha PaK Ha KoXkara (BXK. Touka 4.8).

CucreMHH U PECTIUPATOPHH PCAKIIMH HAa CBPBXYYBCTBUTCIHOCT

Cucmemnu

CepHo3HH peaKIMK Ha CBPbXYYBCTBUTEIHOCT Ca JOKJIaJBaHU B IOCTMAPKETUHTOBH YCIIOBHS, B HIKOH
CIIydau HAKOJIKO JTHH ciief] JeueHueTo. MiMa cryyan Ha aHaduIakcus U aHTnoeeM. AKO Ce MOSIBH
aHa(MIIaKTHYHA WM JIPyTra CepUO3Ha Peakiins Ha CBPBbXUYBCTBUTEIHOCT, TPSAOBA Jla CE HA3HAYM
MoIXo/s111a Tepanus u npuwiokenuero Ha WEZENLA TpsiOBa fa ce npeycranoBu (Bx. Touka 4.8).

Pecnupamopnu

Cityyan Ha aJiepru4eH ajBeoJHT, €O3NHO(IIHA ITHEBMOHUS U HeMH(EKIINO3Ha OpraHu3upana
ITHEBMOHWUSI ca ChOOIICHH T10 BpeMe Ha IIOCTMapKeTHHIoBaTa ynoTpeba Ha ycrekunymab. KitnanunuTe
NPOSIBU BKITFOUBAT KAIIUIUIA, TUCITHES M MHTEPCTUIIMAIHU HHOUITPATH CIIe]T €[HA 10 TPH J03H.
CepHro3HHUTE MOCICANIY BKIFOYBAT IUXATEIHA HEMOCTATHYHOCT M MPOIBDKUTEITHA XOCITUTAIN3AIINS.
[Tono6penue e choOIIaBaHO CiIe MPEyCTAHOBSIBAHE Ha JICYCHHETO C YCTCKUHYMAa0 M B HSKOH CITyYaH
IPH NPUIOKEHUE HA KOPTUKOCTEPOHIH. AKO ObJIe H3KITIOUeHa HH(PEKIIMS U TUarHo3ara ce MOTBbP/IH,
IPHIOKEHUETO Ha yCTEeKNHyMal TpsOBa J1a ce IPeyCTaHOBH M JIa Ce 3aIll0YHE IOXOAIIO JICUCHUE
(BX%. Touka 4.8).

CBpI€YHOCHI0BH CHOUTHS

[Ipu naumeHTH ¢ ICOpUa3UC, C EKCIO3ULHUS HAa YCTEKHHYMa0, B TOCTMApKETHHIOBO 00CEPBAILIMOHHO
NpoyYBaHe ca HaOJII0JaBaH! ChPJCYHOCHIOBH CHOUTHS, BKIFOYUTEIHO HH(APKT HA MUOKap/Ia 1
MO3BYHOCHIOB MHIIMACHT. PUCKOBHTE (haKTOpH 3a ChPAEIHOCHI0BO 3a00IIsIBaHE TPIOBa 1a ce
OILIEHABAT PEOBHO IO BpeMe Ha JiedeHneto ¢ WEZENLA.

Bakcunanuu

[IpenopbuBa ce na He ce mpuiarat KB BUPYCHH WMJIM )KMBU OakTepuannu Bakcuuu (kato LK)
eanoBpemernHo ¢ WEZENLA. He ca npoBex/1aHu KOHKPETHH MTPOYYBaHUS NIPY NAIIMEHTH, BBPXY
KOHMTO HACKOPO € MpHJIarana >kuBa BUPYCHA WM )KHBa OakTepualiHa BakcuHa. Hsma nanuu 3a
BTOPHYHO NpenaBaHe Ha HHPEKIHS Ype3 )KUBU BAKCUHH MIPH NAMEHTH, OJTyYaBallyl YCTEKUHYMa0.
Jleuernnero ¢ WEZENLA TpsiOBa 11a ce mpeycTaHOBH Hali-MajKo 3a 15 ceaqMuIy ciies] mocjaeaHara
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J103a TIPEIH TIOCTAaBSHETO Ha JKMBA BUPYCHA HIJTH JKMBA OaKTepHaTHa BAKCHHA M MOXKE J1a C€ Bb300OHOBU
Hal-MaJKo 2 CeAMUITH Clie] BaKCHHHUpaHeTo. JIekapuTe, peaICBaIIn JEKapcTBOTO, TPSOBa 1a
HanpaBsT crpaBka ¢ KpaTkara xapakTeprcTiKa Ha MPOYKTa 32 KOHKPETHATA BAKCHUHA 32
JIOITBTHUTETHA WH(OPMAIIHSI U YKa3aHUS 3a ChI'BTCTBAIIOTO MPIJIOKEHUE HA UMYHOCYIIPECUBHU
JIeKapCcTBa CJie BAKCHHUPAHE.

He ce npenopwuBa npunarane Ha xuBu BakcuHu (kato BLXK BakcruHa) npu kbpMayeTa, ¢ eKCIO3UIHS
Ha ycTeKHHyMal in utero, B IPOABIDKEHHE HA IBAHAZIECET MECeIa ClIe] payKIaHETO HIIH JOKAaTo
CepyMHHTE HHBA Ha YCTEKHHYyMal IPH KbPMA4yeTo CIaHAT 1101 HUBOTO Ha IETEKIHA (BX. TOUKU 4.5 n
4.6). AKo e HalMIEe KaTeropuyHa KIMHUYHA 10132 32 OTACITHOTO KbpMaue, MOXKe Jja ce 0OMHUCIN
NpuIarane Ha )KMBa BaKCHHA B MO-PaHEH MOMEHT, aKO HE ce OTKPHBAT CEPYMHH HHBA Ha
YCTeKHHyMao.

INarmenture, kouto msnonzsar WEZENLA, Moxke 1a moiy4yaT €JHOBPEMEHHO HHAKTUBUPAHH WIIN
yOWTH BaKCHHHU.

Hsnrocpounoto neuenne ¢ WEZENLA He moTrcka XyMOpaiHUS UMYHEH OTTOBOP KbM
ITHEBMOKOKOBHUTE MOJIM3aXapUIHU BaKCUHH WIIM KbM BaKCHHUTE CpPEILy TETaHyc (BX. Touka 5.1).

C’LHBTCTBaIlIa HUMYHOCYIIPECHBHA TCPpAITHs

ITpu npoyuBaHus IPY IICOPUA3KUC HE ca OLCHSIBaHU 0€30MaCHOCTTA U €(hUKACHOCTTAa HA YCTEKMHYMal
B KOMOHMHAIIUS ¢ UMYHOCYIIPECOPH, BKIFOUNUTEITHO OMOJIOTHYHH NPOIyKTH Wi oroTepanus. [Ipu
MPOYYBaHUS MPH NICOPHATHUECH apTPHT, ChITBTCTBALIOTO NpuiiokeHne Ha MTX He noBnusBa
Oe3omacHocTTa 1 e(hUKacHOCTTa Ha ycTeknHyMmal. B nmpoyuBanusTa mpu 6onect Ha Crohn u
YIILEPO3€H KOJIUT CHITBTCTBAIIOTO MPHJIOKEHUE HA UMyHOCYIIPECOPH WIM KOPTUKOCTEPOUAN
W3IJIeXK 1A HE TIOBJIMsIBa 0€30MaCHOCTTa WK e(hUKACHOCTTa Ha ycTekuHyMa0. TpssOBa 1a ce moaxoxaa ¢
MIOBHIIIEHO BHUMaHHUE, KOTaTO c€ 00CHKa ChITBTCTBAIIOTO MPHUIIOKEHUE HA IPYTH UMYHOCYTIPECOPHU H
WEZENLA wnu ripy mpeMHHaBaHETO KbM JICUSHHE C IPYTH OMOJIIOTUYHNA UMYHOCYIIPECOpH (BXK.
Touka 4.5).

UwmyHoTepanus

Ycreknnymab He € OIeHsIBaH MpH MalMeHTH, KOUTO ca MOAJIaraHi Ha UMyHOTepanus 3a aneprud. He e
n3BectHO Jann WEZENLA moxe 1a ce 0Tpa3H Ha UIMyHOTEpaIusATa pU aJIepruu.

Cepu03HU KOXKHH 3a00JIIBaHUS

IIpu manumeHTyH ¢ ncopuasuc ce cho0I11aBa 3a cayvyan Ha eKCOIMATUBEH AEPMATHUT CIIEH JIEUSHHUE C
ycTekuHyMa0 (Bxk. Touka 4.8). [TareHTHTe ¢ MIaKoB MCOPUA3UC MOXKE Jla PA3BUAT EPUTPOACPMHUYUCH
TICOPHUA3UC KAaTO YacT OT ECTECTBEHHUS X0/ Ha 3a00JISIBAHETO ChC CUMIITOMH, KOUTO MOXKE OT KITMHUYHA
TJIeIHA TOYKA Ja HE Ce OTJIMYaBaT OT eKC(OIMaTUBHMSA AepMaTuT. Jlekapure TpsiOBa 1a BHUMAaBaT 3a
CHUMIITOMH Ha €PUTPOJACPMHUUEH IICOPHA3HC MM eKC(OTHUATUBEH IEPMATUT KaTo 4acT OT
MOHHTOPHPAHETO Ha TICOpPHA3Kca MPH MaIeHTa. AKO T3 CHMIITOMH Ce TIOABST, TpsOBa J1a ce
3anoyHe noaxonsmo gedeHue. [IpuemsT Ha WEZENLA Tps6Ba na ce npeycTaHOBH, aKo NMa
CHMHEHHS 32 JIEKapCTBEHA peaKkusl.

3a00isiBaHusI, CBBP3aHU C JIVIIYC

Crnyvan Ha 3a00JIIBaHMsI, CBEP3aHH C JIYIYC, C€ ChOOIIABAT MPH MAIMEHTH, JIEKYBaHHU C YCTEKHHYMao0,
BKJTFOUHTEITHO KOKEH JIYIyC epUTEMATOIEC U JIYyIyc-TIo100eH cuHapoM. [Ipn Bb3HUKBaHE HA JIC3UH,
0c00€HO Ha M3JI0KEHUTE Ha CITBHIIC YYacThIM Ha KOXKaTa, MM aKo T€ CE ChITbTCTBAT OT apTpajrus,
NalMeHTHT TPsOBa 1a MOThPCH He3a0aBHO JieKapcKa IOMOIL. AKO ce MOTBBPISAT 3a00IsIBaHus,
CBBP3aHHU C JIYITyC, yCTeKHHYMa0 TpsiOBa 7a ce MPeyCTaHOBH U J]a C€ 3aM0YHE MOIXOISIIO JICUCHNUE.
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CrenuaJiHy TOnyJIaIie

Cmapuecka év3pacm (> 65 200uru)

B knmMHAYHATE TPOYYBAHUS NIPH 0JJOOPEHUTE MOKA3aHUS HE ce HAOII0IaBaT ChIICCTBCHH Pa3IHUUs B
eukacHOCTTA MiIM 0€30MMaCHOCTTA MPH MAITMEHTH Ha 65-TOIUIITHA BH3PACT U ITO-TOJIEMH, KOUTO
MOJTy4aBaT YCTEKUHYMa0, B CPABHEHUE C MO-MJIAIM MAI[UCHTU. BposAT Ha MAIMeHTUTE Ha Bh3PacT

65 roJMHU ¥ TIO-TOJIeMH 00aue He € JOCTAThUCH, 3a Jla CE ONPEICIH JaH CE MOBIHSIBAT Pa3IHIHO OT
MO-MITQJINTE MAHEeHTH. Thi KaTo pa3npocTpaHeHUETO Ha MHQEKIIMU cpell cTapuecKara MOMmyIalus
KaTo IISUI0 € TIO-TOJISIMO, JICUSHUETO TPY TAIIMeHTH B CTapuecKa Bh3pacT TpAOBa Jia ce mpuiara
BHUMATEJTHO.

ITosmcopbat 80

WEZENLA cpaspxka 0,02 mg (45 mg/0,5 ml) wmu 0,04 mg (90 mg/1.0 ml) mommcop6at 80 (E 433)
BBB BCAKa 7103, KosTO € ekBuBasieHTHa Ha 0,04 mg/ml. [lonmmcopbarnute Morar ga MpuUYuHAT
aJleprUYHU peaKIuu.

4.5 B3aumopeiicTBHe C IPYIrd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojaelicTBUe
JKusu Bakcunu He TpsiOBa 1a ce npuiarat enHoBpeMenHo ¢ WEZENLA.

He ce nmpenoppruBa npunarane Ha >xuBU BakcuHU (kato BLDK BakcuHa) mpu kbpMayeTa, ¢ eKCIO3ULIUS
Ha yCTeKHHYMaO in utero, B IPOABIDKEHHE HA ABAHAZECET Mecella Clie]] paXkAaHEeTO MM JOKaTo
CepyMHHUTE HUBA Ha YCTEKHHYMal Ipu KbPMAyeTo CHagHaT oA HUBOTO Ha AeTeKIH (BXK. TOUKU 4.4 1
4.6). AKo e HajiwWIle KaTeropryHa KIMHUYHA TI0J132 32 OTAEITHOTO KbpMade, MOXe J1a ce 00MuCIH
MpuUjlaraHe Ha *KUBa BaKCHHA B [TO-paHEH MOMEHT, ako HE c€ OTKPHBAT CEpyMHU HUBA Ha
yCTeKnHYyMao.

[Tpu papMakOKMHETUYHM aHAJIM3M HA MOMYJIAIMATA, HAPABEHHU B IpoyuBaHus (asza 3, e u3cieaBaH
e(eKThT Ha HAl-YeCTO STHOBPEMEHHO IPUEMAaHH JICKAPCTBEHHU IPOIYKTH MPH MALUEHTH C TICOPHA3KUC
(BKITIOUHUTEITHO U Mapareramoll, HOynpodeH, aneTnicaauinioBa KHCEeINHA, METQOPMHIH,
aTOpPBACTAaTHH, JIEBOTHPOKCHH) BbPXY (hapMaKOKWHETHKATa Ha ycTeknHymad. He ca maGmronaBanu
MIPU3HAIM HA B3aMMOJICHCTBHE C TE3U €THOBPEMEHHO MIpHUEMaHH JIeKapCTBEHU MTPoaykTu. OCHOBA Ha
TO3U aHanu3 € (PakThT, ue Hal-manko 100 marmentu (> 5% ot u3cienBaHaTa MOMyJIAIKs) ca JIeKyBaHU
€THOBPEMEHHO C TE€3U JIEKapCTBEHU MPOAYKTH Ipe3 nmoHe 90% ot nepuona Ha IPOyUBAHETO.
®dapmMaKOKUHETHKATa Ha yCTEKUHYMa0 HE ce € TOBIHUsJIA OT ChIIBTCTBAIIOTO MpriIoxkeHue Ha MTX,
HCIIBC, 6-mepkamntonypuH, a3aTHONPHUH U IIEPOPATHH KOPTUKOCTEPOUIH ITPH MAITUEHTH C
TICOpUATHYEH apTpuUT, Oonect Ha Crohn WK yIIIepO3eH KOJIUT, WK OT NPEAIIEeCTBAIA €KCIIO3UIHS Ha
antu-TNF-a cpeacTsa, py NalMeHTH C ICOPUATHYEH apTpuT Wi 6oject Ha Crohn, wim ot
MpeJIecTBalia eKCIo3uIis Ha ONOJIOTHYHHU JICKAPCTBeHH POoAYKTH (T.¢. anTH-TNF-0 cpeacTa
W/WITH BEJIOIN3yMal) MU MAIUEHTH C YIIIEPO3CH KOJIHT.

Pesynrature ot poy4Bane in vitro u oT ipoyuBaHe ($aza 1 mpu y9acTHUIM ¢ aKTHBHA OoJiecT Ha
Crohn He mpeanonarat HeOOXOUMOCT OT aJJaTHPAHE Ha J103aTa MPY MAIUEHTH, KOUTO IOJTy4aBatT
eqnoBpemenHo CYP450 cybcrparu (Bxk. Touka 5.2).

[Tpu npoy4BaHus pH TICOpUA3KC HE ca OIEHABaHH 0€30MaCHOCTTa U e()UKACHOCTTA HA YCTEKHHYMal B
KOMOMHAIUS C UMYHOCYTIPECOPH, BKIIOUUTEIIHO OMOJIOTHYHH cpeAcTBa i poTtorepanus. [Ipu
MIPOYYBaHUs IPU IICOPUATHUYEH apTPUT, CHITBTCTBALIOTO NpUiIokeHne Ha MTX He nosnusisa
Oe3onacHocTTa U epuKacHOCTTa Ha ycTekuHyMab. B mpoyuBanusita npu 6onect Ha Crohn u
YIILEPO3€eH KOJIUT CHITBTCTBAIIOTO NMPHIOKEHNE Ha UMYHOCYIIPECOPH WIIH KOPTHKOCTEPOUAN
M3TIIEKa He MOBIMSIBA 0€30M1aCHOCTTA MM e(pUKACHOCTTA HA YCTEKHHYMa0. (BX. Touka 4.4).
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4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ meTepoeH NOTEHIHAT

JKenu ¢ nereponieH MOTEHIMAN TPsIOBa Ja W3MOI3BaT e(PEKTHBHA METOIN Ha KOHTPAIISIIIINS IO BpeMe
Ha JIeUYEeHUE U 10 15 ceaqMuI ciel JIEUEHUETO.

Bpemennoct

[TpocrieKTUBHY JaHHU OT HETOJIsIM Opoii cily4an Ha OPEeMEHHOCT Ciie]] eKCIIO3HIINS Ha YCTEKUHYMao ¢
M3BECTEH M3XO0Jl, BKIIOYHUTENHO MoBede oT 450 ciryyast Ha OpeMEHHOCT ¢ eKCIIO3HUINUS Pe3 MbPBHS
TPUMECTBP, HE IOKA3BAT MOBHUILEH PHCK OT T'OJIEMH BPOACHU MaI(pOpMaIK IPU HOBOPOAEHOTO.

[IpoyuBaHusTa IPU KUBOTHU HE MMOKA3BAT NPEKH WJIM HENPEKH BPEIHU €EKTH, CBhP3aHH C
OpeMeHHOCTTa, eMOPHOHATHOTO/PETATHOTO Pa3BUTHE, PAKIAHETO MITH ITOCTHATATHOTO pa3BUTHE (BIK.
ToYka 5.3).

HanmmuausaT kmuHMYeH onut obave e orpanndeH. KaTto mpeamnaszHa MsipKa € 3a IpeIioYnTaHe Ja ce
n30srBa ynorpebata Ha WEZENLA 1o Bpeme Ha OpeMEHHOCT.

Ycreknnymab nmpeMuHaBa mpe3 IialeHTara i ¢e OTKpUBa B cepyMa Ha KbpMayieTa, POJICHHU OT JKEHH,

JIEKYBaHU C YCTEKHHYMa0 1Mo BpeMe Ha OpeMeHHOCTTa. KIIMHUYHOTO Bh3AeHCTBIE HA TO3H (aKT HE €

W3BECTHO, HO PUCKBT OT MH(EKIIUS IPU KbpPMadeTa, C eKCIIO3UIIMS Ha YCTEKUHYMAO in utero MOXe Ja
O'bJIc TIOBHUIIICH CJIC]T PaXKIaHETO.

He ce mpenopbsuBa npunarane Ha >kuBu BakcuHU (kaTo LXK BakcuHa) mpu kppmadeTa, ¢ eKCIIO3HUIUS
Ha yCTeKMHyMa0 in utero, B IPOABIDKEHHE HA ABAHAZECET Mecella Clle]] paXkIaHEeTO WM JOKaTo
CEPYMHHUTE HUBA Ha YCTEKMHYMa0 MPH KbPMAUETO CIaJHAT 110 HUBOTO Ha JETEKIMs (BXK. TOUKH 4.4 U
4.5). Axo e HayMIe KaTeropuyHa KJIMHAYHA 110132 32 OTAEIHOTO KbpMade, MOXKE /1a C€ OOMHCIIH
MpuUjIaraHe Ha KUBa BaKCHHA B [TO-PaHEH MOMEHT, aKo HE C€ OTKPHBAT CEpyMHU HUBA Ha
yCcTeKnHyMao.

Kepmene

OrpaHuveHH TaHHY, yOJUKYBaHH B JIUTEPATYpaTa, IOKA3BAT, Y€ YCTEKHNHYMa0 ce eKCKpeTHpa B
YOBEIIKaTa KbpMa B MHOTO Mallku KoimdecTBa. He e n3BecTHO manu ycreknHymab ce abcopbupa
CHUCTEMHO clie]l noribiane. [lopaau noreHnuana 3a nposBa Ha HEXKEJIaH! JISKAPCTBEHH pPEeaKklUi KbM
YCTEKMHYMa0 MpH KbpMaueTaTa, TpsOBa Jia ce B3eMe peIlIeHUE JIaJIH Ja ¢e IPEeyCTaHOBH KbPMEHETO
10 BPEME Ha JICUEHHE U A0 15 ceaMuuu ciief] JIeUeHUEeTo, Wil 1a C€ IPEYCTaHOBU TEepaIusiTa ¢
WEZENLA, kaTo ce B3eMar npeaBu/ moj3ara oT KbpMEHETO 3a JICTETO U 1M0JI3aTa OT TepamnusTa ¢
WEZENLA 3a xenara.

PepTUnnTeT
EdexThT Ha ycTekuHyMal BpXyY (epTHINTETa IPU XOpa HE € OLIEHEH (BXK. Touka 5.3).
4.7 EdexTu BbpXy criocod0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

WEZENLA He noBnusBa WK NOBIUSBA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 IoHUpaHe u padoTa C
MAITIHH.

4.8 Hexenanu JeKapCcTBEHH PeaKIHHU

0O06001menre Ha npoduia Ha 6€30IaCHOCT

Haii-yectute HexxenaHu JeKapcTBeHU peakuuu (> 5%) B KOHTPOJIUPAHUTE MIEPHOAN OT KIMHUYHHUTE
IPOYYBaHUS NIPU BB3PACTHU C IICOPUA3UC, IICOPUATUYEH apTpuT, 6osiecT Ha Crohn U yJIiepo3eH KOJIUT
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C YCTeKHHYMal ca Ha30(papuHTHUT U ri1aBodoiue. [loBedeTo OT TSIX ce CUUTAT 3a JICKH U He HallaraT
NpeKbCBaHe Ha MPOYYBAHOTO JeueHue. Hali-cepro3Hara HexenaHa JIeKapCTBEHA PEakIusl, KOSITO €
ChOOIIIaBaHa 33 YCTEKUHYMa0, € Cepr03Ha Peakilus Ha CBPbXUYBCTBUTEIHOCT, BKIFOUUTEITHO
anadwitakcus (Bxk. Touka 4.4). O0musaT npodui Ha 6€30MaCHOCT € MOA00CH MTPY MAIUSHTH C
TICOPUA3UC, IICOpPUATHYEH apTpuT, OosecT Ha Crohn n ynmepo3eH KOIuT.

TabauyeH COUCHK HA HEXKEITAHUTE PCAKIINHN

[JanHuTe 3a 6€30MaCHOCT, IPEAOCTaBEHH I0-A0JIY, Ca IIOJIYUYEeHHU Cllell eKCIIO3UIHA Ha yCTEeKNHYyMa0
npy Bb3pacTHU B 14 npoyuBanus ¢aza 2 u ¢asa 3 npu 6 710 mauuentu (4 135 ¢ ncopuasuc n/umu
nicopuaTHueH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ yiepo3eH KoauT). ToBa BKIIOUBa
€KCIIO3ULUS HA YCTEeKMHYMa0 B KOHTPOIMPAHUTE U HEKOHTPOIUPAHNUTE NEPUOAH Ha KIMHUYHHUTE
MPOYYBaHUS MPH MAILMEHTH C ICOPHA3KC, IICOpUATHIeH apTpuT, 6onect Ha Crohn miy ynuepo3eH
KOJIUT B IPOABJDKEHUE HA Hall-Mako 6 mecena (4 577 mauneHTn) win noHe 1 roguHa

(3 648 martuenTn). 2 194 manuenTty ¢ ncopuasuc, 6omect Ha Crohn uim ¢ ynmepo3eH KOJIUT ca ¢
eKCITO3UIH 32 oHe 4 ToanHu, mokaTto 1 148 manuenTu ¢ ncopuasuc wim 6onect Ha Crohn ca ¢

€KCIIO3UIIMS 3a IIOHE S5 TOIUHU.

B tabnuna 3 e mokazaH CIHUCHK ¢ HEKENAHUTE JICKAPCTBCHU PEAKIIUK OT KJIMHUYHU MPOYYBAHHS TPH
BB3PACTHH C IICOPHA3HC, TICOPUATUYEH apTpuT, 6osiecT Ha Crohn U ¢ ynIepo3eH KOJIHT, KaKToO |
HEXEJIAHUTE PEaKIMK OT MOCTMapKETHHIoBaTa yrnoTpeda. Hexxenanure peakiuu ca KiacupuipaHu
MO CHCTEMO-OPTaHHHU KJIACOBE M YECTOTa ChITIACHO CIIEJHATA KOHBEHIIMSA: MHOTO YecTH (> 1/10), yecTn
(> 1/100 mo < 1/10), Heuectu (> 1/1 000 mo < 1/100), peaku (> 1/10 000 mo < 1/1 000), MHOTO peaKu
(< 1/10 000), c Hen3BecTHA YecTOTa (OT HATMYHUTE TAHHKW HE MOXe Jla ObJie HallpaBeHa olieHka). [Ipu
BCSIKO IPYMUPAHE B 3aBHCUMOCT OT YE€CTOTATA HEXKEIAHUTE JICKAPCTBEHU PEaKIMU ce U30pOSBaT B
HU3XOJAI PeJl 0 OTHOIICHHE HA TIXHATA CEPHO3HOCT.

Tadanna 3. CiucbK HA HeXKeJTaHU PeaKuun

CI/ICTCMO-OpFaHHI/I KJIaCOBE

YecToTa: HEKEJIAHU PeaKIuu

WNndexnmn u napecTanmm

Yecty: mHGEKIINS HA TOPHUTE TNXATEIHU TBTHUIIA,
Ha30(apuUHIUT,CUHY3UT

Heuectu: uenynut, AeHTaTHA HH()EKLINH, XEPIIeC 30CTep, MHPEKLUs
Ha JIOJHUTE TUXATEITHH IBTUINA, BUPYCHH WH(EKIIMN Ha TOPHUTE
JIMXaTeJTHH TbTHUINA, BYJIBOBArMHAIHA MUKOTHYHA WH(EKIHS

Hapymenus Ha uMyHHaTta
cucreMa

HeuecTn: peakiyiv Ha CBPbXUyBCTBUTEITHOCT (BKJIFOYUTEITHO
00OpUB,ypTHUKApHS)

Penku: cepro3Hu peakiivi Ha CBPbXYYBCTBUTEITHOCT (BKJITFOUUTEITHO
aHaWIaKCHsI, aHTHOENIEM)

IlcuxuuHM HapyLIEeHHs

Heuecru: AcTIpecus

Hapymenus Ha HepBHaTa
cucreMa

Yecru: 3aMaﬁBaHe, raBo6onue Heuectu: JIMIICBA IMapajin3a

PecniparopHu, rpbaHU U
MEINaCTHHAIIHU HapyIIeHUs

UecTn:opodapurreanta 601Ka

Heuecru: Ha3aiHa KOHreCTHS

Penku: anepruueH ajnBeoIuT, €03MHO(HIHA THEBMOHUS
MHOr0 peJiku: OpraHu3upalia MHeBMOHU *

CTOMaI_HHO—‘lpeBHI/I

Yecru: Auapusd, raicHEC, MOBPBIIAHC

HapyLICHHS
Hapymenns Ha koxxarta u Yectu: cppOex
MOJIKOYKHATA ThKaH Heuecrn: mycTyno3eH ncopuasuc, ekcgonuanys Ha KoxKaTa, akHe

PC,Z[KI/II eKC(bOJ'II/IaTI/IBCH ACPMATUT, XUTICPCCH3UTUBCH BACKYJIUT
MHuoro PECAKU: 6y.l'[03€H HCM(l)I/IFOI/I,I[, KOXCH JIYITYC €pUTEMATO1CC

Hapyenust Ha MyCKyJIHO-
CKEJIeTHATa CHCTEMA U
CbEAVHUTEIIHATA ThKaH

UYectu: 001kH B r'bpOa, MHANTHS, ApTPAITUS
MHoOro pesku: JIymyc-1oJJ00eH CUHIPOM
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CHCTeMO-OpFaHHI/I KJIaCoB¢ YecToTa: HEXKEJAHA Pe€aKIIuu

O6mu Hapymenus u ebpektn | Yectn: ymopa, epureMa Ha MSICTOTO Ha HHKEKTHpaHe, O0IKa Ha

Ha MSCTOTO Ha MPWJIOKEHUE | MSICTOTO HA HHKECKTHPAHE

Heuecrtu: peakiiuu Ha MACTOTO Ha HHXKEKTUPAHE (BKITIOYUTEITHO
KPHBOU3JIMB, XEMaTOM, BTBBP/IIBAHE, MIOTYBAHE H ChPOEIK), ACTCHUS

* Bwxkre Touka 4.4, CUCTEMHH M PECTIUPATOPHU PEAKLMH Ha CBPBXIyBCTBHTEIHOCT.

Onucanue Ha I/136DaHI/I HCXKCIaHU JICKAPCTBCHU PCAKITNNA

HUnghexyuu

B mmanie60-koHTpoIMpany Npoy4YBaHHUS MPY MALUEHTH ¢ ICOPUA3UC, ICOPHATHYECH apTPHT, OOJIECT Ha
Crohn u ¢ ymmepo3eH KOJIUT MPOIEHTHT Ha HH()EKIINUTE W CEPUO3HUTE MHEKINH € CXO/ICH pH
MAIMEeHTHTE, JIEKyBaHH C YCTEKHUHYyMa0, U MPH JIEKyBaHUTE C iarnedo. B miame6o-koHTponupanus
MepUo]] Ha Te3U KJIMHUYHHU MPOYYBaHMA YecToTara Ha HHekuuuTe € 1,36 3a manueHToroanHa
npociieisiBaHe MPH NalueHTH, JIEKyBaHHU ¢ YCTeKHHYyMa0, U 1,34 — npu nauueHTH, JIEKyBaHH C
rrane6o. [losBunmre ce ceprozan nH(pekmu ca ¢ yecrora ot 0,03 3a manmMeHTOro[uHa MPOCIIeIBaHe
NIPY TTALMEHTH, JIeKyBaHH ¢ ycTekrnaymab (30 cepro3nu nndexuuu 3a 930 nmanueHToroauHu
npocnensasane), u 0,03 — npu NanyeHTy, JIeKyBaHH ¢ Tuiane6o (15 cepro3Hu HHPEKIUH 3a

434 manueHTOroUHY TpociiesBaHe) (BXK. Touka 4.4).

B xoHTpOoNMMpaHnuTe U HEKOHTPOIMPAHUTE IEPHOIN HAa KIMHUYHUTE IPOYYBaHUS MIPH MICOPUA3HC,
NICOpUATHYEH apTpUT, OosecT Ha Crohn M yJIepo3eH KOJIHT, MPeICTaBIIsBALLT

15 227 manueHTOroANHN eKCIO3UIHA ¢ yCTeKnHyMab mpu 6 710 manuedTn, MenuaHaTa Ha BpeMeTO Ha
npocnenassade € 1,2 roaunu; 1,7 roquHy 3a MpOyYBaHUATA MIPH ICOPUATHYHO 3a0oisiBaHe, 0,6 TOAMHU
3a poyuBaHusTa pu Oosect Ha Crohn u 2,3 rOAMHY 32 MPOYUYBAHUSATA C YIIEPO3EH KOJIHUT.
[IporienThT Ha nHpeknuuTe € 0,85 3a ManUeHTOroMHA MPOCIIEIBaHE IIPH MAIUEHTH, JIEKYBaHH C
yCTEKHHYMa0, a MPOLIEHTHT Ha cepruo3HuTe MHPeknnu npu Tsax e 0,02 3a manueHTorouHa
npocnensasane (289 ceproznu uHGpeEKIMHU 3a 15 227 NanueHTOroAMHN IPOCIISAsIBAHE) U Ca IOKJIa{BaHU
CepUO3HM MH(EKLNH, BKIIOUYUTEIHO THEBMOHHMS, aHaJIeH a0cIiec, LeJTyTUT, TUBEPTHKYJIHT,
racTpOCHTEPUT U BUPYCHHU NH(EKIHH.

B MMPOBCACHU KIIMHUYHU NPOYUBAHUSA MMALIUCHTU C JIATCHTHA Ty6€p1<yn03a, KOHTO ca OMIIH
CAHOBPEMCHHO JICKYBAHU C U30HHUA3U, HC Ca Pa3BUJIN Ty6ep1<yno3a.

3noxauecmeenu 3abonsisanus

B mnane6o-koHTpoMpanus Iepro]T Ha KIIMHIUYHY IIPOYYBaHUS P IICOPUA3HC, ICOPUATHIEH apTpPUT,
6osect Ha Crohn ¥ yJIIIEpO3E€H KOJIMT Y€CTOTATA HA 3JI0KAYECTBEHUTE 3a00JIBaHUs, C U3KIIOUCHHUE Ha
HEMEJIAHOMEH pak Ha KoxaTa, € 0,11 3a 100 nanueHToroquHu npocieasiBaHe Npy NauueHTH,
nexyBaHu ¢ ycreknayma0 (1 mamueHT 3a 929 nanueHToroIMHU MpocieisBaHe) B CPaBHEHHE C

0,23 mpu marMeHTuTe, JeKyBaHu ¢ iaieoo (1 manueHT 3a 434 naueHTOroJUHH MIPOCICIsIBaHE).
UYecroTaTa Ha HEMENaHOMEH pak Ha koxkara e 0,43 3a 100 manueHToroIMHu MpociensBaHe 3a
MAIUEHTHUTE, JICKYBaHH C YCTeKUHYMa0 (4 maruenTy 3a 929 nanueHToroIMHu Mpocie/isiBaHe) B
cpasuenue ¢ 0,46 pu ManueHTUTE, JIEKyBaHHU ¢ Tutane6o (2 manuenTtn 3a 433 marueHTorouHA
MIPOCIIE/IIBaHe).

B KoHTposnMpaHuTe 1 HEKOHTPOIUPAHUTE NIEPUOAN Ha KIMHUYHUTE ITPOYYBAHUS P NICOPUA3HC,
IcopuaTHueH apTpuT, 6osiecT Ha Crohn U yJIiepo3eH KOJIHUT, IPEACTaBIIABAIIH

15 205 mauueHTOroJMHN eKCIIO3ULKUs ¢ yCTeKuHyMab npu 6 710 mauueHTH, MeaHaTa Ha BpEMETO Ha
npocnenssane € 1,2 ronuuu; 1,7 ToIUHA 32 MPOyYBaHUATA P IICOPUATHIHO 3a00isaBane, 0,6 TOTUHU
3a mpoyuBaHusTa npu Oonect Ha Crohn u 2,3 roJJHM 32 IPOYYBAHHSATA C YIIIEPO3EH KOJIHT.
3nokauecTBEHH 3a00JSIBaHUS, C M3KITIOUEHHE HA HEMETAaHOMEH paK Ha KOXKaTa, ca JIOKJIaBaH! TPH

76 narmenty 3a 15 205 manueHToroaMHM Ha npociensBane (dectora ot 0,50 Ha 100 marueHToroANHN
Ha MPOCJIe/IsIBaHe MPH MAIIMEHTH JICKYBaHH C yCTeKHnHYMa0). Te3u ciydan Ha 3710Ka4eCTBeHH
3a00J1ABaHNs, CHOOIIEH TIPH MAIIUEHTH, JIEKYBaHU C YCTEKMHYMab, ca CpaBHUMH C OUYaKBAHNTE
ciydad B oOmiara nomynanus (craHaapTu3upad koepunueHT Ha yectota = 0,94 [95% noBeputeneH
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uaTepsat: 0,73, 1,18], kopurupas 3a BB3pacT, 1o u paca). Haii-uecto HaOIroaBanuTe
3JI0KAYE€CTBEHH 3a00ISIBAaHASA, PA3IMYHA OT HEMEIAHOMHUS KapIITHOM Ha KOXaTa, ca KapImHOM Ha
MpoCTaTara, MeJaHOM, KOJIOPEKTaJICH KapIIMHOM U KapIIMHOM Ha repaara. CiiydanTe Ha HeMeJTaHOMEH
KapuuHOM Ha koxkarta ca 0,46 na 100 marueHTOroIMHM Ha IPOCIeAsIBaHE MPU MAIUEHTH, JICKYBaHH C
ycTekuHyMab (69 manuenTH 3a 15 165 manuenToroAnAN Ha pocnensBane). CbOTHOIIEHHETO Ha
MAIIEeHTH ¢ 6a3aJIeH CIIPSMO CKBAMO3HOKIICTHUCH KapIIMHOM Ha Kokarta (3:1) € cpaBHUMO ChC
CHOTHOIIICHUETO B 00MIaTa nmomynanus (Bx. Touka 4.4).

Peamﬂm Ha cepvxuyecmeumesiHocm

B koHTponHMpaHuTe IEPUOIU HA KIMHUYHY TPOYYBAHUS MPU ICOPUAZHC U ICOPUATHYCH apTPUT Ha
yCTeKuHyMab oOpuB u ypTuUKapus ca HabmrogaBanu nipu < 1% ot manuenTute (BX. Touka 4.4).

IlegnaTpuyHa nomyaalus

Heduamputmu nayuermu Ha 6 200uHU U NO-201eMU C NAAKO8 ncopuasuc

be3zonacHocTTa Ha ycTeKMHYMal € Ipoy4eHa B ABe MpoyuBaHus ¢a3a 3 npu nexuaTpuyHy HalueHTH C
YMEpPEH 10 TEXBK IJIAKOB Icopuasuc. [IepBoTo npoyusane € npu 110 nanueHTy Ha Bb3pact oT 12 1o
17 roaunu, IeKyBaHU B MPobJDKeHHE Ha 60 ceMUIIM, a BTOPOTO MpOyUYBaHe € mpu 44 nmarueHTu Ha
BB3pacT oT 6 10 11 roauHwu, JIeKyBaH! B IPOIbIDKEHHE HA 56 ceqmuriu. Kato 1siio choOmeHuTe
HEXXEJIaHU ChOUTHS B TE3H ABE IPOYUBAHMUS C JaHHU 3a Oe30macHoCT A0 1 ronuHa ca moao0Hu Ha
Te3U, HaOJII0AaBaH! B IPEIUIIHU IPOYUIBAHMS IIPU BB3PACTHHU C TJIAKOB TICOPHUA3HLC.

Tleouampuunu nayuenmu c meeno Haii-manko 40 kg c bonecm na Crohn

Be3zonacHocTTa Ha ycTeknHyMab e mpoydyeHa B eqHO npoyuBaHe $aza 1 u eqHo npoyuBane ¢asza 3 npu
MeAMATPUYHY MMAIMEHTH ¢ yMEpeHa JI0 TeXKa akThBHA O0osiecT Ha Crohn choTBETHO 110 ceamunia 240 u
ceamuna 52. Karo 150 npodurst Ha 6e30nmacHOCT B Ta3u kKoxopra (n = 71) e mogo0eH Ha To3H,

HaOJII0/JaBaH B MPEAUIIHY TPOYUYBaHUS IPU Bb3PacTHH ¢ OojiectTa Ha Crohn.

Crpo011aBaHe Ha HOJ03UPAHN HEXKEIIAHU PEAKIIAN

Cpo01aBaHeTo Ha IOI03UPAHU HEXEIaHH PeaKIMy Clie]] pa3pelaBaHe 3a yrnoTpeda Ha JIeKapCTBeHHs
HPOIYKT € BayKHO. ToBa M0O3BOJIsIBA J1a IPOABIDKY HAOIIOICHUETO HA CHOTHOLICHHETO TT0JI13a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT METUIMHCKUTE CIICIIHAINCTH C€ M3MCKBA Ja ChOOIIABaT BCAKA
I0/103MpaHa He)KeIaHa Peakiys Ype3 HallMOHaIHA CHCTEMa 3a ChoOIIaBaHe, I0CoYeHa B

Ilpunoxenue V.

4.9 Ilpeno3upane

Enuanyaan no3u no 6 mg/kg ca npunaraHu MHTPaBEHO3HO B KIIMHUYHU MPOYYBAHHS 0€3
OrpaHHMYaBallla JI03aTa TOKCUYHOCT. B ciryuali Ha mpeo3upaHe ce mpenopbyuBa MaUueHTUTE Ja Ce
HaOJII01aBaT 3a MPU3HAIM WM CHMIITOMHU Ha HEXEJIaHU PeaKkIliy M He3a0aBHO Ja CE TPUII0KH
MOJIXOJISIIIIO CHMITTOMATUYHO JICUCHHE.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: IMyHocynpecopu, nHxuburopu Ha natepiaeBkuda, ATC kox:
LO4ACO05

WEZENLA e 6uonoruyHo noio0eH JiekapcTBeH MpoayKT. [1oapoOHa uHGopmarus € npeaocTaBeHa
Ha yeOcaiita Ha EBpomneiickara areHuus o ekapcrara https://www.ema.europa.cu.
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MexaHn3bsM Ha IEHCTBHE

Ycrekunymab e usisuio 4oBemko [gG 1k MOHOKIIOHATHO aHTUTSIIO, KOETO CE CBBP3Ba ChC
cnenn(UIHOCT KbM 001aTa NpoTenHoBa cydeannuna p40 Ha YOBEIIKH UTOKUHN MHTEPICBKUH [L-
12 u IL-23. YcTrexknayMab motucka OmoakTuBHOCTTA Ha yoBemkute [L-12 u IL-23, xaTo
npenoTBpaTsaBa cBbp3BaneTo Ha p40 ¢ IL-12RB1 perenropen mpoTenH, pa3noaoKeH Ha TOBBPXHOCTTA
Ha IMYHHUTE KJIETKU. Y CTeKMHyMa0 He Moxke f1a ce cBbpike ¢ IL-12 umu ¢ IL-23, kouTo Beue ca
cBbp3anu ¢ IL-12RB1 pernentopu no KiIeThYHATA TOBBPXHOCT. CIIEIOBATEIIHO € MAJIKO BEPOSITHO
YCTEKHHYMa0 Ja yyacTBa B KOMIUIEMEHT- WM aHTUTSUIO-MEeIMUPaHaTa IUTOTOKCUIHOCT Ha KJIETKUTE
¢ peuentopu 3a IL-12 w/umm IL-23. IL-12 u IL-23 ca xeTepoauMepHH IUTOKUHH, CEKPETUPAHH OT
AKTUBHPAHH aHTUTEH-TIPEJICTABALIN KICTKH, HAITpUMep Makpodaru u NEHIPUTHH KICTKA U JBaTa
[UTOKWHA y4acTBaT B UMyHHUTE QyHKImH; [L-12 ctumynupa ectectBernte kietku youim (NK) u
npenu3BukBa qudpepennuanysita Ha CD4 + T kinerkure kM T 1 xenneper (Thl) ¢penorumn,

IL-23 unayumpa et Ha T 17 xennepure (Th17). AGHOopMHaTa perynanus Ha IL-12 u IL-23 obaue ce
CBBP3Ba C UMYHHOMEANUPAHH 3200 sIBaHUS KaTO IICOPHA3HC, IICOPHATUIEH apTPUT U O0JIeCT Ha
Crohn.

Upes cBbp3Bane Ha obmaTa cybeqmanmna p40 Ha IL-12 u IL-23 ycTeknayMad Moke 1a OKa3Ba CBOUTE
KIIMHUYHU ePEeKTH MPH IICOPHUA3UC U TICOPUATUYCH apTPUT U YIIIEPO3eH KOJIHUT Ype3 MPEeKbCBaHEe Ha
merramara Ha Thl u Th17 nuTokuHM, KOUTO ca B OCHOBATA Ha MATOJIOTHITA Ha TE3U 3a00/IIBaHu.

[Tpu marmenTtn ¢ 6omect Ha Crohn nedeHneTo ¢ yCTeKUHYMaO BOAM IO HaMalleHUe Ha
BB3NATUTEITHUTE MapKepH, BKIrounTenHo C-peaktuBeH npotenH (CRP) u dekanen kanmpoTeKTrH 1o
BpeMe Ha MHAYKIIMOHHATa (ha3a, KOETO cjell TOBa e NOAIbprKa Ipe3 LisIaTa nojabpxkaria dasa.

CRP e onieHeH no BpemMe Ha MIPOABIDKEHUETO HAa MPOYYBAHETO U HAMAJICHUSTA, HAOMIOJaBaHH 110
BpeMe Ha ToJyIbpikaiiara ¢a3a, OOMKHOBEHO ce 3aIasBar a0 252 ceaMuia.

UmyHuzanmu

Ilo Bpeme Ha ABATOCPOUHOTO MPOIBIKEHHE Ha TpoyuBaHe mpu ncopuasuc 2 (PHOENIX 2),
BB3PACTHHUTE MAIUCHTH, JICKYBaHH C YCTEKHHYMa0 3a Hal-MaJKko 3,5 rOJIMHY, ca I aHTUTSUIO-
OTrOBOPH HA ITHEBMOKOKOBH MOJIM3aXapuAHN BAKCHHHU U BAKCHHHU CPEILly TETaHYC, CXOAHHU C TE3H MPH
KOHTpOJIHATA rpyna NalueHTH, OIy9aBallyd HECUCTEMHO JIYeHNe Ha Iicoprasuc. CXoJeH MPOLEHT OT
BB3PACTHHUTE MAIUCHTH, JICKYBaHH C YCTEKHMHYMa0 W Te€3W B KOHTPOJHATA TPyIIa, ca Pa3BHIIM 3allIUTHH
HHUBA HA aHTUITHEBMOKOKOBH M aHTUTETAHWYHU aHTUTENA, M TUTPUTE Ha AHTHUTEJIaTa UM Ca CXOHH.

Knnnanuza edpukacHocT U 6€3011aCHOCT

IInaxoe ncopuasuc (8v3pacmuu nayueHmu)

Bbe3omnacHocTTa M e(hUKaCHOCTTA Ha YCTEKMHYMA0 ca olieHeHH Tipy 1 996 manueHTy B 18e
paHIOMHU3UPAHU, TBOHHOCIIEIH, TIIANe00 KOHTPOIMPAHH ITPOYYBAHUS IPH TAIIMEHTH C YMEPEH JI0
TEXbK IJIAKOB IICOPUA3UC, KAaHUAATH 3a poToTepanus wim cucteMHa Tepanus. OCBeH TOBa B €ITHO
paHIOMHU3UPAHO, AKTUBHO KOHTPOJIMPAHO MPOYYBAHE ChC 3aCIIETIEH OLEHUTEN € CPAaBHEHO JeHCTBUETO
Ha YCTEKWHYMa0 M €TaHepIENT MPY MAIUEHTH C YMEPEH JI0 TEXBHK TUIAKOB TICOPUA3UC, KOUTO HE ca Ce
MIOBJIUSUIH, TIPOSBUIIN Ca HEIIOHOCUMOCT WJIM Ca UMaJIM MPOTUBOIOKA3aHUE KbM HUKIocnopud, MTX
i [TYBA Ttepamus.

B npoyusane npu ncopuazuc 1 (PHOENIX 1) ca ounenenu 766 namuentu. 53% ot TIX He ca ce
TIOBJIMSIITH, TIPOSIBUJIA Ca HETIOHOCHMOCT MJIM Ca MMaJIi MPOTHUBOIIOKAa3aHUE KbM JIpyTra CHCTEMHA
tepanusd. [lannenTuTe, paHAOMU3UPAHH 32 JICUEHHE C YCTEKUHYMa0, ca MPUeNH 103U OT 45 mg min
90 mg B cenmunu 0 1 4 ¥ ca NPOABILKUIN Ja PUEMAT ChIllaTa J03a Ha BCEKU

12 ceqmunu.IlanmenTure, paHIOMU3MPAHU 3a JedeHue ¢ rianedo B cenmunu 0 u 4, ca npeMruHaIn
KBM JIedeHHe ¢ ycTeknHymab (45 mg wim 90 mg) B cenmunn 12 u 16, cieq KOeTo ca MpoIbJDKIIN Aa
MpreMar chliaTa 03a Ha Bceku 12 ceaqmurn. [lanuenTy, mppBOHAYATHO PAaHIOMU3HPAHH 3a JIEUeHNE
C YCTeKMHYMa0, KOMTO ca JOCTUTHAJIM HUBO HA MOBIMSBaHE 75 MO MHAEKCA 3a IJIONI Ha 3acsATaHe ’
TexecT Ha nicopuasuc (Psoriasis Area and Severity Index, PASI) (mogo6penwne mo PASI or MuanMym
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75% B cpaBHEHHE C MU3XOJHHUTE CTOWHOCTH) B ceamuin 28 u 40, ca MOBTOPHO PaHIOMHU3HPAHH 32
JIeYeHne C yCTeKHHyMab Ha BCeKH 12 ceamunum i ¢ miaredo (T.e. OTTErIITHE OT TePaIusTa).
[NaruenTrTe, MOBTOPHO PaHIOMHU3HMPAHHU 3a JieUeHUE ¢ Tuianebo B ceamuna 40, ca Bb300HOBIIN
TepanusaTa ¢ yCTCKUHyMa0 B I’bpBOHAYAIHATA CH CXEMa Ha JIO3UPaHe, Cliel] KaTo MOJ00PESHUETO UM 110
PASI B cenmuma 40 e Hamansiio ¢ MuauMyM 50%. Benaku marnieHTy ca mpocieieH  3a Mepro 10

76 ceaAMHUIH clie]] TbPBOTO MPHUJIOKESHNE HA U3CIEABAHOTO JICUCHHE.

B npoyusane nipu nicopuaszuc 2 (PHOENIX 2) ca onenenn 1 230 mamuentu. 61% oT T4x HE ca ce
TIOBITHSITH, TIPOSIBUIIH Ca HETIOHOCHMOCT WIIH Ca MMaJIi IPOTUBOIIOKAa3aHUEe KbM JIpyTra CHCTEMHA
tepanus. [lanmeHTHTe, paHIOMHU3UPAHH 32 JICYCHUE ¢ YCTEKMHYMa0, ca MPUen 03U OT 45 mg uiu
90 mg B cenmunu 0 u 4, mociaeABaHU OT AOIIBIHUTENHA J03a B cenmuiia 16. [lanuenture,
paHIOMHU3UPAHU 3a JieueHre ¢ mianedo B ceqmuiiy 0 u 4, ca MpeMUHAIH KbM JIEYEHNE C YCTEKHHyMa0
(45 mg v 90 mg) B ceqmunm 12 u 16. Bcuuky nanueHTy ca mpociieIcH: 3a MEPHOI 10 52 CeIMUITU
cJe/ MEPBOTO MPHUIIOKEHHUE HA U3CIEABAHOTO JICUCHUE.

B mpoyuane npu nicopuazuc 3 (ACCEPT) ca ouenenn 903 marnueHTH ¢ yMEpEH 10 TeXbBK IICOPHA3HC,
KOHUTO HE ca Ce MOBIHSIIHU, IPOSBUIIN ca HEIMOHOCHMOCT WJIM Ca UMaJli MPOTHBOIIOKAa3aHUe KbM JIpyra
cucrtemHa Tepanusa. CpaBHeHa € e()UKaCHOCTTA Ha YCTEKMHYMal ¢ Ta3u Ha €TaHEPLEIIT U € OLICHEHa
Oe3omacHOCTTa Ha yCTeKMHYMab u eranepuent. [1o Bpeme Ha 12-ceqMuyHaTa aKTUBHO KOHTPOJIUPaHa
9acT OT MPOYUYBAHETO MAIlMEHTUTE ca PaHIOMHU3HUpaHHU Ja npuemar etanepuent (50 mg nBa mbTH
CeIMUYHO), ycTeknHyMab 45 mg B ceqmuny 0 u 4 win ycrekuaymad 90 mg B ceamuru 0 u 4.

N3xoaHNTE XapaKTepUCTUKH Ha 3a00JIIBAHETO Ca MPHHIUITHO NMOCIEeJ0BATETHN BbB BCHUKU IPYIH Ha
JieueHue B poy4dBaHe npu ncopuasuc 1 u 2 ¢ menuana Ha PASI ckopa Ha uzxoaHo HUBO ot 17 10 18,
¢ MeJMaHa Ha TesecHa MoBbpxHOCT (BSA) Ha m3xomHo HEBO > 20 1 ¢ MelMaHa Ha AepMaTOJIOTHYEH
WHIEKC 3a KadecTBO Ha uBOT (Dermatology Life Quality Index, DLQI) B rpanumute ot 10 1o 12.
bnuzo enna Tpera (mpoy4BaHe mpu rcopuasuc 1) u eHa 4eTBBPT (MIPOyUYBaHE TPH IICOPHAZHC 2) OT
nanueHTuTe uMat rcopuatuueH aptput (PsA). [TogoOHa TexxecT Ha 3a00IsBaHETO ce HabIro1aBa u
[P IPOyYBaHe NpH Icoprasuc 3.

[IspBUYHATA KpaliHa TOYKA B T€3W NMPOYUBAHUS € CHOTHOIICHUETO HA MAIUEHTUTE, TOCTUTHAIN HUBO
Ha nioBnusABaHe 1o PASI 75 cnpssimMo m3xomHuTE cTOMHOCTH B ceamuna 12 (Bx. Tabnumu 4 u 5).

Tadanna 4. O0001eHNe HA KIUHNYHOTO NMOBJIMABaHe B IPOy4YBaHe MPH
ncopuasuc 1 (PHOENIX 1) n npoyusane npu ncopuasuc 2 (PHOENIX 2)

Ceamuna 12 Ceamuna 28
2 no3u (ceqmuna 0 u cenmuua 4) 3 no3u (ceqmumna 0,
ceqmMuua 4 u
ceqmuia 16)

[Tnane6o 45 mg 90 mg 45 mg 90 mg
IIpoyyBane npu
ncopuasuc 1
Bpoii pangoMusupanu 255 255 256 250 243
MAIMEHTH

Tosmussane o PASI 50, | 26 (10%) | 213 (84%)° | 220 (86%)° | 228 (91%) | 234 (96%)
6p. (%)

IloBmusBane mo PASI 75, 8 (3%) 171 (67%)* | 170 (66%)* | 178 (71%) | 191 (79%)
op. (%)

Tosmusiane o PAST 90, 5 (2%) 106 (42%)* | 94 (37%)* | 123 (49%) | 135 (56%)
op. (%)

OOJI° 3a u3uncTeHy MK 10 (4%) | 151 (59%)* | 156 (61%)? | 146 (58%) | 160 (66%)
MUHUMaJIHH, Op. (%)

Bpoii nanmentn 166 168 164 164 153
<100 kg

IMoBnusBane mo PASI 75, 6 (4%) 124 (74%) | 107 (65%) | 130 (79%) | 124 (81%)
op. (%)
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Ceamuna 12

2 no3u (ceamuua 0 u ceamuua 4)

Cenvmuna 28

3 no3u (cexmuua 0,
ceamumna 4 u
ceaqmuia 16)

[Tmame6o 45 mg 90 mg 45 mg 90 mg
Bpoit marmenTn 89 87 92 86 90
> 100 kg
[NosnusBane o PASI 75, 2 (2%) 47 (54%) 63 (68%) 48 (56%) 67 (74%)
op. (%)
IIpoyuBane npu
ncopuasuc 2
Bpoit pangomusupanu 410 409 411 397 400
MAlUCHTH
Iosnusiane o PASI 50, 41 (10%) | 342 (84%)* | 367 (89%)* | 369 (93%) | 380 (95%)
op. (%)
[Moenusiane mo PASI 75, 15 (4%) | 273 (67%)* | 311 (76%)* | 276 (70%) | 314 (79%)
op. (%)
IMosnusiBane mo PASI 90, 3 (1%) 173 (42%)* | 209 (51%)°* | 178 (45%) | 217 (54%)
op. (%)
OOJI° 3a M34KCTEHN WU 18(4%) | 277 (68%)* | 300 (73%)* | 241 (61%) | 279 (70%)
MUHUMaIHY, Op. (%)
Bpoii marnmentu 290 297 289 287 280
<100 kg
[MoenusiBane mo PASI 75, 12 (4%) | 218 (73%) | 225(78%) | 217 (76%) | 226 (81%)
op. (%)
Bpoii marnmentu 120 112 121 110 119
> 100 kg
[Moenusiane mo PASI 75, 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)
op. (%)

2p <0,001 3a ycrekunymad 45 mg wim 90 mg B cpaBHenue ¢ mianedo (PBO)

® OOJI = Obuia oleHKa Ha JieKaps

Ta6anna 5. O0o0eHne HA KIMHUYHOTO NMOBJIUSIBaHe B IPOYyYBaHe NMPH
ncopuasuc 3 (ACCEPT) na cenmuna 12

IIpoyuBane npu ncopuasuc 3
Eranepuent Ycreknnymad
24 no3m 2 no3u (ceqmuna 0 u cenvuua 4)
(50 mg nBa nbTH 45 mg 90 mg
CeIMHUYHO)
Bpoii panaOMU3HpaHH TAMEHTH 347 209 347
[osnusiane mo PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)*
ITosnmusBane o PASI 75, 6p. (%) 197 (57%) 141 (67%)° 256 (74%)?
ITosmusBane o PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)*
OOJI 3a n3urcTEeHN HITH 170 (49%) 136 (65%)* 245 (71%)*
MUHUMaJIHU, 0p. (%)
Bpoii manmentu < 100 kg 251 151 244
[osnusiBane nmo PASI 75, 6p. (%) 154 (61%) 109 (72%) 189 (77%)
Bbpoii narmentu > 100 kg 96 58 103
ITosnusiane mo PASI 75, 6p. (%) 43 (45%) 32 (55%) 67 (65%)

2p <0,001 3a ycrekuaymab 45 mg wim 90 mg B CpaBHEHHE C €TaHEPIICTIT.

5p =10,012 3a ycrekunymab 45 mg B CpaBHEHHUE C €TAHEPLEIT.

B npoyuBane npu ncopuasuc 1 nogaspxkaneto Ha PASI 75 e 3HaunTeNHO 10-BUCOKO NMPHU

MIPOIBLIDKUTETHO JICUCHHE, B CPABHEHHUE C TOBA MPH OTTETIIsIHE OT JedeHueTo (p < 0,001). [TomooHM
pe3ynrtaTu ce HabIroAaBat npu Beska fqo3a yerekuayma0. Ha 1-Bara roguna (cenmuna 52) 89% ot
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MAIICHTUTE, TIOBTOPHO PaHIOMHU3HMPAHH 32 MOAIBPIKAIIO JISUeHHE, ca ce moBmmsuty o PASI 75, B
cpaBHEHHE ¢ 63% OT ManMeHTUTE, TOBTOPHO PaHIOMH3HPAHH 3 I1ane0o (OTTETJIsIHE OT JICYSHHETO)
(p <0,001). Ha 18-tus mecen (ceqmuria 76) 84% OT MallMEHTUTE, TOBTOPHO PaHJIOMH3UPAHU 32
MOAIBPIKAIIO JIedeHue, ca ce moBnusiiv o PASI 75, B cpaBaenue ¢ 19% oT nariueHTure, moBTOPHO
paHmoMHU3upaHy 3a Tianebo (oTTersHe ot JedeHnero). Ha 3-ta roquna (cenmuma 148), 82% ot
MaIeHTUTE, TIOBTOPHO PaHIOMHU3HMPAHH 3a ITOAbPKAIIIO0 JIeueHre, ca ce moBausum mo PASI 75. Ha 5-
Ta roauHa (ceamuna 244) 80% OT manueHTHTe, MOBTOPHO PaHIOMU3HPAHH Ha MOABPIKAIIIO JICUCHNUE,
ca ce moBnmsiH o PASI 75.

[Tpu manueHTHTE, MIOBTOPHO PAHJOMU3HMPAHHU 34 II1ae00, KOUTO OTHOBO Ca MPEMHUHAIH KbM
I'bpBOHAYATHATA CH CXEMa Ha JICUCHHUE C YCTeKHHYMa0 cien 3arybara Ha > 50% nogobOpenue o PASI,
85% ca Bp3cTanoBmIM noBnusBaHeTo 1o PASI 75 B pamkuTe Ha 12 cenqmunu cieq Bb300HOBSIBaHE Ha
TepanusaTa.

B npoyuBane npu nicopuaszuc 1 B cenmuria 2 u ceamuna 12 ce HaOmo1aBa 3HAYUTEITHO TOJ00peHNe
crpsiMo u3xoaauTe cToitHOCTH Ha DLQI BBB BCsIKa OT TpynuTe Ha JeUeHUE ¢ yCTeKHHyMal B
cpaBHeHue ¢ miane6o. [ToqoopenueTo ce 3ama3pa 1o ceamuia 28. [1o100HO 3HAUNTEIIHO [TOI00pEHHE
ce HaOMrO/1aBa B IpOy4YBaHe MpH rcopuasuc 2 B ceamunu 4 u 12, koeto ce 3ana3sa g0 cenmuna 24. B
Mpoy4YBaHe MpH rcoprasnuc 1 mogoOpeHnsaTa B HOKbTHHS ICOPHA3UC (MHIEKC 3a TEKECTTa HA HOKbTEH
TICOpHA3uC), B 00I11aTa OlleHKa Ha PU3UIESCKOTO U €MOITMOHAIHOTO ChCTOsTHUE 110 SF-36 1 BBB
BH3YaJIHO-aHAJIOr0BaTa CKaJia 3a OIpeJIe/IsTHEe Ha CTOMHOCTTA Ha Oojikarta npu chpbex (VAS) chiio ca
3HAYUTENHU TIPU BCSKA TPYIa Ha JIedeHue ¢ ycTeKnHyMal B cpaBHEHHe ¢ uianebo. B mpoyuBaHe mpu
rcopuasuc 2 KJIMHWYHATA CKaja 3a TpeBoxHOCT u nenpecus (Hospital Anxiety and Depression Scale,
HADS) u BpIpocHUKBT 3a paboTar orpanudenus (WLQ) cbio moka3BaT 3HAYUTEIHO MOI00pEHUE
BBB BCSAKA OT TPYNHTE Ha JICYCHUE C YCTEKMHYMa0 B CpaBHEHHE C Iamedo.

THcopuamuuen apmpum (PsA) (ev3pacmuu nayuenmu)

JoxkazaHo e, ye ycrekuHymMal ogo0OpsiBa MpU3HALUTE U CUMIITOMUTE, (PU3UUIECKOTO CHCTOSIHUE U
CBBP3aHOTO CHC 3/IPABETO KAYeCTBO Ha )KUBOT U HAMaJlsiBa CTENEHTA Ha IPOrpecHsl Ha nepuepHOTO
CTaBHO yBpEX/IaHe NPU BH3PACTHU MALMEHTH C aKTUBEH PsA.

be3zonacHocTTa M e(hUKacCHOCTTA Ha YCTEKMHYMAa0 ca OLEHEHHU NpH 927 malyueHTH B 1Be
paHIOMHU3UPAHH, IBOHHOCIEIH, IIIAe00-KOHTPOIMPAHH TPOYUBAaHUS MPY MAIlMEHTH ¢ aKTHBEH PSA
(= 5 momyTu ctaBu M > 5 O0JIE3HEHU CTaBU) BBIPEKH yHOTpebaTa Ha HECTEPOUIHN
nporuBoBb3naiuresnnu cpeacrsa (HCIIBC) wim moandunmpany 6oiecTTa aHTHPEBMAaTHYHH
nekapctBa (DMARD). [aruenTuTe B T€3U MPOYUBAHMS Ca UMAaJI TIOCTaBeHA quarHos3a PsA Haii-
MaJlko OT 6 Mecela. BkiTtodeHH ca MalueHTH ¢ BCAKAKBB MOATUIT Ha PSA, BKITIOUUTEITHO
NOJIMAPTUKYJIAPEH apTpUT 0€3 AaHHU 3a peBMaTOUIHU Bb31HU (39%), cOHIMWINT ¢ iepudepeH apTpuT
(28%), acumetpuueHn nepudeper aptput (21%), ¢ yyactue Ha qucTaiiHa MHTEp(danaHreaiHa cTapa
(12%) n nnBanuausupam aptpur (0,5%). Hag 70% u 40% ot nanueHTuTe B ABETE [IPOYUYBAHUS Ca
MMaJIA CbOTBETHO €HTE3UT U JAKTUIIUT Ha U3XOAHO HUBO. [lanieHTHTE ca paHAOMU3KpaHHU Ja
MOJIyYarT JIeYeHHe ¢ ycTekuHyMmao 45 mg, 90 mg, unu riane6o noakoxHo Ha cenmuim 0 u 4,
MOCJICIBAaHM OT Mpuiiarane Ha Bceku 12 cenvunu (q12w). [pubmmsurentno 50% ot manueHTuTe ca
MPOBIDKHIIY Ha TocTosiHAA 1032 MTX (< 25 mg/cenmuna).

B PsA mpoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PSUMMIT 1I), crorBetHO 80% 1 86% ot
nmanuenTuTe, ca omn gexyBanu ¢ DMARD. B npoy4Bane 1 He € OMII0 TO3BOJIEHO MTPEIUIITHO JIEYCHNE
C aHTaroHMCT Ha TyMop-HekpoTusupanl pakrop anda (TNF)a. B npoyusane 2, noBedeTo nauneHTn
(58%, n = 180) ca 6mnm tekyBaHu ¢ eaHO WM noBede anTu-TNF-a cpenctBo(a), kato ot Tsix Hax 70%
ca mpeycTaHoBIIN cBoeTo aHTH- T NF-a teuenne, mopaau aumca Ha e(pUKacHOCT WM HEIOHOCHMOCT,
TI0 BCAKO BpPEME.

Hpusnayu u cumnmomu

JledeHnueTo ¢ ycTeKnHYMa0 BOM 10 3HAYUTEITHU MOA00PEHUS B H3MEPUTEIIUTE 3a aKTHBHOCT Ha
3a00JI51BaHETO B CpaBHEHHME ¢ TIarie6o Ha cenmuia 24. [IspBUYHATa KpaliHa TOYKa € MPOICHTHT Ha

38



HNalMeHTHTE, HOCTUTHAIN OTroBOp 20 1o KpUTepuuTe Ha AMEPUKAHCKHUS KOJIEK 110 PEBMATOJIOT U
(American College of Rheumatology, ACR) na cenmuria 24. OcHOBHHTE pe3ynTaTH 3a ehUKacCHOCT ca
IpeiCTaBeH! B Tabnuma 6 no-a0iy.

Tadauua 6. Bpoii Ha manUeHTHTE, MOCTUTHAIM KJIMHUYEH OTTOBOP MPH MCOPHATHYEH APTPUT
IIpoyuBane 1 (PSUMMIT I) u lIpoyuBane 2 (PSUMMIT II) na cenmuua 24

IIpoy4Bane npu ncopuaruieH IIpoy4BaHe npu ncopuaruieH
apTpur 1 apTpur 2
Iaane6o 45 mg 90 mg Iaane6o 45 mg 90 mg

f;’l‘l’zeliz';ﬂ"““mpa““ 206 205 204 104 103 105
ACR 20 otrosop, N (%) | 47 (23%) | 87 (42%)" | 101 (50%)" | 21 (20%) | 45 (44%)° | 46 (44%)"
?A)C;R S0 rosop, N 18 (9%) | 51(25%)* | 57 (28%) | 7(7%) | 18 (17%)° | 24 (23%)
? /S)R 70 otrosop, N 502%) | 25(12%) | 29 (14%) | 33%) | 7% | 9 (9%)

4 )
ggj? nayuenmu ¢ 2 3% 146 145 149 80 80 81
PASI 75 otroop, N (%) | 16 (11%) | 83 (57%)" | 93 (62%)" | 4(5%) | 41 (51%)" | 45 (56%)"
PASI 90 otrosop, N (%) | 4(3%) | 60 (41%)" | 65 (44%)° | 3 (4%) | 24 (30%)° | 36 (44%)"
KomOunnpan
PASI 75 u V) 0 a 0 a 0 0 a 0 a
ACR 20 orrosop. N 8(5%) | 40 (28%) | 62 (42%) | 2(3%) | 24 (30%) | 31 (38%)
(%)
Bpoii nanuenTn
<100 ko 154 153 154 74 74 7
ACR 20 orrosop, N (%) | 39 (25%) | 67 (44%) | 78 (51%) | 17 (23%) | 32 (43%) | 34 (47%)

"7 [
g‘b’,j? nayuenmu ¢ 3% | s 105 11 54 58 57
PASI 75 otrosop, N (%) | 14 (13%) | 64 (61%) | 73 (66%) | 4(1%) | 31(53%) | 32 (56%)
fl;‘(’]g ﬁ;““e“"‘ 52 52 50 30 29 31
ACR 20 otrosop, N (%) | 8(15%) | 20 (38%) | 23 (46%) | 4(13%) | 13 (45%) | 12 (39%)

"7 [
ggj? nayuenmu ¢ 2 3% 41 40 38 26 %) 2
PASI 75 otrosop, N (%) | 2 (5%) | 19 (48%) | 20 (53%) 0 10 (45%) | 13 (54%)
"p < 0,001
5 < 0,05
"p=NS

" bpoit manuentu ¢ > 3% BSA 3acernarta ncopraTuuHa Koxka Ha U3XOJHO HUBO

ACR 20, 50 u 70 oTroBOpH NpoaBJDKABaT Ja ce Mof00pABaT UM ce MOAAbpXKaT A0 ceamuua 52 (PsA
[IpoyuBane 1 u 2) u ceqmunua 100 (PsA Ilpoyusane 1). B PsA [Ipoyusane 1, ACR 20 otroBopu Ha
ceamuna 100 ca mocturHatu ipu 57% u 64%, crorBeTHO 32 45 mg 1 90 mg. B PsA Ilpoyusane 2,
ACR 20 otroBopu Ha ceamuria 52 ca mocturaatu npu 47% u 48%, croTBeTHO 32 45 mg 1 90 mg.

[IponeHTHT Ha MAIMEHTHTE, TOCTUTHAIN OTTOBOP 1o Moauduiupanu PsA kpurepun Ha otroBop (PsA
response criteria, PSARC) cbhIlo € 3HaYUTETHO MO-TOJISIM TIPU TPYIHTE HAa YCTEKMHYMal, B CpaBHEHUE
¢ mane6o Ha cenmuna 24. Orrosopu PsARC ce nognbpxar no Bpeme Ha ceamuiu 52 u 100. Ilo-
TOJISIM MIPOLIEHT OT MAIllMEHTHUTE, JIEKYBaHH C YCTEKMHYMa0, KOMTO ca MMaJIi CIIOHIWIUT ¢ iepudepex
apTPUT KaTO OCHOBHA TUarHo3a, mokaszsaT 50 u 70 mporieHTHO mogo0peHne B ckopa o bat nHaekc 3a
aKTHBHOCT Ha 3a00JisiBaHeTo IpH aHKuo3upail crionauaut (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B cpaBHeHue ¢ manebo Ha cenmuiia 24.
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OtrosopuTte, HaOMIOaBaHU NP TPYINTE, JEKYBAaHH C YCTEKMHYMa0, ca CXOIHU MPH NallMEeHTHTE,
KOUTO MOJTy4yaBaT UM He NoiayyaBaT eqHoBpeMeHHO MTX u ce moaabpkat o BpeMe Ha CeIMUIIU

52 u 100. [TanmentuTe, JeKyBaHU Hpeau ToBa ¢ aHTU- T NF-0 cpeacTBa, KOUTO ca MOTy4YHIN
YCTEKHHYMa0, ca HOCTUTHAJIM [O-TOJIIM OTTOBOP Ha ceAMHULA 24 B CpaBHEHUE C IALIUCHTUTE,
nony4asaiu mwianedo (ACR 20 otroBop Ha cenmuna 24 3a 45 mg u 90 mg e crorBeTHO 37% 1 34% B
cpaBHeHue ¢ miarebo 15%; p < 0,05) u oTroBopuTe ce MOIBPIKAT IO BPpeMe Ha cenMuIia 52.

[Ipu manmeHTH ¢ €HTE3UT /WK JaKTHINT HAa U3X0JHO HUBO, Tipu PsA IlpoyuBane 1 ce HaGmromaBa
3HAYMMO TOJ0OpEHHE B CKOPOBETE 3a EHTE3UT U JAKTHIIUT NIPU IPYIHUTE HA YCTEKMHYMad B CpaBHEHUE
¢ mnane6o Ha cenmuna 24. B PsA TIpoyuBane 2 ce Habm0AaBa 3HaUMMO TOZOOPEHUE B CKOPa 3a
€HTE3UT U YHUCIICHO [T0J00peHHe (HE € CTaTUCTUYECKH 3HaYMMO) B CKOpa 3a JaKTWINT IIPH Irpynara Ha
ycreknayMab 90 mg B cpaBHeHue ¢ mane6o Ha cenmuna 24. [TonoOpenusta B ckopa 3a €HTE3HT U B
CKOpa 3a JaKTHJIUT ca NOJAbpKaHu Mo Bpeme Ha ceamuiy 52 u 100.

Paouozpadhcku omeosop

CTpyKTypHO yBpeXIaHE B JBETE PbILIC U KpaKaTa ce U3pa3sBa KaTo IPOMsIHA CIIPSIMO U3XOJHOTO HHBO
B 00mmust van der Heijde-Sharp ckop (vdH-S ckop), mogudurmpan 3a PsA ape3 nobassiHe Ha
JTUCTAHUTE WHTep(aJaHrealHy CTaBy Ha priere. [IpoBeieH e npeaBapuTenHo qepuHupaH
WHTETpUpaH aHAIN3 Ha KOMOMHHUpaHu AaHHU OT 927 nauuentu B n8ete PsA Ilpoyusanus 1 u
2.YcreknHymab MoKa3Ba CTATUCTUYECKH 3HAUMMO HaMaJICHHE B CTEIICHTA HA IIPOTPecHst Ha
CTPYKTYPHOTO YBpEKaHE B CpaBHEHHE C TUIANe00, H3MEPEHO Ype3 MPOMSHA CIPSMO U3XOTHOTO HHUBO
1o 24 cenmuna B oommus moguduupan vdH-S ckop (cpeaen = SD ckop e 0,97 + 3,85 B rpynara Ha
rtane6o, B cpaBHeHue ¢ 0,40 = 2,11 u 0,39 + 2,40 npu choTBETHO ycTeKHHYMab rpymu 45 mg

(p <0,05) 1 90 mg (p < 0,001). To3u edexr ce nbmxu Ha PsA Ilpoyusane 1. EdektsT ce cunra 3a
JI0OKa3aH, HE3aBUCUMO OT ChIIBTCTBAILOTO IpwiiokeHue Ha MTX u ce moybpxa 1o BpeMe Ha
cenmuu 52 (naterpupad ananus) u 100 (PsA [poyusane 1).

Duzuyecko cocmosHue u c8bpP3aHO CbC 3@[]0667}10 Kauyecmeo Ha JHcuson

[TaumeHTH, JIeKyBaHU C yCTEKMHYMa0, ca OKa3any 3Ha4uTeIHO MoAo0peHne Ha PU3MIECKOTO
CBCTOSIHUE, KaKTO € OLIEHEHO 10 MHIEKCA 32 MHBAJMIHOCT OT BHIIPOCHHKA 3a OLIEHKA Ha 37PaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) na cenmunia 24. [IporeHThT Ha
MAIUEeHTHTE, IOCTUTHAIM KIHHUYHO 3Ha4nMo > 0,3 momobperne Ha HAQ-DI ckopa cripsimo
M3XOAHUTE CTOMHOCTH, CBILO € 3HAYUTEIHO MO-TOJISIM IIPU TPYIIUTE Ha YCTEKMHYMa0, B CPaBHEHHUE C
miaie6o. [Mogoopenne Ha HAQ-DI ckop cripsiMo U3X0AHOTO HUBO C€ TOJIbPIKa 110 BpeMe Ha
cenmuia 52 u 100.

Nwma 3naunrtenno nogodpenne B DLQI ckopoBete mpu rpynure Ha ycTeKnHyMa0, B CpaBHEHHE C
rutane6o Ha ceamuia 24, KOeTo ce MoAIbpxka 1o Bpeme Ha cenmuii 52 u 100. B PsA

[IpoyuBane 2 uma 3HAUUTETHO OAOOPEHKE B CKOPOBETE 3a (PYHKIIMOHATIHA OLIEHKA HA TEepaIusiTa 3a
XpoHU4YHO 3aboisBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-
F) npu rpynute Ha ycTeknHyMa0, B cpaBHeHHe ¢ Tuiane0o Ha cenmuiia 24. [IporeHTsT Ha
NalMeHTHUTE, JOCTUTHAIM KJIMHUYHO 3HaUMMO nofoopenue Ha ymopara (4 Touku no FACIT-F) cemio e
3HAYUTEIHO MO-TOJISIM IIPH TPYNUTE HA YCTEKHHYMa0, B cpaBHeHHe ¢ manedo. [lonoOpenusita Ha
FACIT-F cxop ce monappkat 1o BpeMe Ha cenMuIia 52.

He)_H/IaTDI/I‘IHa OonyJaanusa

EBponeiickaTa areHius 110 JieKapcTBaTa oTjara 3aJ/bJDKEHUETO 3a IIPEI0CTaBsIHe Ha Pe3yJITaTUTe OT
NPOYYBaHUATA C YCTEKMHYMa0 B €/1HA MJIHM MTOBEYE MOATrPYIH Ha MEeAUaTPUIHATA TOMYJIamus C
IOBEHWICH WANONATHYEH apTpuUT (BXK. Touka 4.2 32 HH(popManys OTHOCHO yHoTpeda B IeAUaTpUsITa).
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Ilnhakos ncopuasuc npu ne@uamputmu nayueHmu

,Z[OKaBaHO ¢, e yCTCKI/IHyMa6 HOI[06p$IBa MMPpU3HAOUTEC U CUMIITOMUTE, (I)I/IBI/I‘JCCKOTO CbCTOSAHHUEC U
CBBP3aHOTO CBHC 3APABCTO KAYCCTBO HA KMBOT MPU NEAUATPUYHN MALIUCHTH Ha 6 TOOWHHU U IIO-TOJICMU
C ITaAKOB IICOpHa3ucC.

Hayuenmu 6 onowecxa ev3pacm (12-17 200unu)

EdukacHoctra Ha ycreknayma0 e mpoydena npu 110 meaumatpuyHu manreHTH Ha BB3pacT ot 12 10

17 roauHM ¢ YMEPEH 10 TEKBK TUIAKOB TICOPUA3UC B MHOTOIICHTPOBO, PaHJIOMHU3UPAHO, TBOMHOCIIAIIO,
iane0o KoHTposupaHo npoyuBane ¢aza 3 (CADMUS). [TanuenTute ca paHIOMH3UPAHU J1a
moJTydaBaT wiy mianedo (n = 37), uiu npenoprUYnTeIHaTa 1032 yCTeKnHyMa (BXK. Touka 4.2; n = 36),
WJIH TIOJIOBMHATA OT MPENOPbYUTENHATA 7032 YyCTeKuHYyMa0 (n = 37), upe3 MOAKONKHO MHKESKTUPAHE Ha
ceamunu 0 u 4, ciies ToBa npuiiarane Ha Bceku 12 ceqmunm (q12w). Ha ceamuna 12 manuenTure,
JIEKyBaHHU C TUTarebo ca MpeMHUHAIN Ha YCTEKHHYMao.

IMaruentu ¢ PASI > 12, PGA > 3 u 3acernara tenecHa nopbpxHoct (BSA) none 10%, kouto ca Ounu
KaHIUIaTH 32 CHCTEMHA Tepanus win GpoToTepanws, ca OTTOBAPSUIN HA YCIOBHUITA HA IPOYYBAHETO.
[Tpubnuzutenno 60% ot nanueHTUTE ca OMIIK MOAJOKEHHU Ha IPEALIeCTBAIA KOHBEHIIMOHAIHA
cucteMHa Tepanus wi pororepanust. [Tpubnusurenno 11% oT nanueHTHTe ca IMaNX IpeaiecTBama
Tepanus ¢ OMOJIOTHYHH CPEACTBA.

[IspBUYHaTA KpaliHa TOUKA € CHOTHOIICHUETO Ha MallMeHTUTE, KOUTO ca nocTuruaiu PGA oreHnka Ha
n3uynctenu (0) unu MmuauMansu (1) mnaku Ha ceamuna 12. BropuuHuTe KpaltHU TOUKH BKJIIOUBAT
PASI 75, PASI 90, npomsiHa cipsAMO U3XOJHOTO HUBO Ha J[epMaTOIOrMueH UHACKC 33 KaYeCTBO Ha
»*kuBot nipu Aena (Children’s Dermatology Life Quality Index, CDLQI), mpomsiHa cripsiMo U3X0JHOTO
HUBO Ha 00I1aTa OlICHKA 0 CKajaTa Ha BenpocHuK 3a kauecTBO Ha KUBOT mipu nena (Paediatric
Quality of Life Inventory, PedsQL) Ha cenmunia 12. Ha cenqmunia 12, naiMeHTUTe TPETUPAHU C
YCTEKHHYMa0 MOKa3BaT 3HAUYUTEIHO MO-TOJISIMO 1OI00pEHHE Ha TICOPHA3Huca U CBBP3aHOTO ChC
3[paBETO Ka4eCTBO HA )KUBOT B CpPaBHEHHE ¢ Tuiaredo (Bx. Tadbnuma 7).

Bcewuku naruienTy ca mpociesiBaHu 3a epUKacHOCT 3a Meproja OT 52 CeAMHUIIA CIIe]] ITbPBOTO
MIPUJIOKEHUE Ha U3MTUTBAHUSA JIeKapCTBEH NMpoayKT. ChOTHOIIEHNETO Ha manueHTnTe ¢ PGA orenka
Ha n3urctenu (0) wu muaumanau (1) maku u cboTHOIIEHHeTo Ha octurHanute PASI 75 mokassa
pas3irKa MeXay TpyliaTta JieKyBaHa ¢ ycTeKnHyMma0 U manedo rpynara Ha mbpBaTa BU3HUTa Ha
ceamuiia 4 cieJl HadalHaTa, TOCTUTAWKN MakcuMyM 1o ceamuia 12. [logoopenusita B PGA, PASI,
CDLQI u PedsQL ce nogaspikart g0 ceamuiia 52 (Bx. Tadauia 7).

Tabanna 7. O6001meHne HA MbPBUYHUTE U BTOPHYHNTE KPAHHN TOYKH Ha ceqmMuna 12 n
cenmuna 52

HeqnaTpnuno npoyusane npu ncopuaszuc (CADMUS) (Bs3pacrt 12-17 1)

Cenmuna 12 Cenmuna 52
Inanedo IIpenopbunreana IIpenopbunreana
n03a YcTrekuuymMad | 1o3a YcreknHymMad
N (%) N (%) N (%)

PanpoMusupanu nalueHTu 37 36 35
PGA
PGA na uzuncrenu (0) nim 2 (5,4%) 25 (69,4%)* 20 (57,1%)
MuHUMaNHH (1)
PGA Ha m3uncrenu (0) 1(2,7%) 17 (47,2%)* 13 (37,1%)
PASI
PASI 75 pecnionnepu 4 (10,8%) 29 (80,6%)" 28 (80,0%)
PASI 90 pectiorniepu 2 (5,4%) 22 (61,1%)* 23 (65,7%)

PASI 100 pecionnepu

1(2,7%)

14 (38,9%)*

13 (37,1%)
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HeqnaTpnuno npoyusane npu ncopuasuc (CADMUS) (Bs3pacrt 12-171.)

Ceamuua 12 Cenmuua 52
Ilnane6o IpenopbuuTenna IIpenopbuurtenna
1032 YcTeKHHYMa0 | /1032 YCTeKHHYMAa0
N (%) N (%) N (%)
CDLQI
CDLQI ot 0 n 19 | 6 (16,2%) | 18 (50,0%)" | 20 (57,1%)
PedsQL
IIpomsHA CIIPSAMO U3XOTHO 3,35 (10,04) 8,03 (10,44)" 7,26 (10,92)
HUBO
Cpenno (SD)"
ap<0,001

5 CDLQI: CDLQI € nepMaTOIOrHYeH HHCTPYMEHT 3a H3MEPBaHe Ha e()eKTa Ha KOKHHUS POOIIEM BEPXY
CBBP3aHOTO CBC 3/IPABETO KAYECTBO HA )KUBOT Ipu nexuatpuaHaTa momynanmst. CDLQI ot 0 wim 1 mokassa, e
HsAMa e(DEeKT BbPXY Ka4eCTBOTO Ha KUBOT Ha JCTETO.

*p=0,002

' PedsQL: PedsQL e o61ma ckana 3a ©3MepBaHe Ha CBBP3aHOTO ChC 3PABETO KAYCCTBO HA )KHUBOT, pa3paboTeHa
3a ynoTpeda B MOMyIalMUTE Ha JIela U FOHOIIHM. 3a mianebo rpynaTta Ha ceaqmuia 12, N =36

p=0,028

Mo Bpeme Ha TIaNIe00-KOHTPOJIMPAHUS IEPUOJT 10 ceaMulia 12, ehukacHOCTTa Ha ABETE IO30BU
rpynu, npernopbuyruTEeIHATA U IIOJIOBHMHATA OT NPETIOPBUNUTEIHATA, KAaTO 1SJI0 € CpaBHHUMA B
I'bPBUYHATA KpaiiHa Touka (69,4 u 67,6% cbOTBETHO), BBIPEKH Y€ UMa JaHHU Ha J030B OTTOBOP 32
MO-BUCOKY CTOMHOCTH Ha Kputepuute 3a euxacHoct (Harnp. PGA na uzuuctenu (0), PASI 90). Cnen
cenMuna 12, epukacHOCTTa KaTo LsUI0 € MO-BUCOKA U MO-TPOIBIDKUTENHA [TPU TpyIaTa ¢
NPENOPBUYMUTENHA [103a, B CPABHEHHUE C IpylaTa Ha IOJOBUHATA OT MIPEMOPbUYUTEIHATA 11033, IPH KOSITO
ce Ha0IrO/1aBa MO-4eCcTO YMepeHa 3ary0a Ha e(pUKacHOCT B Kpast Ha BCEKHU 12-ceMIdeH 10308
untepBai. [Ipopunure Ha Ge30macHOCT Ha MPENOPHUYUTENIHATA 1032 M HA MTOJIOBUHATA OT
NPENOpPbUYUTENIHATA 1032 Ca CPABHUMU.

Heya (6-11 zo0unu)

EdukacHoctTa Ha ycreknHyma0 e nmpoydeHa npu 44 nenquaTpUIHA MAIUeHTH Ha Bh3PacT OT 6 10

11 roguHM C yMepeH 10 TeXbK IJIAKOB IICOPUA3UC B OTKPUTO, MHOTOLIEHTPOBO MTpoyUYBaHe (asza 3 ¢
enno pamo (CADMUS Jr.). [lanmenTrTe ca ieKyBaHU C MPENOPbYUTEIHATA 71032 YCTEKHHYMa0 (BK.
Touka 4.2; n = 44) upe3 MoIK0KHA MHXKEKIUA B cenMuIty 0 1 4, ToCcIeIBaHO OT MpHIIaraHe BEAHBXK Ha
Bceku 12 cenmurtu (q12w).

[TammenTn ¢ PASI > 12, PGA > 3 u cbc 3acernata BSA naii-manko 10%, KOUTO ca KaHIWJIATH 32
CHCTEMHa Teparus uin (poToTeparus, ca Wi MOAX0 A 3a poyuBaHeTo. [IpubmmsurenHo 43% ot
MAIMSHTUTE UMAT MPE/IIIeCTRAIA SKCIIO3UIIMSI Ha KOHBCHIIMOHAIHA CHCTEMHA TEPAIUs UK
¢dororepanus. [TpubausutentHo 5% OT MAIUEHTUTE UMAT MPEANISCTRAIA eKCIIO3UIIUS Ha OMOJIOTHYHU
CpeicTBa.

IIspBuuHaTa KpaifHa TOYKa € IPOIEHTHT MalleHTH, MOCTUTHAIHN cKop Ha PGA u3uncrenu (0) nim
muHuManiu (1) Ha cenmuna 12. Bropuunure kpaitnu Touku Bkiatousat PASI 75, PASI 90 u npomsna
CHPSIMO U3XOJHOTO HUBO Ha JlepMaTonoruyHus HHIEKC 3a KayecTBO Ha KUBOT npu Aeua (Children’s
Dermatology Life Quality Index, CDLQI) na ceamuma 12. Ha cenmuna 12 nanpeHTHTe, JIGKYBaHU C
yCTEKHHYMa0, MOKa3BaT KIMHAYHO 3HAYMMO TIOJIOOpEHHE Ha TICOpUa3nca U CBbP3aHOTO ChC 3/IPABETO
Ka4eCTBO HA JKUBOT (BXK. Tabmuma 8).

Bceuuky naigeHTy ca npociesBaHu 3a ePUKACHOCT 10 52 CEAMMIIU ClI]] ITbPBOTO MPHIIOKEHUE HA
MPOYYBaHOTO JIeKapcTBO. [IponeHTHT Ha manueHTuTe che ckop Ha PGA u3uncrenu (0) nim
muHumainau (1) Ha cenmuna 12 e 77,3%. EdukacHoct (onpeneneHa kato PGA 0 wu 1) e
Ha0JIroJaBaHa OIIe IPH ITEPBOTO TOCEIIEHUE CIIET U3XOIHOTO HUBO Ha ceaMuIia 4, a MpoIeHThT Ha
TaIMeHTUTE, TOCTUTHAIHN cKop Ha PGA 0 miu 1, ce moBumasa fo ceamuiia 16, KaTo ciex ToBa OcTaBa
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OTHOCHUTETHO cTabmieH o ceamuna 52. [Tonobpennsara na PGA, PASI u CDLQI ce momabpxat 1o
cenmuria 52 (Bx. Tabnuma 8).

Tadanna 8. O0o0menne Ha MbPBUYHATA M BTOPHYHMTE KPAiHM TOYKH HA ceaMuna 12 u Ha
ceqMuua 52

IeguaTpnyno npoyusane npu ncopuasuc (CADMUS Jr.) (Bb3pacr 6-11T1.)

Ceamuua 12 Cenmuua 52
IIpenopbunTenna n03a IIpenopbuuTesina 103a
YCTeKMHYMAa0 YCTeKMHYMAa0
N (%) N (%)
Bxirouenu manyeHTu 44 41
PGA
PGA na m3uncrenu (0) nim 34 (77,3%) 31 (75,6%)
MuHUManHU (1)
PGA na uzuncrenu (0) 17 (38,6%) 23 (56,1%)
PASI
PASI 75 pecionnepu 37 (84,1%) 36 (87,8%)
PASI 90 pecionepu 28 (63,6%) 29 (70,7%)
PASI 100 pecrionaepu 15 (34,1%) 22 (53,7%)
CDLQI*
[Marimentn ¢ CDLQI > 1 Ha (N=139) (N =36)
W3XO0JTHO HUBO
CDLQI 0 nim 1 24 (61,5%) 21 (58,3%)

2 CDLQI: CDLQI e nepmaromorinueH HHCTPYMEHT 32 OLIEHKA Ha eeKTa Ha KOKHUS MPOOIIeM BEPXY CBBP3aHOTO
ChC 3[IpaBETO Ka4eCTBO Ha KUBOT IpH neauarpuaHara nomyianusi. CDLQI 0 wim 1 mokasBa, ge HaMa edekT
BBPXY Ka4eCTBOTO Ha JKUBOT Ha JIETETO.

Bbonecm na Crohn

be3omnacHocTTa M ehMKacCHOCTTA Ha YCTEKMHYMa0 ca OICHEHH B TPU PaHIOMU3MPAHH, JBOMHOCIICIIH,
1a1e00-KOHTPOIUPAHN, MHOTOIICHTPOBH MPOYYBaHMsI ITPHU BH3PACTHU MMAIIMEHTH C YMEPEHa JI0 TeXKKa
aktuBHa Oonect Ha Crohn, ¢ MHnekc Ha akTuBHOCTTA Ha Oosectta Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450). [Iporpamara 3a KJIWHIYHO pa3paboTBaHE CE ChCTOM OT JBE 8-
ceaAMUYHU npoyuBanus ¢ nHTpaBeHo3Ha nHAyKus (UNITI-1 u UNITI-2), mocnexaan ot 44-
CEMHYHO PaHOMHU3MPAHO POYUYBAHE C MOJIKOXHO MPIIIOKEHHE Ha roabppxama no3a (IM-UNITI),
MIPEICTABIISIBAIN 52-CEIMUTHA TEPAITHSI.

[IpoyuBanusta ¢ naayknus Bkimousat 1409 (UNITI-1, n = 769; UNITI-2, n = 640) nauuenTH.
[TepBUYHaTa KpaliHa TOYKA 3a ABETE HHAYKIIMOHHH MPOYYBaHUS € MPOLEHTHT HA YUYACTHUIIUTE C
KJIMHUYEH O0TroBop (omnpeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceqmuna 6.
JannuTe 3a eUKacHOCT ce ChOMpaT U aHAIM3UPAT 10 ceAMUIA § 3a ABETE

npoy4BaHus. ETHOBpeMEHHOTO NPHUIIOKEHUE HA IEPOPATHA KOPTUKOCTEPOUAN, IMYHOMO/YJIATOPH,
aMUHOCAJIMIINIIATA ¥ aHTUOWOTHIIN € pa3pemnieHo U 75% OT MaIleHTruTe MPOoIbJKaBAaT Ja MoJTydaBaT
Half-MaJIko €JHO OT Te3M JIeKapcTBa. B 1BeTe mpoyyBaHus MalMEHTUTE ca PaHJOMU3UPAHH Ja
MOJIyYaT eTHOKPaTHO MHTPABEHO3HO NPENopbhUnuTeNHATa 1032 OT npudbausutenso 6 mg/kg B
3aBUCHMOCT OT TeJecHOTO Tero (Bx. Touka 4.2 Ha KXII nva WEZENLA 130 mg KoHIeHTpar 3a
WH(Y3UOHEH pa3TBop), pukcupana no3a 130 mg ycreknnymad mim manebo Ha ceamuna 0.

ITammmentute B UNITI-1 ca nexyBaHH HEYCHENTHO WIIM IMAT HETIOHOCHUMOCT KBM TIPEIIIeCTRAIIA
anTu-TNF-a Tepanus. [Tpubnusurenno 48% OT nanyeHTHTe ca JIEKyBaHW HEYCIIEITHO ¢

1 npenmectBama antu-TNF-a Tepanus, a 52% ca 1eKyBaHU HEYCIEIIHO ¢ 2 WK 3 MpealIecTBAN
anTH-TNF-a Tepanuu. B ToBa npoyusane 29,1% OT manmeHTUTE UMaT HEAOCTATHYEH HAYAJICH
oTroBOp (ITBPBUYHH HEpecoHepn), 69,4% ca ce MOBIHIIN, HO ca IIPECTaHAIN Aa C€ TIOBIUSIBAT
(BTOpHYHHU HepecoHaepH), a 36,4% rMaT HEMOHOCUMOCT KbM aHTH-TNF-o Tepanum.
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ITammmentute B UNITI-2 ca iekyBaHM HEYCIIEITHO HAH-MaJIKO ¢ €JHa KOHBEHIIMOHAIHA TEPAITHS,
BKJIOUHUTEIIHO KOPTUKOCTEPOUAN UM UMYHOMOYJIATOPH, KaTO MJIM HE ca JICKYBaHH JJOCera ¢ aHTH-
TNF-a tepanust (68,6%), wiu ca nonydaBaiu npenu Tosa aHTu- I NF-o Tepanus, HO T4 € Ouna

Heycrenisaa (31,4%).

B nBere UNITI-1 n UNITI-2 3Ha9mMO MO-TOJISAM MIPOIEHT OT MAIUEHTHTE B TPyIIaTa, JeKyBaHa C
YCTEKHHYMa0, ca ¢ KIMHUYEH OTTOBOP M PEMHUCHSI B CpaBHEHHE ¢ muianebo (Bk. Tadnuua 9).
KinuHUYHMAT OTrOBOP M peMHCHSTA ca 3HaYMMU OILIE Ha CeAMULa 3 IPU NalUeHTUTE, JIEKYBaHU C
YCTEKHHYMa0, 1 T€ MPOABIDKBAT Aa ce MoNo0pABaT 10 ceaMulia 8. B Te3u npoyuBaHus ¢ MHIYKINS
e(pUKacHOCTTa € M0-BHCOKA U C€ MO IbpiKa 10-100pe B rpymara ¢ 103a B 3aBUCUMOCT OT TEJIECHOTO
TErJI0, B CpaBHEHUE C rpymnara ¢ 1o3a 130 mg u nopaau ToBa Npu UHTPaBEHO3HA HHAYKLUS Ce
IPEnopbyBa JO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TEIJIO.

Tadanna 9. Unayknus Ha ki1uHn4YeH otrosop v pemucusi B UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
Ilnaue6o Hpenopbunte | Ilnanedo IIpenopbuute
N =247 JIHA 1032 N=209 JIHA /1032
yCTeKHHyMa0 yCTeKHHyMa0
N =249 N=209
Kimuaununa pemucust, ceamuria 8 18 (7,3%) 52 (20,9%)* | 41 (19,6%) 84 (40,2%)*

Knunnuen otrosop (100 Toukn),
ceamuna 6

53 (21,5%)

84 (33,7%)°

60 (28,7%)

116 (55,5%)"

Knunnuen otrosop (100 Toukn),
cexMulia 8

50 (20,2%)

94 (37,8%)°

67 (32,1%)

121 (57,9%)"

70-TOYKOB OTTOBOP, cenMuIia 3

67 (27,1%)

101 (40,6%)°

66 (31,6%)

106 (50,7%)"

70-TOYKOB OTTOBOP, cEIMUIIA 6

75 (30,4%)

109 (43,8%)°

81 (38,8%)

135 (64,6%)"

Knuangnarta pemucus e onpenenena katro CDAI ckop < 150; KnuHUYHHAT OTTOBOD € OmpeesieH KaTo
Hamasnenne Ha CDAI ckop c Haif-manko 100 Touku MM ChCTOSHHE B KJIMHUYHA peMUCHS 70-TOYKOBHAT OTTOBOP
e onpeneneH kato Hamanenue Ha CDAI ckop ¢ Haii-manko 70 Touku

* Heycnex Ha aHTH-TNF-0 Tepamnus

** Heycriex Ha KOHBEHIIMOHAJIHATA TepaIus

2 p < 0,001
5 p<0,01

B mpoyusaneto ¢ nogaspikara tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUTAT
100-TOYKOB KIMHUYEH OTTOBOP HA CEAMHUIA 8 OT MHAYKIHMATA ¢ ycTeKnHyMao B npoyuBanus UNITI-
1 u UNITI-2. [TanuenTrTe ca paHAOMH3UpPAaHU Ha CXeMa Ha MOIbPKAIIOo JIEYSHHE C ITOAKOXKHO
npuiokenue Ha 90 mg ycreknHyMab nipes 8 cenmunu, 90 mg ycrekunymab npe3 12 ceMHIy Ui
iane0o B NpoabJLKeHUE Ha 44 ceMUIM (3a IpeNopbYUTEIHATA MOJIbPXKAaIa 71032 BXK. Touka 4.2).

HAYUMO I10-TI'OJISIM IIPOIICHT ITAIIUCHTHU B T’ TINTE, JICKYBAHHU C YCTEKHHYMa ImogabpKaT KIMHUYHA
3 YIIUTE, JIEKY y yMmao,
peMHUCHs 1 OTTOBOP Ha ceaMuLia 44 B cpaBHEHHUE ¢ Tpynara Ha rianedo (Bx. Tadmuma 10).

Tadoauua 10. lHogabp:xane Ha KIMHUYHUSA 0TroBop U pemucusi B IM-UNITI (cexmuna 44;

52 ceamMuum OT 3am0YBaHe ¢ HHAYKIIMOHHATA 103Q)

I[lnaue6o* 90 mg 90 mg
YCTeKHHYMAa0 | yCTeKMHYMa0
npe3 npes
8 cenmunn 12 ceamunu
N=1317 N =128 N =129°
Knuanyna pemucus 36% 53%? 49%°
Kiunuden otrosop 44% 59%° 58%°
Knuanyna pemucus 6e3 KOpTHKOCTEPOUAN 30% 47%*° 43%"*
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I[nauedo* 90 mg 90 mg
YCTeKHHYMA0 | YCTeKMHYMa0
npe3 npe3
8 cenmunm 12 cenmunu
N = 1317 N = 128" N = 1297
KinandHa peMUCHS TIPH MAIMEHTH:
i‘;?ﬁﬁi”” B HAtaJloro fa Hourbpaatiata 46% (36/79) | 67% (52/78)* | 56% (44/78)
KOMTO C€ BKJIIOYBAT oT npoyusane CRD3002* 44% (31/70) | 63% (45/72)° 57% (41/72)
o A R05eTa € antu-TNF-G 1 gg00 0551y | 65% (34/52)° | 57% (30/53)
KOHUTO ce BKJIIOUBAT oT npoyusane CRD3001° 26% (16/61) | 41% (23/56) 39% (22/57)

Knunngnara pemucus e onpeneneHa katro CDAI ckop < 150; KnMHUYHUAT 0TTOBOD € onpeAeeH KaTo
Hamaznenue Ha CDAI ckop c Haii-manko 100 ToOuku MM ChCTOSHHUE B KJIMHUYHA PEMUCHS
* I'pynara Ha 1anedo ce ChbCTOU OT NMAMEHTH, KOUTO Ca CE MOBJIMSUIM OT YCTEKMHYMa0 M ca paHAOMHM3UpPaHH Ja
HOJIy4aBar I1ane0o B Ha4aloTo Ha MO bpiKallaTa Tepamnus
TMauuenTn, kouto umat 100-TOUKOB KJIMHMYEH OTTOBOP KbM YCTEKMHYyMa0 B HAYJIOTO Ha MOUIbpIKallaTa

Tepamnus

! TanueHTH, KOMTO HE Ca CE MOBIUSIM OT KOHBEHIIMOHAIIHATA Tepanus, Ho He anTH-TNF-o, Tepanus
$ [aumnenTy, KOUTO ca pe)paKTEPHU WM MMAT HEMIOHOCHMOCT KbM aHTH-TNF-a Teparnus

Ap<0,01
5p<0,05
* HomuHaITHO 3HaYnMa (p < 0,05)

B IM-UNITI 29 ot 129 narnmeHnTH He OIBPKAT OTTOBOPA KbM YCTEKHHYMa0 IIPH MPUIIOKEHHE TIpe3
12 ceqmuIy ¥ € MO3BOJICHO KOPUTHpaHe Ha J03aTa Taka, 4e Ja MoJdy4aBaT YCTeKHHYMab mpe3

8 ceamunu. 3arybara Ha oTroBop ¢ onpezeneHa kato CDAI ckop > 220 touku u > 100 Touku
noBuuieHue cnpsamo uzxogaust CDAI ckop.Ilpu Te3n nanueHTH KIIMHUYHA PEMUCHSI C€ TOCTHUTra IIPU
41,4% ot mauumentute 16 ceaMuLy ciael KOpUTHpaHe Ha 03aTa.

[larmenTrTe, KOUTO HE Ca MOCTUTHAIIN KIMHUYEH OTTOBOP KbM MHIYKIIHS C YCTEKHHYMal Ha
ceamuia 8 ot nmpoyuBanusaTa ¢ mHAyKIus UNITI-1 u UNITI-2 (476 nanuentn), ca BKIIOYESHA B
HEpaHJOMH3HMpaHaTa 4acT OT Mpoy4yBaHeTo ¢ nmoaabpxaia Tepanus (IM-UNITI) u ca nomyunnu
MOJIKOYKHA WHXKEKIS ¢ yeteknayMad 90 mg mo tosa Bpeme. Cnen ocem ceamunu 50,5% ot
MAIUEHTHTE ca MMOCTUTHAIIM KIIMHUYESH OTTOBOP M Ca MPOIBIDKIIIH Ja MOJTydaBaT Mo IbpIKalia
Tepanus npe3 8§ cenmui. [loBedeTo OT Te3n MaIMeHTH C MPOIBbIDKUTETHA MTOTbpIKAIa Teparus
nmoTspkat oTroBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuira 44, KaTo MPOIEHTHT UM €
1mo100€H Ha TO3U MPH MANUEHTUTE, KOUTO ITHPBOHAYAITHO Ca CE MOBIUSIIN OT HHIAYKIIHS C

YCTEKHHYMa0.

Ot 131 nanueHnTy, KOUTO ca Ce MOBJIUSIN OT MHAYKIMA C YCTEKHHYMal U ca paHAOMU3UPAHU B
rpynara Ha mianebo B Ha4alloToO Ha IMMPOYYBAHETO ¢ MO IbPIKaIla Tepamnus, 51 BIociencTBe ca
3aryOomIm OTroBOpa cu U ca moiryarii 90 mg ycrekuayMad moakokHO mpe3 8§ cenmunn. [ToBedero ot
MAIMEeHTHTE, 3aryOniIi OTTOBOPA CH M MIOAHOBMIIM JICUEHHETO C YCTEKHHYMa0, ca ro HalpaBUiIH B
paMkuTe Ha 24 ceaAMUIM OT UHAYKIMOHHATa HHQY3us. Ot te3u 51 namuentu 70,6% nocturar
KJIIMHAYEH OTroBop U 39,2% mocTurar KIMHUYHA peMucust 16 cenMuiu ciael Moly4aBaHEeTo Ha

IbpBaTa MOIKOKHA 1032 YCTEKUHYyMa0.

B IM-UNITI nanuenTrTe, 3aBbpIIMIN IPOYYBAHETO 10 ceaMUNa 44, ca MOIXOAAMM 1a TPOABIKAT
JICYEHUETO B MIPOIBIDKEHHE Ha poy4BaneTo. [lpu Bcuukure 567 mayenTy, BKIIOUYEHU Ha U JIEKyBaHH
C YCTEKHMHYMa0 B MPOIBIKEHUETO Ha TIPOYYBAHETO, KIMHUYHATA PEMHUCHSI U OTTOBOPHT OOUKHOBEHO
ce moaabpsKaT 70 ceamuna 252, kakto npu 6onHuTe ¢ Heycnex Ha TNF-TtepanuunTe, Taka u npu
MAIMEHTHUTE C HEYCTIeX Ha KOHBEHIIMOHAIHUTE TEPATTHH.

He ca YCTaHOBCHH HOBH C’BO6pa)K€HI/ISI, CBBpP3aHU C 6C3OHaCHOCTTa, B IPOABJDKCHUCTO HA TOBA
Mpoy4BaHC OO0 5 TOAVWHU Ha JICYCHUC IIPU IMAIIUCHTHU C 6ousect Ha Crohn.
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Enoockonus

BBHITHUAT BUJ HA JTUTaBUIATa € OLICHEH SHIOCKOIICKY NPy 252 MaIMeHTH C MOAXO0 I H3X0IHA
€HJIOCKOTICKA aKTHBHOCT Ha 3a00JISIBAHETO B €IIHO MOANIPOyYBaHe. [IbpBUYHAaTA KpaliHa TOYKA €
MPOMSTHA OT U3XOTHOTO HUBO Ha OTpoCTeHUs HAOCKOIICKH ckop mpu 6osrect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cecTaBeH cKop 0T 5 WII€0-KOJIOHHA
CErMEHTaM 3a HaJIM4ne/pa3Mep Ha S3BUTE, IPOICHT Ha JIMTaBUYHATA MIOBBPXHOCT, MOKPHUTA OT 53BH,
MPOIICHT Ha JIMTaBUYHATA MOBBPXHOCT, 3aCeTHATa OT JPYTH JIC3UH, U HATNYNE/BUT HA
CTeCHsBaHUATA/CTpUKTYypuTe. Ha cenmuna 8, ciies1 eAMHUYHA HHTPAaBEHO3HA HHAYKITMOHHA 7103,
npomsiHaTa B SES-CD ckopa e mo-rosisiMma B rpynara Ha ycrekuaymao (n = 155, cpeina nmpomsiHa =
—2,8) OTKOJIKOTO B rpymnaTa Ha rianebo (n = 97, cpeana npomsina = —0,7, p = 0,012).

llosnusasane na d)ucmwzume

B eqna moarpymna manueHTH ¢ ApeHUpaIin GUCTYIN Ha M3XOAHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot nexyBaHuTE C yCTeKHHYMa0 MAalMeHTH Ce MOBJIUABAT B IPOIbIDKEHHE Ha 44 ceaMuIu
(ompeneneno karo > 50% HamanieHHE OT U3XO0JHO HMBO B IPOYYBAHETO C MHAYKIHS Ha Opost Ha
IOpenupamute ¢puctynn) B cpaBHerue ¢ 5/11 (45,5%) ¢ mnanedo.

Kauecmso na HCUBOM, C8BP3AHO CBC 36[)61667’}10

KauecTBOTO Ha )XHBOT, CBHP3aHO CHC 3MIPABETO, € OIIEHEHO MOCPEACTBOM BBIIpOoCHUK mpH
BB3NAIUTEIHY 3a00isaBanus Ha yepsara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BepocHuIM SF-36. Ha cenmmuiia 8 manueHTUTe, MoydyaBaily YyCTCKUHYMa0, MOKa3BaT CTaTUCTHYCCKU
3HAYUMO TO-TOJSAMO U KIIMHUYHO 3HAYUMO 1oo0penue Ha oomms IBDQ ckop u Ha SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u Ha SF-36 Physical Component Summary Score B
UNITI-2 B cpaBHenue ¢ miane6o. B mpoyusaneTo IM-UNITI no cenmuiia 44 te3u nogo0peHus
0OMKHOBEHO Ce MOJIBPKAT MO0-100pe MPH JIEKYBaHU ¢ yCTEKMHYMa0 MallMeHTH B CPaBHEHHE C
rtane6o. [logqoOpenrneTo Ha Ka4ecTBOTO Ha KHUBOT, CBBP3aHO ChC 3APABETO, OOMKHOBEHO Ce
MOJTBpIKa MPe3 ISUTOTO MPOIBIDKEHHE 10 ceaMuiia 252.

HUmyHOreHHocT

ITo BpeMe Ha JieueHue ¢ YCTEKHHYMa0 MOTaT Jia ce pa3BHUsT aHTUTENa CPElly YCTeKHHYMal
MOBEYETO OT TSIX ca HeyTpanu3upaiy. OO0pa3yBaHETO HA aHTHTENA CPeIlly YCTEKUHYMal € CBBbP3aHo C
MOBHUIIIEH KIMPBHC HA YCTEKMHYMa0 rpu nauueHTy ¢ 6osxect Ha Crohn. He e HaOmroaBana HamaneHa
edpukacHoct. He ce HaOmojaBa oueBHIHA 3aBUCIMOCT MEK/Iy HATMYHETO Ha aHTUTENA CPelLy
yCTeKHHYMa0 U MosiBaTa Ha peaki[ui Ha MSCTOTO Ha MH)KEKTHpaHe.

IleqnaTpryHa monyJanus

EBpormeiickaTa areHIMs 10 JeKapcTBaTa OTJiara 3aIbJHKCHHUETO 33 TIPEOCTABIHE HA PE3YJITATUTE OT
NPOYYBAHUATA C YCTCKMHYMa0 B €/IHA WJIH MOBEYE MOATPYITH HA MEAMATPUIHATA TOMYJIAIHs TPH
oonect Ha Crohn (Bx. Touka 4.2 3a nHGOPMAIUS OTHOCHO yHOTpeOa B MeuaTpusiTa).

bonecm na Crohn npu oeya

be3omnacHocTTa 1 ehMKacHOCTTA Ha YCTEKMHYMa0 ca OlleHeHH ITpH 48 neinaTpUyYHM MAIUEHTH C TETJIO0
Haif-manko 40 kg B MeXIMHEH aHaJIn3 Ha MHOTOLEHTpoBO npoyuBaHe ¢aza 3 (UNITI-Jr) 3a
MeAMAaTPUYHU MAMEHTH ¢ yMepeHa J10 Te)XKa akThBHa 0osiecT Ha Crohn (nedunupana upe3 Muuekc
Ha akTUBHOCTTA Ha Oosectta Ha Crohn [PCDAI] > 30) B npoabikeHHe Ha 52 CEIMUIIM JICUSHUES

(8 cenMuII MTHIYKIIMOHHO U 44 ceMUIY MOAIbpXKAIIO JieueHne). [laruenTure, BKIFOYSHU B
MPOYYBAHETO, WIIM HE Ca UMAJTK JIOCTATHYCH OTTOBOP, WIIHM Ca MMAJIU HEITOHOCUMOCT KbM MPEIX0THA
OWoJIOrMYHA WM KOHBEHIIMOHAITHA Tepantst 3a 6osectra Ha Crohn. [Ipoy4yBaHeTo BKIFOUBA OTKPUTO
WHAYKIMOHHO JICYCHHE C €IMHNYHA HHTPABESHO3HA 71033 YCTeKMHyMa0 mpubnu3uteaHo 6 mg/kg (Bxk.
TouKa 4.2), MOCIEABAHO OT paHAOMU3UPaHAa JBOWHOCISATA IMOIIbpPIKAIIA CXEMa C ITOJAKOXKHO
npwioxeHue Ha 90 mg ycTekmHyMad Ha BCEKH 8 CEIMHUITN WIJIH HAa BCEKU 12 CEIMMUIIH.
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Pezynimamu 3a edhuxacnocm

[IppBUYHaTa KpaiiHa TOYKA Ha MPOYYBAHETO € KIMHUYHA PEMUCHSI Ha CEIMUIIA 8 OT UHIYKIUATA
(mepurnpana karo ckop mo PCDAI < 10). [IporieHTHT Ha MAIIMEHTHTE, IOCTUTHAIIN KIHHAYHA
pemucus, € 52,1% (25/48) u e cpaBHEM ¢ TO3H, HaOIIOaBaH B IpoyuBaHuATa (haza 3 Ha ycTeKHHyMal
P BH3PaCTHHU.

Kiuuuuen otroBop e HabIo1aBaH omie Ha ceamuiia 3. [IpoeHThT Ha MAUeHTUTE ¢ KITMHHYESH
OTrOBOp Ha ceaMuIa 8 (IeUHUPAH KaTO HaMalleHHe CIPSMO M3XOTHOTO HMUBO HA OOIIHS CKOP IO
PCDAI > 12,5 Touku ¢ 061 ckop no PCDAI He moseue ot 30) e 93,8% (45/48).

B tabnuna 11 ca npeacTaBeHy aHAIM3UTE HA BTOPUYHHUTE KPAHU TOYKH TI0 BPpeMe Ha MO IbprKalara
Tepanus A0 ceamuna 44.

Ta6auna 11. Pe3roMe Ha BTOPUYHUTE KPAiiHU TOYKH M0 BpeMe Ha MOIABPKALI0TO JIeYeHne
cenmuna 44

90 mg 90 mg OO0 Opoii
yCTeKHHYMa0 yCTeKHHYMa0 nanueHTH
npe3 8 cexmMunm npes N=48
N=23 12 cexMuIu
N=25

Knuanana pemucus* 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
Knunanuna pemucus 6e3 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
KOPTHKOCTEPOH M’
Kinanyna pemucus npy NauueHTH, 64,3% (9/14) 54,5% (6/11) 60,0% (15/25)
KOUTO ca OWJIM B KIIMHUYHA
PEMUCHS IPH MHYKIUSTA
ceamura 8*
Knuuugen orroop’ 52,2% (12/23) 60,0% (15/25) 56,3% (27/48)
EHIOCKOIICKH OTrOBOp* 22,7% (5/22) 28,0% (7/25) 25,5% (12/47)

* KnmmanaHaTa pemucus e gedunupana kato ckop mo PCDAI < 10 touku.

$ Pemucus Ge3 kopTukocTeponnu e aepunupana karo ckop mo PCDAI < 10 Touku u 6e3 mpreM Ha
KOPTHUKOCTEPOHIU B poabbKeHne Ha moHe 90 auu npean Ceamuriia M-44.

T KIMHUYHUAT OTrOBOP € Ae(@MHUPaH KaTO HAMAJIEHUE CIIPSAMO W3XOJHOTO HUBO Ha CKOP T10

PCDAI > 12,5 Touku ¢ 061 ckop o PCDAI He moseue ot 30.

£ BHIOCKOTICKUAT OTroBOp € AeuHupan Kato Hamanenue Ha ckopa SES-CD > 50% unu ckop SES-CD < 2 npu
nagueHTH ¢ uzxoneH ckop SES-CD > 3.

I(opueupaﬁe Ha Yyecmomama HA NpuioiHcerue

[lanuenTHTE, KONTO MPEMHUHABAT Ha MOJABPIKALLO JIeYeHHE U UMart 3ary0a Ha otroBop (loss of
response, LOR) Bb3 ocHOBa Ha ckopa 1o PCDAI, otroBapsT Ha yCIOBHITA 32 KOPUTHPAHE HA J03aTa.
[NanuenTTe WM IPEeMUHABAT OT JIYEHHE Ha BCEKU 12 ceIMUIM HAa BCEKH 8 CEJMHIIN, MIIH OCTaBaT Ha
JieueHHne Ha BCEKH 8 ceaAMHUIM (Tu1ane0o Kopekuus). J(Bama maiueHTH ca ¢ KOpurupasa 03a KbM I0-
KpaTKusl MHTEPBAII Ha MpuiioXkeHne. [Ipu Te3u manueHTy KIMHnYHA peMucus € nocturaara npu 100%
(2/2) or manueHTUTE 8 CEIMUIIM ClIe/] KOPUTHPAHE Ha JI03aTa.

HpO(l)I/IJ'I’LT Ha 0€30MacHOCT Ha cXemaTa Ha WHAYKIIUOHHO ITPUJIOKCHUC U HA IBCTC CXECMH Ha

MOJIBpIKAIATA CXeMa Ha JICUSHHE TIPY MeNaTPUIHATA TIOMyJaus ¢ Tero Hai-manko 40 kg e
CPaBHHUM C TO3H, YCTAHOBEH IIPH NOMYyJanusaTa Ha Bb3pacTHH ¢ O6onect Ha Crohn (Bk. Touka 4.8).
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CGDVMHM u d)ekafmu 6MOMCZDK€DM HA 8v3najienuemo

Cpennara mpoMsiHa CIIPSIMO W3XOAHOTO HUBO MPH MOIIBbPIKAIIO JieueHHe Ha ceaMulia 44 Ha
koHueHTpanuute Ha C-peaktuBeH npotenH (CRP) u dekanen kanmpoTekTrH € cboTBeTHO -11,17 mg/l
(24,159) m -538,2 mg/kg (1271,33).

Kauecmeso na AHCUBOM, C6BP3AHO CbC 30[)06677’10

O6mmuTe ckopoBe 1o IMPACT-III 1 Bcnukn moamoMeidiHu (IpEeBHA CHMITTOMH, CHCTEMHH CHMITTOMH,
CBBP3aHM C YMOPA, ¥ 0JIArOCHCTOSHUE) MOKA3BaT KIMHUYHO 3HAYMMU TOJOOPESHHUS ClIe]] 52 CeIMUIIH.

5.2 ®apMakoKMHETHYHH CBOWCTBA

AbcopOrws

Menmnanara Ha BpeMe 3a JJOCTHTaHe Ha MaKCHMalTHa CepyMHa KOHIEHTPAIH (tmax) € 8,5 THU crex
€HOKpaTHO NpuiokeHne Ha 90 mg MoJIK0KHO NMPH 3ApaBU YYaCTHULU. MeauaHara tmax Ha
YCTEKUHYMa0 cjiell €IHOKPATHO MpHIoKeHue Ha 45 mg wiu 90 mg MoAKOKHO TPU MAIUEHTH C
NICOPHA3UC Ca CXOJHH C HaOII0OAaBaHUTE IPH 3APaBHU YYACTHHUIIH.

AbcomoTHaTa OMOHATMYHOCT Ha YCTEKHHYMa0 el eIHOKPATHO MOIKOKHO TPUIIOKEHHE €
n34KciIeHa Ha 57,2% npu nauyueHTH ¢ ICOPHa3HtC.

Pasnpenenenue

Mennanara Ha oOeMa Ha pasnpeeyieHrne B TepMuHanHarta daza (Vz) cien eTHOKPaTHO HHTPABEHO3HO
MPUJIOKEHUE MPH MAIMEHTH ¢ TICOpHa3uc Bapupa ot 57 no 83 ml/kg.

Bbuorpanchopmarius

TouyHUAT BT HA METAOOIM3UPAHE HA YCTCKUHYMA0 HE € U3BECTEH.

EnvmMunupane

MennanaTa Ha cucreMHus KiupbHC (CL) ciaen enHOKpaTHO MHTPABEHO3HO MPHIIOKEHUE TTPU
MAIMEeHTH C Icopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Menuanara Ha nonyxuBoTta (ti2) Ha
yCTEKHHYMa0 € MPUOTU3UTETHO 3 CeIMHIIU ITPH TTAIIMEHTH C TICOPUA3UC, TICOPUATHICH apTPUT WIIH
oonect Ha Crohn u Bapupa ot 15 10 32 1HU BBB BCHYKU NPOYYBAHUS HA TICOPHA3UC U TICOPHUATHUYEH
aptput. ChriacHO MpoBe/ieH PapMaKOKWHETHYCH aHaIN3 Ha MOMYJIAIUATa IPUBHIHHUAT KIUPHHC
(CL/F) u npuBuauusT o0eM Ha pasnpeneienue (V/F) ca ceorBetro 0,465 1/d u 15,7 | npu narnuenTy ¢
nicopuasuc. CL/F Ha ycTeknHyMal He € 3aBUCUM OT ToJa. Pe3ynraTu OT monyJianroHeH
(apMaKOKHMHETHYEH aHaJIHM3 [T0Ka3BaT, Y€ MMa TeHIACHIUS KbM I0-BHCOK KIIMPBHC Ha YCTEKHHYMao
NIPY TIAIMEHTUTE, T TIOJOKUTENICH Pe3YJITaT Ha 3CIIeIBAHETO 32 aHTHTEIIA CPEIly YCTEKUHyMao.

JInHeHHOCT Ha go3aTa

Cucremnara excrio3unusi Ha ycreknHyMmal (Crnax 1 AUC) ce yBenm4daBa 1o Ha4HH, TPUOIU3UTEITHO
IIPOIOPLUMOHAJIEH HA J103aTa, CJIe] €HOKPAaTHO HHTPABEHO3HO IIPUJIOKEHUE Ha 103U B I'PaHULATa
mexay 0,09 mg/kg u 4,5 mg/kg wim cnen eJTHOKPAaTHO TTOAKOKHO MPHIIOKEHUE Ha JI03U B IPaHHIIATa
Mexny 24 mg u 240 mg npyu NaUeHTH ¢ ICOpUa3uc.

Enuudnga cpely MHOIOKpaTHa Jio3a

[Ipodpwminte Ha cepyMHa KOHIIEHTPALMSI-BpeMe Ha YCTEKMHYMa0 ca MPUHLMUITHO NPEABUINMH CIIE]T
MOJIKOKHOTO MPHUIIOKEHNE HA €THOKPATHU ¥ MHOTOKPATHU 103u. [Ipu manyeHTH ¢ mcopuasuc
CTallMOHAPHUTE CEPyMHH KOHIICHTPAIlH Ha yCTEKHHYMab ca JOCTUIHATH B ceAMuIa 28 crien
II'bPBOHAYATIHM MOJIKOXKHM 4034 B ceaMuu 0 1 4, IOCIeBaHu OT 103U Ha BCeKH 12 cenMuIy.
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Meauanarta Ha CTallMOHApHATA CEpyMHA KOHIICHTpaIMs € B rpanuiuTe 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 oueBumHO KymynupaHe B
cepyMHaTa KOHIIEHTpalKs Ha yCTeKnHyMab ¢ BpeMeTo, KOraTo ce Ipuiiara mojaKoKHO Ha BCEKU
12 ceqmuim.

IIpn marmenTn ¢ 60onect Ha Crohn cnex nHTpaBeHO3HA 1032 OT ~6 mg/kg ce mprara moJKoXKHa
nojabspxKaiia tepanust ot 90 mg ycrekunymad npe3 8 wian 12 ceaMuiu, KosTo 3amouBa Ha ceaMuna 8.
KonnenTparus Ha ycTeKnHyMal B CTAIMOHAPHO CHCTOSHUE C€ JOCTHTa KbM HA4aJOTO Ha BTOpaTa
noxappikamia no3a. [Ipu marmenTn ¢ 6onect Ha Crohn Menuanara Ha Hali- HUICKUTE KOHIICHTPAIIUY B
CTaIlMOHAPHO ChCTOsIHUE Bapupa oT 1,97 pug/ml no 2,24 ug/ml u ot 0,61 pg/ml mo 0,76 pg/ml 3a
ycTekuHyMabo 90 mg CbOTBETHO Tipe3 8 ceamunm win nipe3 12 ceamunu. Haii-HuckuTe HUBa Ha
YCTeKHHYMal B CTAI[MOHAPHO CHCTOSHUE, MOy4YeHr pu 90 mg ycTekuHyMab mpe3 8 ceaMuIy, ca
CBBP3aHU C TI0-BHCOKA YECTOTA Ha KIMHUYHA PEMHCHS B CPaBHEHHE C HAl-HUCKUTE HUBA B
CTalMOHapHO cheTossHUE cnen 90 mg npe3 12 cenMury.

Bimsane Ha Ternoro BepXy hapMaKOKMHETHKATA

B npoBezen nmomymanuoneH GpapMakOKHHETHUCH aHAIN3, KbAETO ca H3MIOJI3BAHU JAaHHH OT MALMEHTH C
NICOpHA3HC € KOHCTaTHPAHO, Y€ TEJIECHOTO TEIJI0 € Hali-3HaunMaTa KOoBapHaTa, BIHsEIIa BEPXY
KIMpbHCA Ha ycTeknHyma0. Meauanata Ha CL/F npu naumenT c tersno > 100 kg e npubnusurenHo ¢
55% mo-BucoK B cpaBHeHue ¢ nanueHTH ¢ Terao < 100 kg. Meananara va V/F npu nauueHTy ¢ TErio
> 100 kg e npubausurento ¢ 37% no-BUCOK B cpaBHEHHE ¢ nmanueHTH ¢ Terao < 100 kg. Menuanara
Ha MUHUMAJIHU CCPYMHH KOHUCHTPAIUX Ha YCTCKI/IHyMa6 IIpU MaUCHTHU C MO-T'OJIAMO TCIJ10

(> 100 kg) B rpynara ¢ 1o3a 90 mg ca nmojg00HM Ha TE3U NP NAIMEHTUTE ¢ o-Maiiko Terio (< 100 kg)
B rpymarta ¢ 103a 45 mg. [ToqoOHu pe3ynraty ca mojgy4eHH OT MOTBbPANTENEH (hapMaKOKHHETHYCH
HOMYJIAIIMOHEH aHAJIM3, KBJETO Ca M3IOJI3BAaHH IaHHU OT MALMEHTH C ICOPUATHYCH apTPHT.

KODI/IFI/IDaHe Ha 4Y€CTOTaTa Ha MPUJIIOKCHHEC

B®b3 ocHOBa Ha Ha0JIO1aBaHUTE JaHHY U TomyaionauTe ®K ananusu nmpu nanueHTy ¢ 00JIecT Ha
Crohn paHIoMHU3UpaHNUTE YUaCTHUIIM, KOUTO IIPECTaHAT Jia Ce MOBIUSIBAT OT JICYCHUETO, UMAT T10-
HUCKHU CEpyMHH KOHIICHTPAIINX Ha YCTEKWHYMa0 BB BPEMETO B CpaBHEHHE C YUYACTHUIIUTE, KOUTO HE
ca 3aryomu otroBop. [Ipu 6omectra Ha Crohn xopurupaHero Ha qo3ara ot 90 mg Ha BceKH

12 ceamur Ha 90 mg Ha BCEKH 8 CEIMUIIM € CBBP3aHO C MTOBUIIIABAHE HA HAM- HUCKUTE
KOHIICHTPAIINH Ha YCTeKHHYMa0, KaTo TOBA C€ ChIIHTCTBA C IIOBUIIIaBaHE Ha e(hUKaCHOCTTA.

CrernuangHy nonyJIaiuu

Hsima nHanmynu GapMakOKMHETHYHU JaHHU [IPY MALMEHTH ¢ YBpeleHa ObOpedHa min yepHogpoOHa
¢yHkuus. He ca mpoBeZieHn KOHKPETHU MPOYYBaHMS TP MAIEHTH B CTapUecKa Bh3pacT.

(DapMaKOKI/IHeTI/IKaTa Ha YCTeKI/IHyMa6 KaToO IJI0 € CpaBHUMA MEKAY MAlIMCHTH C ICOPpUA3nC OT
A3UATCKU U HCA3UATCKHU MMPOU3XO/.

[Ipu nauuentu c 6osiect Ha Crohn BapuaOMIIHOCTTa Ha KJIMPBHCA HA YCTEKHHYMab ce MOBIHsIBA OT
TEJIECHOTO TETJI0, HUBOTO Ha CEpyMHUs ali0yMUH, 0jla U cTaTyca [0 OTHOLICHUE Ha aHTUTeJaTa
Cpelly yCTeKHHyMa0, JOKaTo TEIECHOTO TETJIO € Hali-3HaunMaTa KOBapHara, BIHsella BbpXy ooema
Ha pasnpenaeicaue. OcBeH ToBa mpu 6ojiecTta Ha Crohn KIMPBHCHT ce MOBIKsABA 0T C- peaKTUBHUS
NPOTEUH, CTaTyca M0 OTHOLIEHHE Ha Heycnex Ha jedeHueto ¢ TNF-antaronucty u pacara (a3uaTcku
CIIPSIMO HEa3WaTCKU MPonu3xoM). Be3meicTBreTo Ha Te3u KoBapuaTH € B pamkute Ha £20% oT
TUNMYHATA WK pedepeHTHATa CTOWHOCT Ha choTBeTHUS DK mapamersp, mopaau ToBa He €
HEo0XoIuMa KOPEKIMsI Ha 103aTa 3a Te3u KoBapuaTH. ChIIBTCTBALIOTO NPUIIOKEHNE HA
MMYHOMOJIyJIaTOPH HAMA 3HAYMTEIHO BIMSHNE BbPXY Pa3NpeleIeHNEeTO Ha YCTEeKHHYMao.

Pesynraru ot hapMakOKHHETHYEH aHAJIN3 Ha TOMYJIAIMITa HE TIOKa3BaT BIUSHUE HA TIOTIOH WU
AJIKOXOJI BbPXY (papMakoKMHETHKATa Ha YCTEKUHYMao.
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bruonanmmyHOCTTa HA YCTEKUHYMA0 clie/1 MPUIIOKEHHE ChC CIIPUHIIOBKA MITH MIPEIBAPUTEITHO
HaIbJTHEHA [THMCANIKa € CPaBHUMA.

CepyMHHTE KOHIICHTPAIH Ha YCTEKUHYMaO0 MpH NeIuaTpuyHy HalueHTH ¢ ICOPUA3UC, Ha Bb3PacT OT
6 1o 17 roguHy, JeKyBaHU C IPENIOPHUUTEIHATA 103a CIIOPE]] TEJIECHOTO TEIJI0, Ca CPABHUMH C TE€3U
IIpY Bb3pacTHATA HOMYJIaLus ¢ ICOPUA3HC, JIEKyBaHa C 1032 3a Bb3pacTHU. CepyMHHUTE KOHLEHTPALUH
Ha YCTeKWHYMab Mpu NeJuaTpUYHM MalueHTH Ha Bb3pacT 12-17 rogunu ¢ ncopuasuc (CADMUS),
JIEKyBaHH C TI0OJIOBUHATA OT IPENOPBUUTENHATA 032 CIIOPE TEIECHOTO TEIJI0, Ca 3HAYUTEIHO 110-
HHUCKH OT T€3H IIPHU Bb3PACTHU MALUECHTH.

CepyMHUTE KOHIICHTPAIIUU B CTAIIMOHAPHO CHhCTOSIHUE TIPU TISIMATPUYHH MAIUEHTH ¢ O0JIECT Ha
Crohn ¢ Terno Haii-manko 40 kg ca cpaBHIMH ¢ Te3U MPH Bb3pacTHaTa nomynanus ¢ 6onect Ha Crohn.

Perynupane na CYP450 ensumu

Edexrure Ha IL-12 wmu IL-23 Bppxy perynupanetro Ha CYP450 eHsumure ca OlieHeHH B in Vitro
MPOYyYBaHE C U3IMOJI3BAHE HA YOBEIIKH XENaTOIUTH, KOeTO mokasea, 4e I1L-12 u/umu 1L-23 ¢ HuBa ot
10 ng/ml ve mpomensat aktuBHOCTTA Ha yoBemkuTe CYP450 ensnmu (CYP1A2, 2B6, 2C9, 2C19,
2D6 umu 3A4; BX. Touka 4.5).

[TpoBeneHo € oTKpUTO MpoyuBane ¢aza 1 3a nekapcrBenu B3anmoneiicteus CNTO1275CRD1003 3a
OIICHKA Ha ed)eKTa Ha yCTeKHHyMal BhPXY €H3UMHATa aKTUBHOCT Ha IuToXpoM P450 cien mHmyKIus
Y TIOABPIKAIIIO NTPHUJIaraHe NpH NaueHTH ¢ akTuBHa Oonect Ha Crohn (n = 18). He ca nabmogaBanu
KJIMHUYHO 3HAYUMHU NMPOMEHU B ekcrniozunusaTa Ha kodeun (CYP1A2 cyberpar), Bapdapun (CYP2C9
cybctpar) omenpazon (CYP2C19 cy6erpar), nekcrpomeropdan (CYP2D6 cyberpar) wmm Mumazonam
(CYP3A cybctpar), KOorato ce U3IoJI3BaT ChIIBTCTBAIIO C YCTEeKHHyMab mpu ogoOpeHara
NpENnopbUYUTENHA T03UPOBKA NpH ManueHT ¢ 6onect Ha Crohn (Bk. Touka 4.5).

5.3 IlpeakJMHMYHU JAHHU 32 0€30IACHOCT

HexnuHuaHWTE JaHHM HE MMOKa3BaT ocoOeH pHCK (HaIp. TOKCHYHOCT Ha OPraHHUTe) 3a Xopa Ha 0azaTta
Ha NPOYYBaHMS 32 TOKCUYHOCT ITPH MHOTOKPATHO NpUJIaraHe, TOKCHYHOCT 32 Pa3BUTHETO U
PEeNpOaYKTUBHA TOKCHYHOCT, BKIIFOUUTEIHO U (papMaKOJIOTHYHUTE OLIEHKH 3a Oe3omacHocT. [lpu
MPOYYBaHUS 32 TOKCUYHOCT 32 Pa3BUTHETO U PEMPOAYKTUBHA TOKCUYIHOCT IIPH JBJITOOMAIIATH MaKaIl
He ce Ha0Jo1aBaT HeXXenaHu e(heKTH BbpXY (PepTHIINTETa IPU MBXXKHUTE, KAKTO U BPOJCHHU Ie(EeKTH
WJIM TOKCUYHOCT 3a pa3BuTueTo. He ce HabmonaBat Hexxenanu eekTH BbpXy GpepTuimureTa npu
JKEHCKHTE MPH yrnoTpedaTa Ha aHAJIOTHYHO aHTUTSIIO cpey 1L-12/23 npu Mumku.

JlozoBuTE HUBA B IPOYYBaHUS NP KUBOTHU ca 011130 45 MbTU IO-BUCOKH OT Hali-BHCOKATa
eKBHMBAJIEHTHA J103a, IPEBIDK/IaHa 32 MPUIJIOKEHUE MPH MALMEHTH ¢ TICOPHA3HC, U BOIAT JI0
MaKCHMAaJIHA CEpyMHH KOHIIEHTpAIK TpH MaitMyHH, kKouTto ca HaJl 100 mbTH MO-BUCOKHU OT
KOHILIEHTpAMKTE, HAaOII0JaBaH! TIPH XOpa.

He ca nmpoBexmany mpoy4YBaHMs 32 KaHIIEPOT€HHOCT C YCTEKUHYMa0 MOpajy JIUIICaTa Ha TIOAXOAAIIN
MOJIEIIN 32 aHTHUTSIO 0€3 KphCTOCaHa peakTUBHOCT KbM IL-12/23 p40 Ha rpuzaun.

6. DAPMALIEBTUYHU JAHHU

6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

L-xuctuauna

L-XucTUIMHOB XUAPOXIOPHU MOHOXHIPAT

TTommcop6at 80 (E 433)

3axapo3a
Bona 3a nmkeknumn
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6.2 HecnBMecTHMOCTH

[Tpu nunca Ha Tpoy4BaHUs 32 HECHbBMECTUMOCTH, TO3H JICKAPCTBEH MPOAYKT HE TPsiOBa Jla ce cMecBa ¢
JIPYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHOCT

WEZENLA 45 mg HIKEKIIMOHEH PA3TBOD

3 roguHu

WEZENLA 45 mg nHXEeKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HANBIHEHA CIPUHIIOBKA

3 roguHu

WEZENLA 90 mg HIKEeKIIMOHEH Pa3TBOP B MIPEABAPUTEIHO HaObJIHEHA CIPUHIIOBKA

3 roguHu

OTI[CJ'IHI/ITC MMpEeABAPUTEIIHO HAIIBJIIHCHU CIIPUHIIOBKU WA q)HaKOHI/I MOXKEC 1a C€ ChbXpaHABaT IIpU
ctaifna Temnepatypa 10 30°C enHOKpaTHO 3a MakcuMaieH nepuon 10 30 A1HKM B OpUTHHAIHATA
KapTOHEHA OIaKOBKa, 3a J]a Ce MpeanassT OT CBETIMHA. 3alUIIeTe 1aTaTa, Ha KOSTO IPeIBapUTEIIHO
HallbJIHCHATa CIIPUHIIOBKA UJIN (bHaKOH’LT Ca U3BAJICHU 3a I'bPBU BT OT XJIAJWJIHHUKA U JaTaTa Ha
H3XBBPJIAHEC. I[aTaTa Ha U3XBBPJIAHE HE Tpﬂ6Ba Ja € CJIC OpUrnHaJIHUA CPOK Ha rOAHOCT, OTIICHaTaH
BBPXY KapTOHEHaTa onakoBka. Ciiesl KaTo BEOHBX CHPUHLIOBKATa WK (IAKOHBT ca OMiin
ChXpaHsIBaHU MpH cTaitHa Temnepatypa (1o 30°C), Te He TpsaOBa /a ce BpBIIAT B XJIaAUTHHAKA.
M3xBBpIIeTe CIPUHIIOBKAaTa UK (IIAKOHA, aKO HE Ce U3I0J3BAT Clie]] CbXpaHEeHUe IPH CTaiiHa
TEMIICPATypa B paMKHUTEC HA 30 JHU WK CJIC NU3TUYaHC Ha OpUT'MHAJIHKA CPOK HAa T'OAHOCT, B
3aBHCUMOCT OT TOBa, KOE€ OT JIB€TE HACTBIIM HO-PAHO.

Jloka3aHa e XuMHYHA U (GU3UYIHA CTAOMITHOCT B IEPUO/A HA M3II0JI3BaHE CIIe]] U3TETIISIHE B
CHPUHIIOBKA 32 €HOKpaTHa yrnoTpeda 3a 24 yaca pu 15 °C — 25 °C. Jla He ce nocTaBs 0OpaTHO B
XJIQIWTHUK.

Ot MHKpPOOMOJIOrHYHA TJIeTHA TOYKA MPOAYKTHT TPSOBA J1a ce M3I0JI3Ba He3a0aBHO. AKO HE ce
U3I10J13Ba He3a0aBHO, MEPHOINTE U YCIIOBUATA HA ChbXPAaHEHHE 110 BpeMe Ha yrnotpeba ca OTTOBOPHOCT
Ha MOTpeOuTEN.

6.4 CrhnenuanaHM ycI0BHS HA CbXpaHeHHe

[a ce cpxpansBa B xmaguinHuk (2°C — 8°C).

[Ha He ce 3ampa3zsBa.

CoxpansBaiiTe (1akoHa WM [IPeJBapUTEIHO HATbJIHEHATa CIPUHIIOBKA B KAPTOHEHATa OMaKOBKa, 3a
Jla ce Mpe/na3y OT CBETIHHA.

AKo € He00X0AUMO, OTEIHUTE NPEABAPUTEIHO HAITBJIHEHHU CIIPUHLIOBKH WK (pJIAKOHU MOKE Ja €&
ChbXpaHsBaT NpH craifna Temnepatypa a0 30°C (Bx. Touka 6.3).

6.5 Buau chabp:kaHue HA ONMIAKOBKATA

WEZENLA 45 mg nHKeKIIMOHEH Pa3TBOD

0,5 ml pastBop B 2 ml ¢iakoH OT CTBKIIO THII I, 3aTBOPEH € enacToMepHa 3aITyanKa.

51



WEZENLA 45 mg MHKEKIIMOHEH Pa3TBOP B IIPEABAPUTENHO HANBLIHEHA CIPUHIIOBKA

0,5 ml paztBop B | ml nmpeaBapuTenHO HATBJIHEHA CIIPUHIIOBKA OT CTHKIO TUM | ¢ pukcupaHa uria ot
HepBKIaeMa CTOMaHa 1 Karayka Ha uriata. CopuHIOBKaTa € cHabJjeHa ¢ aBTOMaTHYEH MpeAna3uTel
Ha WIJaTa.

WEZENLA 90 mg HHXEKIIMOHEH PA3TBOP B IIPEABAPUTEIHO HAIbIHEHA CIIPUHIIOBKA

1 ml pa3ztBop B 1 ml mpeaBapuTeITHO HAITBJIHEHA CIPUHIIOBKA OT CTHKJIO THIT | ¢ pukcHpaHa uria ot
HepBXkKJIacMa CTOMaHa U Karnavka Ha uriara. CopHuHIIOBKaTa ¢ CHa0IcHa CABTOMATUYCH Ipe/a3uTel
Ha Urjiara.

WEZENLA ce npeanara B onakoBka ¢ 1 ¢yakoH uiy onakoBKa ¢ 1 IpeiBapuTeIHO HAITbIHEHA
CIIPUHIIOBKA.

6.6 CroeuuaJHU NpeANa3Hu MePKH NP U3XBbPJIsIHE U padoTa

Pa3TBOpBT BBB (utakoHa WK MpeABapUTENIHO HamblIHeHaTa cpuHioBka WEZENLA He Tps6Ba na ce
paskiamia. Pa3TBopbT TpsiOBa 1a ce MpOBEPH BU3YaJIHO 32 HANMYMETO HAa BUJUMHU YAaCTHLU UIIH
MPOMsIHA Ha [[BETA, MPEJIU JIa c€ TIPUIIOKH MOJIKOKHO. Pa3TBOpBT € OUCTHp 10 OmnaliecieHTeH,
Oe3uBeTeH 10 61e10KbAT. JIekapcTBEHUST NPOAYKT HE TPAOBA Ja CEU3MO3Ba, aKO Pa3TBOPHT € C
IIPOMEHEH LBAT WM MBTEH, WM aKO ChIbPKa BUAUMH Uyxau yactuiy. [Ipeau npunoxxenue
WEZENLA Tps10Ba fa 1ocTUTHE CTaiiHa TemrepaTypa (IpruOIU3UTEIHO 32 OKOJIO TIOJIOBHH 4ac).
[MonpoOHu ykazaHus 3a ynotpebda ca MpeoCTaBeHH B JIMUCTOBKATA.

WEZENLA He cpabpxa KOHCEPBAHTH, 3aTOBA HEU3MNOI3BAHUST JIEKAPCTBEH MIPOLYKT, OCTaHA BbB
(h1akoHa M CIIPUHIIOBKATA, HE TpsaOBa jaa ce u3noi3sa. WEZENLA ce gocTtaBs kaTo cTepuiieH (JIakoH
3a eIHOKpaTHa yrnoTpeda WiIM MpeIBapuTEeIIHO HAITBJIHEHATA CIIPHHIIOBKA 3a €THOKpaTHA yIoTpeoa.
CripuHIOBKaTa, Uriaara 1 (JIakoHbT HE TPsOBa Ja ce U3II03BaT MOBTOpHO. Hensnon3BaHusT
JICKAPCTBCH MPOAYKT WJIM OTIIAABYHHUTE MAaTCPpUATIU OT HETO Tp$I6Ba Ja C€ U3XBBPJIAT B CbOTBETCTBUEC C
MECTHUTEC U3HCKBAaHUA.

Koraro ce u3mon3Ba eH01030B (JIaKOH, IPETIOPHYBA CE M3MOI3BAaHETO Ha CIPUHIIOBKA OT 1 ml ¢ uria
27G, % uny (13 mm).

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnanaus

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

WEZENLA 45 mg nHXeKIIMOHEH Pa3TBOD

EU/1/24/1823/001

WEZENLA 45 mg uHXEKIIMOHEH Pa3TBOP B IPEIBAPUTEIHO HATBJIHEHA CIIPUHIIOBKA

EU/1/24/1823/002
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WEZENLA 90 mg MHXEeKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAIBIHEHA COPHUHIIOBKA

EU/1/24/1823/003

9. JATA HA TBPBO PASPEIIABAHE/ITIOTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha repBO pazpemanane: 20 roau 2024

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoOHa nH(OpMAaITKs 3a TO3W JIEKAPCTBEH MPOAYKT € MperocTaBeHa Ha yeOcaiita Ha EBporneiickaTta
areHInus 1o JekapcTeaTa https://www.ema.europa.eu.
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vTosn JICKapPCTBEH MPOAYKT TOJUICKH Ha JOMIBJIHUTEIIHO HAOM0eHre. ToBa 111e o3Boau 0Bp30TO
yCTaHOBSIBaHE HA HOBA MH(POPMAIIUS OTHOCHO Oe3omacHocTTa. OT MEMIIMHCKHUTE CIICIIHATICTH Ce
M3WCKBA J]a ChOOIIAaBaT BCSIKA MOI03MpaHa HeKellaHa Peakiis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEJIaHW PEaKIuH BIDKTE TouKa 4.8,

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

WEZENLA 45 mg uHXeKIMOHEeH pa3TBOpP B MIPEABAPUTEITHO HATBITHEHA MTHCATKA
WEZENLA 90 mg nHXeKIMOHEeH pa3TBOP B MPEIBAPUTEITHO HATBITHEHA MTHUCAJIKa

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

WEZENLA 45 mg uiKeKIIMOHEH PAa3TBOP B IPEABAPUTEIHO HaOhIHEHA NHUCAJIKA

Bcesika npeiBapuTeTHO HallbIHEHA TUCAIKA ChIbpxka 45 mg ycTtekuayMab (ustekinumab) B 0,5 ml.

WEZENLA 90 mg HHKeKIIMOHEH Pa3TBOP B IMIPEABAPUTEIIHO HANBIHEHA MHUCAJIKA

Bcesika nmpeiBapuTeTHO HaIbJIHEHA NHcaika Chabpka 90 mg ycrekunymadb (ustekinumab) B 1 ml.
Ycereknnymab e usisiio goBemko [gG 1k MOHOKIIOHATHO aHTHTSIIO KbM uHTepaeBkuH (IL)—12/23,
MPOM3BENICHO B KJIETHYHA JIMHUS OT SHYHUK HAa KATACKU XaMCTEep € IIOMOIITa Ha peKOMOMHAaHTHA

JHK texHonorus.

IToMoIIHO BEMIECTBO C U3BECTHO JIEUCTBUE

To3u nexapctBeH npoaykT cbabpxa 0,02 mg (45 mg/0,5 ml) nim 0,04 mg (90 mg/1,0 ml)
nonucop6ar 80 (E 433) BBB Besika 1030Ba €IUHHUIIA.

3a OBIHUS CHUCHK HA ITOMOIIHUATE BEIIECTBA BIIKTE TOUKa O.1.

3. JIEKAPCTBEHA ®OPMA

WEZENLA 45 mg nmKeKIMOHEH pa3TBOP B IPEABAPUTEIHO HAITbJIHEHA IUCAJIKA

Wmxexumonen pa3rsop (ConfiPen)

WEZENLA 90 mg nHKEKIIMOHEH pa3TBOD B IPEABAPUTEIHO HAITbJIHEHA ITUCAIKA

WuxexnmoneH pasreop (ConfiPen)

Pa3TtBOpBT € OUCTHP A0 onajecLeHTeH, Oe3uBeTeH A0 0nenoxbir. PazrBopbT uma pH npubiusurento
6,0 u ocmonanuret npudausuTenaHo 280 mOsm/kg.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU NOKA3ZAHUS

IIimakoB ncopuasuc

WEZENLA e noka3zaH 3a JIeueHHE Ha YMEPEH J10 TeKbK IJIaKOB IICOPUA3UC MTPH Bb3PACTHU, KOUTO HE
ca ce MOBIUAIU, UMAT MPOTUBOMOKA3aHUS MIN HETIOHOCUMOCT KbM JIPYTH CUCTEMHHU TEpaIuu,
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BKJTFOUBAIIH ITUKJIOocTIoprH, MeToTpekcaT (MTX) wm ITYBA (ticopaneH u yITpaBHOJIETOBA A JIBYH)
Tepamnus (BX. Touka 5.1).

IIcopuarnuen aprput (PsA)

WEZENLA, camocTosiTesIHO Wi B KomOuHarus ¢ MTX, e mokas3aH 3a jJedyeHue Ha aKTHUBEH
TICOPUATHYCH apTPUT MPH B3PACTHH MAIIMCHTH, IIPH KOUTO OTTOBOPHT KBbM IMPE/IICCTBAIIO JICUCHUE C
HeOMOJIOTHYHN MoaudHUIHpaIIy 0ojiecTTa aHTUpeBMaTIHH JiekapcTtBa (DMARD) e 6wt
HeIoCTaTh4eH (BXK. Touka 5.1).

Boxnect Ha Crohn

WEZENLA e nokasaH 3a JicUeHHEe Ha Bh3PACcTHHU MAIMEHTH C YMEPEHA JI0 TeXkKKa aKTHBHA 00OJIeCT Ha
Crohn, KOouTO ca ce MOBIUSIIM HEAOCTATHYHO, BEUe HE CE TIOBIUSABAT MM UMAT HEIIOHOCUMOCT KbM
KOHBCHIIMOHAJIHATa Tepanus Wik KbM aHTaroHucT Ha TNFa.

4.2 I[O?.I/I[)OBK%I U HAYMH HA NIPUJTOKCHUE

WEZENLA e npegna3HadeH 3a yrnorpeda moJi ppKOBOJICTBOTO M HAA30pa Ha JIeKap C OMUT B
JIMAarHOCTHIIMPAHETO U JICYCHUETO Ha 3a0o0isaBanus, 3a kouto WEZENLA e noka3zaH.

ﬂoanpomca
Ilnaxkos ncopuasuc

[Ipenoprunrennara nozupoBka Ha WEZENLA e HauanHa no3a 45 mg, mpriioyKeHa IMOIKOXKHO,
mocJieIBana oT 103a 45 mg 4 ceAMUIIM MO-KBCHO U CJIeM TOBA Ha BCEKU 12 ceaMuIm.

IIpu manueHTH, KOUTO HE ca ce MOBIMSIIM OT JISYEHHETO A0 28 ceqmMuuy TpsiOBa 1a ce 0OMHCIH
MIpeKpaTsBaHe Ha TepanusiTa.

THayuenmu ¢ menecrno meano > 100 kg

3a manmenTH ¢ tenecHo teriyo > 100 kg mbpBoHavangHata 103a € 90 mg, MpuiIoKeHa MOIKOKHO,
nocnenBaHa ot 103a 90 mg 4 ceAMULIM NO-KBCHO U cjel TOBa Ha Bceku 12 ceamuuu. [pu te3u
MAIMEeHTH J103aTa oT 45 mg chIo € epukacHa, HO mo-roismMa epuKacHOCT UMa o3ata ot 90 mg (Bxk.
Touka 5.1, Tabnuma 2).

IHcopuamuuen apmpum (PsA)

IIpenoprunrennara nozupoka Ha WEZENLA e nauanna 103a 45 mg, npuioxeHa MoJIK0KHO,
nocJe/iBana 03a ot 45 mg 4 ceAMUIIM MO-KBCHO U CJe/ TOBA Ha BCEKU 12 ceqMuuu. ANTepHATUBHO,

TIpH MAIMEeHTH ¢ TenecHo Terino > 100 kg, moxke na ce uanonssar 90 mg.

HpI/I alMCHTH, KOUTO HE Ca C€ MOBJIHAIIN OT JICUCHUCTO A0 28 CCaAMUIIN TpH6Ba Ja ce ooMucIu
MMPCyCTAHOBSBAHEC HA JICUCHHUCTO.

Cmapuecka év3pacm (= 65 200unu)
He e HeoOxoaumo aganTipaHe Ha 103aTa Mpy TAITUEHTH B CTapuecka Bb3pacT (BX. Touka 4.4).
bvbpeuno u ueproopobHo yepesicoane

He ca nmpoBexmany mpoy4YBaHus ¢ YCTEKHHYMa0 MPH TE3W MOMyJIaiy nanueHTd. He moxe na ce gane
IIPENopbKa 3a 103aTa.
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Ileduampuuna nonynayus

Besonachoctra u epuxacaoctta Ha WEZENLA nipu mena ¢ ncopuasuc Ha Bb3pacT 1o 6 TOJHMHU Wi
MU Jielia ¢ TICOPUATUYEH apTpUT Mol 18-roauIiHa Bb3pacT BCe OlIe HE ca YyCTAaHOBEHH.
[IpenBapuTenHo Hal'bJIHEHATA [TUCAJIKA HE € IIPOYYBAHA IPH NIEANATPUYHATA MOITyJIalus 1 He ce
IpenopbyBa 3a ynorpeda npu nexuaTpuuHu nanueHTH. Biokre Touka 4.2 ot KXII Ha npenBapuTtenHo
HaI'bJIHEHAaTa CIOPHUHIIOBKA 3a IO3UPOBKATa M HAYMHA Ha MPWIOKEHUE TIPY NeTUaTpUIHN NAMeHTH Ha
6 ¥ TToOBEYE TOIUHHU C TICOPHA3HC.

bonecm na Crohn

B cxemara Ha nedenue mepBata 103a Ha WEZENLA ce nprmirara H”HTpaBeHO3HO. 3a J03UpOBKaTa MpH
MHTpaBEHO3Ha cxeMma Ha npuiarase BrkTe Touka 4.2 ot KXIT nva WEZENLA 130 mg koHueHTpaT 3a
WH(Y3UOHEH Pa3TBOP.

[IspBOTO IOSTKOKHO TIpHITOkeHue Ha 90 mg WEZENLA Tpsi0Ba 1a ce M3BBPINT Ha cCenMuIia 8 ciies
UHTpaBeHo3HaTa no3a. Ciel ToBa, ce penopbyBa MIpUIoKeHUe pe3 12 ceqmunu.

[ManueHTH, KOUTO HE CE TIOBJIMSBAT JOCTATHYHO JI0 8 CEIMHIIM CIIe]| TbPBaTa MOJIKOXKHA 71038, MOXKE Ja
MoJIy4aT BTOpa MOJKOXKHA 1032 10 TOBa BpeMe (BX. Touka 5.1).

[larmenTr, mpu KOWTO MMa 3aryda Ha OTTOBOP MPH MpUiIarade mpe3 12 ceaAMuIy, MOXKe Ja UMaT 1oJi3a
OT MOBHUIIIEHNE HA Y€CTOTaTa Ha MPUWIOKEHUE TIpe3 8 ceAMUIH (BK. Touku 5.1 u 5.2).

BnocnencTBue nozara Moxke Ja ce mpuiiara Ha MalMeHTUTE Npe3 § CeAMULM WM rnpe3 12 ceqMuuu Bb3
OCHOBA Ha KIIMHUYHA TIpelieHKa (BXK. Touka 5.1).

TpsiOBa 1a ce 0OMHUCIIM NPEYCTAHOBSBAHE HA JICUCHUETO MPH MAIMECHTH, KOMTO HE MIOKa3BaT JJAHHU 32
TepareBTUYHA MMoy3a 16 cenMuIy cie i.v. MHAYKIMOHHA J103a Win 16 ceMUIH ciie/l TpeMUHaBaHe
KbM IMpUJIarane Ha MOJIbprKaIla 103a mpe3 8 CeaIMUIIH.

HpI/IJ'IO)KeHI/IQTO Ha UMYHOMOYJIaTOpHU W/WIH KOPTHUKOCTCPOUAU MOKE a IIPOABIIKHU 10 BPEME Ha
JICYCHUETO C YCTeKI/IHYMa6. HpI/I MaMECHTUTEC, KOUTO Ca CC IMOBJIMAJIN OT JICHCHUETO C YCTeKI/IHYMaG,
IMMPUJIOKCHUETO Ha KOPTUKOCTECPOUIU MOKE Ja C€ HaMaJIu WJIN [a CC IMPECYCTaHOBU B CbOTBETCTBUC CHC
CTaHJapTa Ha JICUCHUC.

ITpu 6oxect Ha Crohn, ako TepanusTa ce NIpeKbCHE, MOTHOBSIBAHETO HA JICYCHUETO C TIOIKOKHO
NPUIIOKEHHUE TIpe3 § ceIMUIIH € 6e30MacHo 1 eeKTHBHO.

Cmapuecka év3pacm (= 65 200unu)
He e HeoOxoanMo KopUrnpaHe Ha 103aTa IMpH MaIUeHTH B CTapYecKa Bb3pacT (Bxk. Touka 4.4).
bvopeuno u uepnoopobro yepescoane

yCTCKI/IHyMaG HEC € IIPOYYBAH PH TC3U MOMYyJIallUX TAlITUCHTH. He morar Ja CC HallpaBAT MPCIOPBKU
3a J0o3upaHe.

Ileduampuuna nonynayus

be3onacHocTTa M euKacHOCTTa HA YCTEeKHMHYMa0 nipu JiedeHre Ha 6ostect Ha Crohn npu neanaTpuIHN
nanuenTu ¢ teruio moxa 40 kg Bce omie He ca ycraHoBenu. Jlurniceat nanuu. [IpenBapurenHo
HaITbJIHEHATA MMHCAJIKa HE € MPOYyYBaHa MpU NeAUaTpUUHAaTa MOMyJIalusi U He ce MPenophyBa 3a
ynorpe0a npu neadaTpuday naueHT. Buokre Touka 4.2 ot KXI1 Ha koHIIeHTpaTa 3a HH(pY3HOHEH
pas3TBOP W MPEIBAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA 32 JIO3MPOBKA M HAYWH HA MPUIIOKEHUE TIPH
MeAMATPUYHY ManueHTH ¢ 6onect Ha Crohn u termo Haii-manko 40 kg.
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HauuH Ha mpmiioxkeHune

WEZENLA 45 mg u 90 mg npe1BapUTEIHO HATbJIHEHN MHCATIKH Ca CaMo 32 MOJIKOKHO
nHKekTupane. [10 Bb3MOXKHOCT KOKHHUTE YUaCThIH C U35BEH NICOpHUa3nc TpsAOBa 1a ce n30arBaT KaTo
MSICTO Ha MHKCKTHPAHE.

Cren moaxosio o0y4YeHre 3a TEXHUKaTa Ha MOJKOKHO HHKCKTHPAHE MAUCHTUTE UK TEXHUTE
OomHOTIIEeHaun Morat fga umxektupat WEZENLA, ako nekapsT pemn, 9e ToBa € yMecTHO. Bee mak
JeKapsT TpsiOBa Ja OCUTYPH IMOAXOIAIIO TIPOCHIesiBaHe Ha arnuenTuTe. [larmenTuTe wim TexXHuTe
OonHoOrNIEeaauM TPIOBa a ObJAaT MHCTPYKTUPAHH A3 WHKEKTHPAT MPEANUCAHOTO KOJIHYECTBO
WEZENLA cbriacHo ykazaHusiTa B TucTOBKaTa. [logpoOHu yka3aHus 3a ynotpeba ca JaJeHu B
JIMCTOBKATA.

3a mo-HaTaTHIIHU YKa3aHUS 33 IPUTOTBSHE U CIICIIUAIIHYU MPEANa3HU MEPKU MPU paboTa BIKTE
TO4YKa 6.6.

4.3 IIporuBomoxka3zanus

CBpBX4yBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MIIM KBM HIKOE OT TOMOIITHUTE BEIIECTBA, H30pOSHU
B TOuka 6.1.

Kimanano 3naunMa, aktTrBHA HH(EKIHS (HAIp. akTUBHA TyOepKyIo3a, BiK. Touka 4.4).

4.4 ChenuanaHu npexynpe:xIeHUs U MpeANna3sHil MepKH MpH ynorpeda

[Ipocaenumoct

3a 1a ce mogoOpH MPOCIETUMOCTTa Ha OMOJIOTHYHHTE JICKAPCTBEHHU MPOAYKTH, UMETO U MAPTUAHUAT
HOMED Ha MPUIIOKEHUS MPOAYKT TPsiOBa SICHO J1a Cce 3alncBarT.

Wndeximu

YcreknHyMad MOKe J1a Ma MOTEHIHMA Jja yBeJrudaBa prucKa oT MH()EKLIUH U 1a peaKTUBHUPA JaTEHTHU
uHeknuy. [Ipu KITMHUYHT POYYBaHUS U MOCTMAPKETUHIOBO 00CEPBALIMOHHO MPOYYBaHE MPU
NalMEeHTH C IICOpUa3KC Ce HaOJI0IaBaT CEpUO3HU OaKTEepUAITHH, 'BOMYHU U BUPYCHU HH(PEKIUH IPU
MAIMEeHTH, IPUeMaIlli YCTeKHHYyMao (BXkK. Touka 4.8).

[Tpu manuenTy, JTeKyBaHH ¢ YCTEKHHYMAa0, ce choO0I11aBa 3a OMOPTIOHUCTUYHU HHPEKIMH, BKITIOYBAIIT
peakTHBHpaHe Ha TyOepKyJl03a, IPyrH ONMOPTIOHUCTHYHN OaKTepHaHu HH(EKINH (BKIFOUYUTEITHO
aTHIUYHA MUKOOaKTepuaiHa UH(EKIHs, MEHHTUT, TPUYUHEH OT Listeria, THEBMOHMS, TPUYMHEHA OT
Legionella, n Hokapano3a), ONOPTIOHUCTUYHA MUKOTHYHH UH(EKIIMU, OTIOPTIOHUCTUYHU BHPYCHH
MHQEKIUU (BKIIIOYUTEIHO eHIe(aInT, IPUIMHEH OT XEePIeC CUMIUIEKC 2) M Mapa3uTHU HH(PEKLIUH
(BKJIFOUMTEIHO OYHA TOKCOIUIA3MO3a).

TpsiOBa 1a ce MoaAX0Xk/1a C MOBUIIIEHO BHUMAaHUE, KOTaTo ce 00Cchxkaa npuioxkeranero Ha WEZENLA
MIPH NAIIMEHTH ¢ XPOHUYHU MH(EKIUH WK aHAMHE3a 32 peruauBupaina nHpekus (Bx. Touka 4.3).

[Ipenu 3amouBaneTo Ha Jieuenne ¢ WEZENLA naruentute TpsOBa J1a ce U3CieaBar 3a TyOepKyJI03Ha
nHdexusa. WEZENLA we Tpsi0Ba 1a ce npuiiara npu MaydeHTy ¢ akTHBHA TYOEpKyJ103a (BXK.

Touka 4.3). JleueHHeTO Ha JaTeHTHa TyOepKyJi03Ha MH(EKIIHs TPsIOBa Ja 3armouHe Ipeu
npuioxxkenuero Ha WEZENLA. TIpoTuBoTyOepKyio3HaTa Tepamnus chIlo TpsiOBa na 0b1e 00chIeHa
npeau Hayanoto Ha nedenre ¢ WEZENLA mpu manueHTy ¢ aHaMHe3a 3a JaTeHTHA WK aKTUBHA
TyOepKyJ103a, MPU KOUTO HE MOXKE JIa Ce MMOTBHP/IM a/ICKBaTeH Kypc Ha jedeHue. [laruenrure,
npuemami WEZENLA, Tps6Ba 1a ce HaOIr01aBaT BHUMATEITHO 3a MIPU3HAIIA U CHMIITOMH Ha aKTHBHA
TyOepKyJi03a 10 BpeMe Ha JICUEHUETO | CJIE HeTO.
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[TanuenTure TpsiOBa 1a ObAT MHCTPYKTUPAHU Ja TIOTHPCAT JICKAPCKU CHBET, aKO CE TOABAT IIPU3HALM
WIN CUMIITOMH, IpeAnonaramy nH(exuns. AKo NanueHT pa3Bue cepruo3Ha HH(EKLUs, CbCTOSIHUETO
My TpsiOBa BHUMaTenHO Aa ce cieqn 1 WEZENLA ne TpsiOBa na ce mpuiara, 10KaTo HHGEKIUITa He
Obze oBlajsgHa.

310Ka4eCTBEHH 3a00/ISIBAaHUS

HmyHocynpecopu KaTo yCTEKMHYMa0 nMaT NOTECHINAI 1a YBEIUYaBaT PUCKa OT 3JI0KaYeCTBCHH
3abomsiBanys. HAkon manueHTy, KOUTOo ca MpueMalid yCTeKMHYMal B KJIMHUYHU IPOYYBaHUS U B
MOCTMapKETHHIOBO 00CEPBAIIMOHHO MTPOYYBaHEe MPH MALEHTH C TICOPUA3HUC, Ca Pa3BIIN KOXKHU U
HEKOYKHH 3I0Ka4eCTBEHHU 3a00Js1BaHus (BXK. ToUKa 4.8). PUCKBT OT 3110KauecTBeHN 3a00JIBaHHS MOXKE
Jla € TI0-BUCOK IIPH MAIMEHTH C IICOPHA3KC, KOUTO Ca JIEKYBaHM C ApyTrd OMOJIOrUYHH JIEKapCTBa B
X0/1a Ha 3a00JIIBaHETO.

He ca npoBexnanu npoyyBaHus, B KOUTO y4acTBAaT NALMEHTH C aHAMHE3a 3a 3JI0KaYeCTBEHU
3a00JsIBaHMs MM B KOUTO NMPOIBIKABA JICYCHUETO Ha MALMEHTH, Pa3BUIIM 37I0KAaYECTBEHO 3200 IsIBaHe
10 BpeMe Ha IpueMa Ha ycTeKuHyMa0. 3aToBa TpsOBa Ja ce MOoAX0XK/Ia C TIOBUIICHO BHUMAaHHE,
KOTaTO ce 00CHkK/1a IPUIIOKEHUETO Ha YCTeKUHYMa0 MPH Te3H MaLlEeHTH.

Bcenukn manueHTH, mo-crenuanHo Te3u Haa 60 roauHu, MalueHTH ¢ aHaMHe3a 3a MPOIbIKUTEITHA
MMYHOCYTIpECHBHA TEpamysl WM TakuBa ¢ anaMmHe3a 3a [[YBA-tepamnus, TpsaOBa 1a ce HabnronaBaT 3a

MOsIBa Ha PaK Ha KoXkara (BXK. Touka 4.8).

CucreMHH U PECTIUPATOPHH PCAKIIMH HAa CBPBXYYBCTBUTCIHOCT

Cucmemnu

CepHo3HH peaKIMK Ha CBPbXYYBCTBUTEIHOCT Ca JOKJIaJBaHU B IOCTMAPKETUHTOBH YCIIOBHS, B HIKOH
CIIydau HAKOJIKO JTHH ciief] JeueHueTo. MiMa cryyan Ha aHaduIakcus U aHTnoeeM. AKO Ce MOSIBH
aHa(MIIaKTHYHA WM JIPyTra CepUO3Ha Peakiins Ha CBPBbXUYBCTBUTEIHOCT, TPSAOBA Jla CE HA3HAYM
moIXos1a Tepanus u npuwiokenuero Ha WEZENLA TpsiOBa na ce npeycraHoBu (Bxk. Touka 4.8).

Pecnupamopnu

Cityyan Ha aJiepru4eH ajBeoJHT, €O3NHO(IIHA ITHEBMOHUS U HeMH(EKIINO3Ha OpraHu3upana
ITHEBMOHWUSI ca ChOOIICHH T10 BpeMe Ha IIOCTMapKeTHHIoBaTa ynoTpeba Ha ycrekunymab. KitnanunuTe
NPOSIBU BKITFOUBAT KAIIUIUIA, TUCITHES M MHTEPCTUIIMAIHU HHOUITPATH CIIe]T €[HA 10 TPH J03H.
CepHro3HHUTE MOCICANIY BKIFOYBAT IUXATEIHA HEMOCTATHYHOCT M MPOIBDKUTEITHA XOCITUTAIN3AIINS.
[Tono6penue e choOIIaBaHO CiIe MPEyCTAHOBSIBAHE Ha JICYCHHETO C YCTCKUHYMAa0 M B HSKOH CITyYaH
IPH NPUIOKEHUE HA KOPTUKOCTEPOHIH. AKO ObJIe H3KITIOUeHa HH(PEKIIMS U TUarHo3ara ce MOTBbP/IH,
IPHIOKEHUETO Ha yCTEeKNHyMal TpsOBa J1a ce IPeyCTaHOBH M JIa Ce 3aIll0YHE IOXOAIIO JICUCHUE
(BX%. Touka 4.8).

CBpI€YHOCHI0BH CHOUTHS

[Ipu naumeHTH ¢ ICOpUA3UC, C EKCIO3ULUS HAa YCTEKHHYMa0, B TOCTMapKETHHIOBO 00CEPBAILIMOHHO
NpoyYBaHe ca HaOJII0JaBaH! ChPJCYHOCHIOBH CHOUTHS, BKIFOYUTEIHO HH(APKT HA MUOKap/Ia 1
MO3BYHOCHIOB MHIIMACHT. PUCKOBHTE (haKTOpH 3a ChPAEIHOCHI0BO 3a00IIsIBaHE TPIOBa 1a ce
OILIEHABAT PEIOBHO IO Bpeme Ha jieuennero ¢ WEZENLA.

Bakcunanuu

[IpenopbuBa ce na He ce mpuiarat KB BUPYCHH WMJIM )KMBU OakTepuannu Bakcuuu (kato LK)
enHoBpeMeHHO ¢ WEZENLA. He ca npoBex/1aHi KOHKPETHU IPOY4BaHUS IIPU MALUEHTH, BBPXY
KOHMTO HACKOPO € MpHJIarana >kuBa BUPYCHA WM )KHBa OakTepualiHa BakcuHa. Hsma nanuu 3a
BTOPUYHO NpenaBaHe Ha MHEKIHS Ype3 )KUBU BaKCUHH [IPU MALMEHTH, MOJTyYaBallyl yCTEeKHHYMao.
Jleuernnero ¢ WEZENLA TpsiOBa 11a ce mpeycTaHOBH Hali-MajKo 3a 15 ceaqMuIy ciies| mociaeaHara
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J103a TIPEIH TIOCTAaBSHETO Ha JKMBA BUPYCHA HIJTH JKMBA OaKTepHaTHa BAKCHHA M MOXKE J1a C€ Bb300OHOBU
Hal-MaJKo 2 CeAMUITH clie] BaKCHHHUpaHeTo. JIekapuTe, IpeamICBaIIn JEKapcTBOTO, TPSOBA 1a
HanpaBsT crpaBka ¢ KpaTkara xapakTeprcTiKa Ha MPOYKTa 32 KOHKPETHATA BAKCHUHA 32
JIOITBTHUTETHA WH(OPMAIIHSI U YKa3aHUS 3a ChI'BTCTBAIIOTO MPIJIOKEHUE HA UMYHOCYIIPECUBHU
JIeKapCcTBa CJie BAKCHHUPAHE.

He ce npenopwuBa npunarane Ha xuBu BakcuHu (kato BLXK BakcruHa) npu kbpMayeTa, ¢ eKCIO3UIHS
Ha ycTeKHHyMal in utero, B IPOABIDKEHHE HA IBAHAZIECET MECeIa ClIe] payKIaHETO HIIH JOKAaTo
CepyMHHTE HHBA Ha YCTEKHHYyMal IPH KbPMA4yeTo CIaHAT 1101 HUBOTO Ha IETEKIHA (BX. TOUKU 4.5 n
4.6). AKo e HalMIEe KaTeropuyHa KIMHUYHA 10132 32 OTACITHOTO KbpMaue, MOXKe Jja ce 0OMHUCIN
NpuIarane Ha )KMBa BaKCHHA B MO-PaHEH MOMEHT, aKO HE ce OTKPHBAT CEPYMHH HHBA Ha
YCTeKHHyMao.

[Narmenture, kouto u3non3satr WEZENLA, Moxe 1a nogy4yaT eIHOBPEMEHHO HHAKTUBUPAHU WU
yOWTH BaKCHHHU.

Hsnrocpounoto neuenne ¢ WEZENLA He moTtrucka XyMopalHHS UMYHEH OTTOBOpP KbM
ITHEBMOKOKOBHUTE MOJIM3aXapUIHU BaKCUHH WIIM KbM BaKCHHUTE CpPEILy TETaHyc (BX. Touka 5.1).

C’LHBTCTBaIlIa HUMYHOCYIIPECHBHA TCPpAITHs

ITpu npoy4uBaHus IpU ICOPUA3UC HE ca OLEHIBaHU 0€30MacHOCTTa U e()UKACHOCTTa HA YCTEKHHYMa0
B KOMOHMHAIIUS ¢ UMYHOCYIIPECOPH, BKIFOUNUTEITHO OMOJIOTHYHH NPOIyKTH Wi oroTepanus. [Ipu
MPOYYBaHUS MPH NICOPHATHUECH apTPHT, ChITBTCTBALIOTO NpuiiokeHne Ha MTX He noBnusBa
Oe3omacHocTTa 1 e(hUKacHOCTTa Ha ycTeknHyMma0. B nmpoyuBanusTa mpu 6onect Ha Crohn u
YIILEPO3€H KOJIUT CHITBTCTBAIIOTO MPHJIOKEHUE HA UMyHOCYIIPECOPH WIM KOPTUKOCTEPOUAN
W3IJICXKIA HE TIOBJIMsIBa 0€30IaCHOCTTa WK e(hUKacCHOCTTa Ha ycTekuHyMa0. TpsOBa a ce moaxoxna
C TMOBUILIEHO BHUMaHKE, KOraTo ce 00CHkK/Ia ChITbTCTBALIOTO MPUIIOKEHHE HA APYTH UMYHOCYIIPECOPH
u WEZENLA nnu npu npeMrHaBaHETO KbM JICUCHHE C APYTH OMOJIOTMYHN HMYHOCYIPECOPH (BXK.
Touka 4.5).

UwmyHoTepanus

Ycreknnymab He € OIeHsIBaH MpH MalMeHTH, KOUTO ca MOAJIaraHi Ha UMyHOTepanus 3a aneprud. He e
u3BecTHO Janu WEZENLA Moxe a ce oTpa3u Ha UMyHOTEpanusiTa npy alepruu.

Cepu03HU KOXKHH 3a00JIIBaHUS

IIpu manumeHTyH ¢ ncopuasuc ce cho0I11aBa 3a cayvyan Ha eKCOIMATUBEH AEPMATHUT CIIEH JIEUSHHUE C
ycTekuHyMa0 (Bxk. Touka 4.8). [TaleHTHTe ¢ MIaKoB MICOPUA3UC MOXKE Jla PA3BUAT EPUTPOACPMHUYUCH
TICOPHUA3UC KAaTO YacT OT ECTECTBEHHUS X0/ Ha 3a00JISIBAHETO ChC CUMIITOMH, KOUTO MOXKE OT KITMHUYHA
TJIeIHA TOYKA Ja HE Ce OTJIMYaBaT OT eKC(OIMaTUBHUSA AepMaTuT. Jlekapure TpsiOBa 1a BHUMAaBaT 3a
CHUMIITOMH Ha €PUTPOJACPMHUUEH IICOPHA3HC MM eKC(OTHUATUBEH IEPMATUT KaTo 4acT OT
MOHHTOPHPAHETO Ha TICOpPHA3Kca MPH MaIeHTa. AKO T3 CHMIITOMH Ce TIOABST, TpsOBa J1a ce
3anouHe noaxonsmo geueHue. [IpuemsT Ha WEZENLA Tps6Ba fna ce npeycTaHOBH, aKo HMa
CHMHEHHS 32 JIEKapCTBEHA peaKkusl.

3a00isiBaHusI, CBBP3aHU C JIVIIYC

Crnyvan Ha 3a00JIIBaHMsI, CBEP3aHH C JIYIYC, C€ ChOOIIABAT MPH MAIMEHTH, JIEKYBaHHU C YCTEKHHYMao0,
BKJTFOUHTEITHO KOKEH JIYIyC epUTEMATOIEC U JIYyIyc-TIo100eH cuHapoM. [Ipn Bb3HUKBaHE HA JIC3UH,
0c00€HO Ha M3JI0KEHUTE Ha CITBHIIC YYacThIM Ha KOXKaTa, MM aKo T€ CE ChITbTCTBAT OT apTpajrus,
NalMeHTHT TPsOBa 1a MOThPCH He3a0aBHO JieKapcKa IOMOIL. AKO ce MOTBBPISAT 3a00IsIBaHus,
CBBP3aHHU C JIYITyC, yCTeKHHYMa0 TpsiOBa 7a ce MPeyCTaHOBH U J]a C€ 3aM0YHE MOIXOISIIO JICUCHNUE.
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CrenuaJiHy TOnyJIaIie

Cmapuecka ev3pacm (> 65 200uru)

B knmMHAYHATE TPOYYBAHUS NIPH 0JJOOPEHUTE MOKA3aHUS HE ce HAOII0IaBaT ChIICCTBCHH Pa3IHUUs B
eukacHOCTTA MiIM 0€30MMaCHOCTTA MPH MAITMEHTH Ha 65-TOIUIITHA BH3PACT U ITO-TOJIEMH, KOUTO
MOJTy4aBaT YCTEKUHYMa0, B CPABHEHHUE C IMO-MJIAIM MAI[UCHTU. BposT Ha MAIMeHTUTE Ha Bh3PacT

65 roJMHU ¥ TIO-TOJIeMH 00aue He € JOCTAThUCH, 3a Jla CE ONPEICIH JaH CE MOBIHSIBAT Pa3IHIHO OT
MO-MITQJINTE MAHEeHTH. Thi KaTo pa3npocTpaHeHUETO Ha MHQEKIIMU cpell cTapuecKara MOMmyIalus
KaTo IISUI0 € TIO-TOJISIMO, JICUSHUETO TPY TAIIMeHTH B CTapuecKa Bh3pacT TpAOBa Jia ce mpuiara
BHUMATEJTHO.

ITosmcopbat 80

WEZENLA cpaspxka 0,02 mg (45 mg/0,5 ml) wmu 0,04 mg (90 mg/1.0 ml) mommcop6at 80 (E 433)
BBB BCAKa 7103, KosTO € ekBuBasieHTHa Ha 0,04 mg/ml. [lonmmcopbarnute Morar ga MpuUYuHAT
aJleprUYHU peaKIuu.

4.5 B3aumopeiicTBHe C IPYIrd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojaelicTBUe
JKusu BakcuHM He TpsiOBa 1a ce npuiarat exHoBpeMenHo ¢ WEZENLA.

He ce nmpenoppruBa npunarane Ha >xuBU BakcuHU (kato BLDK BakcuHa) mpu kbpMayeTa, ¢ eKCIO3ULIUS
Ha yCTeKHHYMaO in utero, B IPOABIDKEHHE HA ABAHAZECET Mecella Clie]] paXkAaHEeTO MM JOKaTo
CepyMHHUTE HUBA Ha YCTEKHHYMal Ipu KbPMAyeTo CHagHaT oA HUBOTO Ha AeTeKIH (BXK. TOUKU 4.4 1
4.6). AKo e HajiwWIle KaTeropryHa KIMHUYHA TI0J132 32 OTAEITHOTO KbpMade, MOXe J1a ce 00MuCIH
MpuUjlaraHe Ha *KUBa BaKCHHA B [TO-paHEH MOMEHT, ako HE c€ OTKPHBAT CEpyMHU HUBA Ha
yCTeKnHYyMao.

[Tpu papMakOKMHETHYHM aHAJIM3M HA MOMYJIAIMATA, HAPABEHHU B MpoyuBaHus (asza 3, € u3cieBaH
e(eKThT Ha HAl-YeCTO STHOBPEMEHHO IPUEMAaHH JICKAPCTBEHHU IPOIYKTH MPH MALUEHTH C TICOPHA3KUC
(BKITIOUHUTEITHO U Mapareramoll, HOynpodeH, aneTnicaauinioBa KHCEeINHA, METQOPMHIH,
aTOpPBACTAaTHH, JIEBOTHPOKCHH) BbPXY (hapMaKOKWHETHKATa Ha ycTeknHymad. He ca maGmronaBanu
MIPU3HAIM HA B3aMMOJICHCTBHE C TE3U €THOBPEMEHHO MIpHUEMaHH JIeKapCTBEHU MTPoaykTu. OCHOBA Ha
TO3U aHanu3 € (PakThT, ye Hal-manko 100 marmentu (> 5% oT u3cienBaHaTa MOMYJIANKs) ca JIeKyBaHU
€THOBPEMEHHO C TE€3U JIEKapCTBEHU MPOAYKTH Ipe3 nmoHe 90% ot nepuona Ha IPOyUBAHETO.
®dapmMaKOKUHETHKATa Ha yCTEKUHYMa0 HE ce € TOBIHUsJIA OT ChIIBTCTBAIIOTO MpriIoxkeHue Ha MTX,
HCIIBC, 6-mepkamntonypuH, a3aTHONPHUH U IIEPOPATHH KOPTUKOCTEPOUIH ITPH MAITUEHTH C
TICOpUATHYEH apTpuUT, Oonect Ha Crohn WK yIIIepO3eH KOJIUT, WK OT NPEAIIEeCTBAIA €KCIIO3UIHS Ha
antu-TNF-a cpeacTsa, py NalMeHTH C ICOPUATHYEH apTpuT Wi 6oject Ha Crohn, wim ot
MpeJIecTBalia eKCIo3uIis Ha ONOJIOTHYHHU JICKAPCTBeHH POoAYKTH (T.¢. anTH-TNF-0 cpeacTa
W/WITH BEJIOIN3yMal) MU MAIUEHTH C YIIIEPO3CH KOJIHT.

Pesynrature ot ipoy4Bane in vitro u OT npoyuBaHe ¢aza | nmpu ygacTHUIM ¢ aKTHBHA OoJiecT Ha
Crohn He npenonaraT HeOOXOUMOCT OT aJaNTHPaHE Ha J103aTa MPH MAIUSHTH, KOUTO IT0JTy4aBaT
eqnoBpemenHo CYP450 cybcrparu (Bk. Touka 5.2).

[Tpu npoy4BaHus pH TICOpUA3KC HE ca OIEHABaHH 0€30MaCHOCTTa U e()UKACHOCTTA HA YCTEKHHYMal B
KOMOMHAIUS C UMYHOCYTIPECOPH, BKIIOUUTEIIHO OMOJIOTHYHH cpeAcTBa i poTtorepanus. [Ipu
MIPOYYBaHUs IPU IICOPUATHUYEH apTPUT, CHITBTCTBALIOTO NpUiIokeHne Ha MTX He nosnusisa
Oe3onacHocTTa U epuKacHOCTTa Ha ycTekuHyMab. B mpoyuBanusita npu 6onect Ha Crohn u
YIILEPO3€eH KOJIUT CHITBTCTBAIIOTO NMPHIOKEHNE Ha UMYHOCYIIPECOPH WIIH KOPTHKOCTEPOUAN
M3IIISKa He TOBIMSIBA 0€30M1aCHOCTTA WM e(pUKACHOCTTa HA YCTEKHMHYMal (BX. Touka 4.4).
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4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ meTepoeH NOTEHIHAT

JKenu ¢ nereponieH MOTEHIMAN TPsIOBa Ja W3MOI3BaT e(PEKTHBHA METOIN Ha KOHTPAIISIIIINS IO BpeMe
Ha JIEUYEeHUE U 10 15 ceaqMuI Cciel JIEUEHUETO.

Bpemennoct

[TpocrieKTUBHY JaHHU OT HETOJIsIM Opoii cily4an Ha OPEeMEHHOCT Ciie]] eKCIIO3HIINS Ha YCTEKUHYMao ¢
M3BECTEH M3XO0Jl, BKIIOYHUTENHO MoBede oT 450 ciryyast Ha OpeMEHHOCT ¢ eKCIIO3HUINUS Pe3 MbPBHS
TPUMECTBP, HE IOKA3BAT MOBHUILEH PHCK OT T'OJIEMH BPOACHU MaI(pOpMaIK IPU HOBOPOAEHOTO.

[IpoyuBaHusTa IPU KUBOTHU HE MMOKA3BAT NPEKH WJIM HENPEKH BPEIHU €EKTH, CBhP3aHH C
OpeMeHHOCTTa, eMOPHOHATHOTO/PETATHOTO Pa3BUTHE, PAKIAHETO MITH ITOCTHATATHOTO pa3BUTHE (BIK.
ToYka 5.3).

HanmmuausaT kmuHMYeH onut obave e orpanndeH. KaTto mpeamnaszHa MsipKa € 3a IpeIioYnTaHe Ja ce
n30srBa ynorpebata Ha WEZENLA 1o Bpeme Ha OpeMEHHOCT.

Ycreknnymab nmpeMuHaBa mpe3 IialeHTara i ¢e OTKpUBa B cepyMa Ha KbpMayieTa, POJICHHU OT JKEHH,

JIEKYBaHU C YCTEKHHYMa0 1Mo BpeMe Ha OpeMeHHOCTTa. KIIMHUYHOTO Bh3AeHCTBIE HA TO3H (aKT HE €

W3BECTHO, HO PUCKBT OT MH(EKIIUS IPU KbpPMadeTa, C eKCIIO3UIIMS Ha YCTEKUHYMAO in utero MOXe Ja
O'bJIc TIOBHUIIICH CJIC]T PaXKIaHETO.

He ce mpenopbsuBa npunarane Ha >kuBu BakcuHU (kaTo LXK BakcuHa) mpu kppmadeTa, ¢ eKCIIO3HUIUS
Ha yCTeKMHyMa0 in utero, B IPOABIDKEHHE HA ABAHAZECET Mecella Clle]] paXkIaHEeTO WM JOKaTo
CEPYMHHUTE HUBA Ha YCTEKMHYMa0 MPH KbPMAUETO CIaJHAT 110 HUBOTO Ha JETEKIMs (BXK. TOUKH 4.4 U
4.5). Axo e HayMIe KaTeropuyHa KJIMHAYHA 110132 32 OTAEIHOTO KbpMade, MOXKE /1a C€ OOMHCIIH
MpuUjIaraHe Ha KUBa BaKCHHA B [TO-PaHEH MOMEHT, aKo HE C€ OTKPHBAT CEpyMHU HUBA Ha
yCcTeKnHyMao.

Kepmene

OrpaHuveHH TaHHY, yOJUKYBaHH B JIUTEPATYpaTa, IOKA3BAT, Y€ YCTEKHNHYMa0 ce eKCKpeTHpa B
YOBEIIKaTa KbpMa B MHOTO Mallku KoimdecTBa. He e n3BecTHO manu ycreknHymab ce abcopbupa
CHUCTEMHO clie]l noribiane. [lopaau noreHnuana 3a nposBa Ha HEXKEJIaH! JISKAPCTBEHH pPEeaKklUi KbM
YCTEKMHYMa0 MpH KbpMaueTaTa, TpsOBa Jia ce B3eMe peIlIeHUE JIaJIH Ja ¢e IPEeyCTaHOBH KbPMEHETO
10 BpEME Ha JICUeHHE U A0 15 ceaMuuu ciief] JIeUeHUEeTo, Wil 1a C€ IPEYCTaHOBU TEepaIusiTa ¢
WEZENLA, kaTo ce B3eMar npeaBu/ moj3ara oT KbpMEHETO 3a JIETETO U 1M0JI3aTa OT TepamnusTa ¢
WEZENLA 3a xenara.

PepTUnnTeT
EdexThT Ha ycTekuHyMal BpXyY (epTHINTETa IPU XOpa HE € OLIEHEH (BXK. Touka 5.3).
4.7 EdexTu BbpXy criocod0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

WEZENLA He noBnusBa WK NOBIUSBA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 IoHUpaHe u padoTa C
MAITIHH.

4.8 Hexenanu JeKapCcTBEHH PeaKIHHU

0O06001menre Ha npoduia Ha 6€30IaCHOCT

Haii-yectute HexxenaHu JeKapcTBeHU peakuuu (> 5%) B KOHTPOIUPAHUTE IEPHOAN OT KIMHUYHHUTE
IPOYYBaHUS NIPU BB3PACTHU C IICOPUA3UC, IICOPUATUYEH apTpuT, 6osiecT Ha Crohn U yJIiepo3eH KOJIUT

61



C YCTeKHHYMal ca Ha30(papuHTHUT U ri1aBodoiue. [loBedeTo OT TSIX ce CUUTAT 3a JICKH U He HallaraT
NpeKbCBaHe Ha MPOYYBAHOTO JeueHue. Hali-cepro3Hara HexenaHa JIeKapCTBEHA PEakIusl, KOSITO €
ChOOIIIaBaHa 33 YCTEKMHYMa0, € CEpUO3HA PEaKIus Ha CBPhXUYBCTBUTEIHOCT, BKIFOYUTEITHO
anadwiakcus (Bxk. Touka 4.4). O0musaT npodui Ha 6€30MaCHOCT € MOA00CH MTPY MAIUSHTH C
TICOPUA3UC, IICOpPUATHYEH apTpuT, OosecT Ha Crohn n ynmepo3eH KOIuT.

TabauyeH COUCHK HA HEXKEITAHUTE PCAKIINHN

[JanHuTe 3a 6€30MaCHOCT, IPEAOCTaBEHH I0-A0JIY, Ca IIOJIYUYEeHHU Cllell eKCIIO3UIHA Ha yCTEeKNHYyMa0
npu Bb3pacTHU B 14 npoyuBanus ¢aza 2 u ¢asa 3 npu 6 710 nauuentu (4 135 ¢ ncopuasuc n/umm
ncopuaTHueH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ yiepo3eH KoauT). ToBa BKIIOYBa
€KCIIO3ULHUS HA YCTEKMHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOIMPAHUTE NEPUOIH HA KIMHUYHUTE
MPOYYBaHUS MPH MAILMEHTH C ICOPHA3KC, IICOpUATHIeH apTpuT, 6onect Ha Crohn miy ynuepo3eH
KOJIUT B IPOABJDKEHUE HA Hall-Mako 6 mecena (4 577 mauueHTn) win noHe 1 roguHa

(3 648 martuenTn). 2 194 manmenty ¢ ncopuasuc, 6omect Ha Crohn Uiy ¢ ynmepo3eH KOIUT ca ¢
eKCITO3UIH 32 oHe 4 ToanHu, mokaTto 1 148 manuenTu ¢ ncopuasuc wim 6onect Ha Crohn ca ¢

€KCIIO3UIIMS 3a IIOHE S5 TOIUHU.

B tabnuna 1 e mokazaH CIHUCHK ¢ HEKENAHUTE JICKAPCTBCHH PEAKIIUK OT KJIMHUYHU MPOYYBAHHS TPH
BB3PACTHH C IICOPHA3HC, TICOPUATUYEH apTpuT, 6osiecT Ha Crohn U ¢ ynIepo3eH KOJIHT, KaKToO |
HEXEJIAHUTE PEaKIMK OT MOCTMapKETHHIoBaTa yrnoTpeda. Hexxenanure peakiuu ca KiacupuipaHu
MO CHCTEMO-OPTaHHHU KJIACOBE M YECTOTa ChITIACHO CIIJHATA KOHBEHIIMSA: MHOTO YecTH (> 1/10), yecTu
(> 1/100 mo < 1/10), Heuectu (> 1/1 000 mo < 1/100), peaku (> 1/10 000 mo < 1/1 000), MHOTO peaKu
(< 1/10 000), c Hen3BecTHA YecTOTa (OT HATMYHUTE TAHHKW HE MOXe J1a ObJie HalpaBeHa oleHka). [Ipu
BCSIKO IPYMUPAHE B 3aBHCUMOCT OT YE€CTOTATA HEXKEIAHUTE JICKAPCTBEHU PEaKIMU ce U30pOSBaT B
HU3XOJAI PeJl 0 OTHOIICHHE HA TIXHATA CEPHO3HOCT.

Tadanna 1. CiucbK HA HeXKeJTaHU PeaKuun

CI/ICTCMO-OpFaHHI/I KJIaCOBE

YecToTa: HEKEJIAHU PeaKIuu

WNndexnmn u napecTanmm

Yectr: mHGEKIINS HA TOPHUTE INXATEIHU TBTUINA, HA30(apHHTHT,
CUHY3UT

Heuectu: uenynut, AeHTaTHA HH()EKLINH, XEPIIeC 30CTep, MHPEKLUs
Ha JIOJHUTE TUXATEITHH IBTUINA, BUPYCHH WH(EKIIMN Ha TOPHUTE
JIMXaTeJTHH TbTHUINA, BYJIBOBArMHAIHA MUKOTHYHA WH(EKIHS

Hapymenus Ha uMyHHaTta
cucreMa

HeuecTn: peakiyiv Ha CBPbXUyBCTBUTEITHOCT (BKJIFOYUTETHO OOPUB,
YpTHUKApHs)

Penku: cepro3Hu peakiivi Ha CBPbXYYBCTBUTEITHOCT (BKJITFOUUTEITHO
aHaWIaKCHsI, aHTHOENIEM)

IlcuxuuHM HapyLIEeHHs

Heuecru: AcTIpecus

Hapymenus Ha HepBHaTa
cucreMa

YecTtu: 3aMaiiBane, ri1aBo00JIHe
Heuecrtu: nuieBa napanuza

PecniparopHu, rpbaHU U
MEINaCTHHAIIHU HapyIIeHUs

Yecrtu: opodapunreanna 6oka

HeuecTu: Ha3zanHa koHrecTus

Penku: anepruueH ajnBeoIuT, €03MHO(HIHA THEBMOHUS
MHOr0 peJiku: OpraHu3upalia MHeBMOHU *

CTOMaI_HHO—‘lpeBHI/I

Yecru: Auapusd, raicHEC, MOBPBIIAHC

HapyLICHHS
Hapymenns Ha koxxarta u Yectu: cppOex
MOJIKOYKHATA ThKaH Heuecrn: mycTyno3eH ncopuasuc, ekcgonuanys Ha KoxKaTa, akHe

PC,Z[KI/II eKC(bOJ'II/IaTI/IBCH ACPMATUT, XUTICPCCH3UTUBCH BACKYJIUT
MHuoro PECAKU: 6y.l'[03€H HCM(l)I/IFOI/I,I[, KOXCH JIYITYC €pUTEMATO1CC

Hapyenust Ha MyCKyJIHO-
CKEJIeTHATa CHCTEMA U
CbEAVHUTEIIHATA ThKaH

UYectu: 001kH B r'bpOa, MHANTHS, ApTPAITUS
MHoOro pesku: JIymyc-1oJJ00eH CUHIPOM
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CHCTeMO-OpFaHHI/I KJIaCoBe¢ YecToTa: HEXKEJAHA Pe€aKIIuu

O6mu Hapymenus u ebpexktn | Yectn: ymopa, epureMa Ha MSICTOTO HA HHKEKTHpaHe, O0IKa Ha

Ha MSCTOTO Ha MPWJIOKEHUE | MSICTOTO HA HHKECKTHPAHE

Heuecrtu: peakiiuu Ha MACTOTO Ha HHXKEKTUPAHE (BKITIOYUTEITHO
KPHBOU3JIMB, XEMaTOM, BTBBP/IIBAHE, MIOTYBAHE H ChPOEIK), ACTCHUS

* Bwxkre Touka 4.4, CUCTEMHH M PECTIUPATOPHU PEAKLMH Ha CBPBXIyBCTBHTEIHOCT.

Onucanue Ha I/136DaHI/I HCXKCIaHU JICKAPCTBCHU PCAKITNNA

HUnghexyuu

B mmanie60-koHTpoIMpany Npoy4YBaHHUS MPY MALUEHTH ¢ ICOPUA3UC, ICOPHATHYECH apTPHT, OOJIECT Ha
Crohn u ¢ ymmepo3eH KOJIUT MPOIEHTHT Ha HH()EKIINUTE W CEPUO3HUTE MHEKINH € CXO/ICH pH
MAIMEeHTHTE, JIEKyBaHH C YCTEKHUHYyMa0, U MPH JIEKyBaHUTE C iarnedo. B miame6o-koHTponupanus
NepUo]] Ha Te3U KIMHUYHHU MPOYYBaHMA YecToTara Ha HHekuuuTe € 1,36 3a nmanueHToroanHa
npociieisBaHe MpH NalueHTH, JIeKyBaHU ¢ YCTeKHHYyMa0, U 1,34 — npu nanueHTH, JIEKyBaHH C
rtane6o. [losBunmre ce ceprozan nH(pekmu ca ¢ yecrora ot 0,03 3a manmMeHTOro[uHa MPOCIeIBaHe
NIPY TTALMEHTH, JIeKyBaHH ¢ ycTekrnaymab (30 cepro3nu nndexuuu 3a 930 nmanueHToroauHu
npocnensasane), u 0,03 — npu nanyeHTy, JIeKyBaHH ¢ Tuiane6o (15 cepro3Hu HHPEKIUH 3a

434 manueHTOroUHY TpociiesBaHe) (BXK. Touka 4.4).

B xoHTpOoNMMpaHnuTe U HEKOHTPOIMPAHUTE IEPHOIN HAa KIMHUYHUTE IPOYYBaHUS MIPH MICOPUA3HC,
NICOpUATHYEH apTpUT, OosecT Ha Crohn M yJIepo3eH KOJIHT, MPeICTaBIIsBALLT

15 227 manueHTOroANHN eKCIO3UIHA ¢ YyCTeKnHyMab mpu 6 710 manuedTn, MenuaHaTa Ha BpeMETO Ha
npocrnenassade € 1,2 roaunu; 1,7 roquHM 3a MPOyYBaHUATA MIPH ICOPUATHYHO 3a0oisiBaHe, 0,6 TOAMHU
3a poyuBaHusTa pu Oosect Ha Crohn u 2,3 rOAMHY 32 MPOYUYBAHUSATA C YIIEPO3EH KOJIHUT.
[IporienThT Ha nHpeknuuTe € 0,85 3a ManUeHTOroMHA MPOCIIEIBaHE IIPH MAIUEHTH, JIEKYBaHH C
yCTeKHHYMa0, a MPOLIEHTHT Ha cepruo3HuTe MHPeknnu npu Tsax e 0,02 3a manueHTorouHa
npocnensasane (289 ceproznu uHGpeEKIMU 3a 15 227 NanueHTOroAMHN IPOCIISAsIBaHEe) U Ca IOKJIa{BaHU
CepUO3HM MH(EKLNH, BKIIOUYUTEIHO THEBMOHHMS, aHaJIeH a0cIiec, LeJTyTUT, TUBEPTHKYJIHT,
racTpOCHTEPUT U BUPYCHHU NH(EKIHH.

B MMPOBCACHU KIIMHUYHU NPOYUBAHUSA MMALIUCHTU C JIATCHTHA Ty6€p1<yn03a, KOHTO ca OMIIH
CAHOBPEMCHHO JICKYBAHU C U30HHUA3U, HC Ca Pa3BUJIN Ty6ep1<yno3a.

3noxauecmeenu 3abonsisanus

B mnane6o-koHTpoMpanus Iepro]T Ha KIIMHIUYHY IIPOYYBaHUS P IICOPUA3HC, ICOPUATHIEH apTpPUT,
6osect Ha Crohn ¥ yJIIIEpO3E€H KOJIMT Y€CTOTATA HA 3JI0KAYECTBEHUTE 3a00JIBaHUs, C U3KIIOUCHHUE Ha
HEMEJIAHOMEH pak Ha KoxaTa, € 0,11 3a 100 nanueHToroquHu npocieasiBaHe Npy NauueHTH,
nexyBaHu ¢ ycreknayma0 (1 mamueHT 3a 929 nanueHToroIMHU MpocieisBaHe) B CPAaBHEHHE C

0,23 mpu marMeHTuTe, JeKyBaHu ¢ iaieoo (1 manueHT 3a 434 naliueHTOroJuHH MIPOCICIsIBaHE).
YecroTaTa Ha HEMENaHOMEH pak Ha koxkara e 0,43 3a 100 manueHToroIMHu MpociesBane 3a
MAIUEHTHUTE, JICKYBaHH C YCTeKUHYMa0 (4 maruenTy 3a 929 nanueHToroIMHu Mpocie/isiBaHe) B
cpasuenue ¢ 0,46 pu ManueHTUTE, JIEKyBaHHU ¢ Tutane0o (2 manuenTn 3a 433 marueHToroJuHA
MIPOCIIE/IIBaHe).

B KoHTposnMpaHuTe 1 HEKOHTPOIUPAHUTE NIEPUOAN Ha KIMHUYHUTE ITPOYYBAHUS P NICOPUA3HC,
IcopuaTHueH apTpuT, 6osiecT Ha Crohn U yJIiepo3eH KOJIHUT, IPEACTaBIIABAIIH

15 205 mauueHTOroJMHM EKCIIO3ULHMs C ycTeKnHyMab nipu 6 710 manueHTH, MeguaHaTa Ha BpeMeTo Ha
npocnenssane € 1,2 ronunu; 1,7 ToaUHA 32 MPOyYBaHUATA P IICOPUATHIHO 3a00isaBane, 0,6 TOTUHU
3a mpoyuBaHusTa npu Oonect Ha Crohn u 2,3 roJJHM 32 IPOYYBAHHSATA C YIIIEPO3EH KOJIHT.
3nokauecTBEHH 3a00JSIBaHUS, C M3KITIOUEHHE HA HEMETAaHOMEH paK Ha KOXKaTa, ca JIOKJIaBaH! TPH

76 narmenty 3a 15 205 manueHTorouHM Ha npociensBane (dectora ot 0,50 Ha 100 manueHTOroANHN
Ha MPOCJIe/IsIBaHe MPH MAIIMEHTH JICKYBaHH C yCTeKHnHYMa0). Te3u ciydan Ha 3710Ka4eCTBeHH
3a00J1ABaHNs, CHOOIIEH TIPH MAIIUEHTH, JIEKYBaHU C YCTEKMHYMab, ca CpaBHUMH C OUYaKBAHNTE
ciydad B oOmiara nomynanus (craHaapTu3upad koepunueHT Ha yectota = 0,94 [95% noBeputeneH

63




uaTepsat: 0,73, 1,18], kopurupas 3a BB3pacT, 1o u paca). Haii-uecto HaOIroaBanuTe
3JI0KAYE€CTBEHH 3a00ISIBAaHASA, PA3IMYHA OT HEMEIAHOMHUS KapIITHOM Ha KOXaTa, ca KapImHOM Ha
MpoCTaTara, MeJaHOM, KOJIOPEKTaJICH KapIIMHOM U KapIIMHOM Ha repaara. CiiydanTe Ha HeMeJTaHOMEH
KapuuHOM Ha koxkarta ca 0,46 na 100 marueHTOroIMHN Ha IPOCeAsIBaHE MPU MAIUEHTH, JICKYBaHH C
ycTekuHyMab (69 manuenTH 3a 15 165 manuenToroAnAN Ha pocnensBane). CbOTHOIIEHHETO Ha
MAIIEeHTH ¢ 6a3aJIeH CIIPSMO CKBAMO3HOKIICTHUCH KapIIMHOM Ha Kokarta (3:1) € cpaBHUMO ChC
CHOTHOIIICHUETO B 00MIaTa momyianus (Bx. Touka 4.4).

Peamﬂm Ha cepvxuyecmeumesiHocm

B koHTponHMpaHuTe IEPUOIU HA KIMHUYHY TPOYYBAHUS MPU ICOPUAZHC U ICOPUATHYCH apTPUT Ha
yCTeKuHyMab oOpHuB u ypTuUKapus ca HabmrogaBanu nipu < 1% ot manmenTute (BX. Touka 4.4).

C’I)06HlaBaHC Ha nMoJ03WpaH HEXKCIIaHU PCAKITNH

CpobmiaBaHeTo Ha TIOJJO3MPAHH HEXKEIIaHU PEaKIUH Cie]l pa3pelraBane 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa MMO3BOJIsABA Ja MIPOIBIKH HAOIOICHHUETO Ha ChOTHOIIICHUETO MOJI3a/PUCK 32
JeKapcTBeHUS MPOoAYKT. OT MEIUIIMHCKUTE CIISIIUAIMCTH CE M3UCKBA Ja ChOOIIaBaT BCSIKa
M0I03UPaHa HeXKeaHa peakins Ype3 HAIMOHAIHA CUCTEMa 33 ChOOIIaBaHe, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Ennanunn no3u 1o 6 mg/kg ca npuiaraHu MHTPAaBEHO3HO B KIIMHUYHU MIPOYyYBaHUs 03
OrpaHMYaBallia g03aTa TOKCHYHOCT. B ciryyaii Ha mpezjo3upane ce npenopbuBa ManueHTUTe Ja ce
HaOJII01aBaT 3a MPHU3HAIM WM CHMITOMH Ha HEXEJIAHH PEaKkIMy 1 He3a0aBHO J1a Ce MPUIIOKH
MOJXOIAIIO CHMITOMATHYHO JICUCHHE.

5.  ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmakoTepaneBTuiHa rpyna: IMyHocynpecopu, nHXuOuTopH Ha nHTepiaeBkuHa, ATC kox:
LO4ACO05

WEZENLA e 6uonoruyHo no1o0eH JiekapcTBeH MpoayKT. [1opoOHa nHdopmMalms e npeocTaBeHa
Ha yeOcaiita Ha EBpormeiickara areHmus no ekapcrsara https://www.ema.europa.eu.

MexaHu3bsM Ha JIEHCTBUE

Ycereknnymab e m3usio yoBemko [gG 1k MOHOKIIOHAITHO aHTUTAIIO, KOETO CE CBBP3Ba ChC
cnenn(UIHOCT KbM 0011aTa NpoTenHoBa cybeannuna p40 Ha YOBEIIKH HUTOKUHN UHTEPIeBKUH [L-
12 u [L-23. Yerexkunymab nmotrcka 6noaktuBHocTTa Ha YoBemkute 1L-12 u [L-23, kato
npenoTBpaTsBa cBbp3BaHeTO Ha p40 ¢ IL-12RB1 peuenropen npoTenH, pa3noiokKeH Ha MOBBPXHOCTTA
Ha IMYHHUTE KJIETKU. Y CTEeKMHyMa0 He Moxke f1a ce cBbpike ¢ 1L-12 umu ¢ IL-23, kouTo Beue ca
cBbp3anu ¢ [L-12RB1 penentopu mo kieThyHaTa MOBHPXHOCT. CIEIOBATEIHO € MAJIKO BEPOSTHO
yCTeKHHYMa0 Jia ydacTBa B KOMIUIEMEHT- WM aHTUTSIIO-MeIMUpaHaTa IIATOTOKCHYHOCT Ha KIIETKUTE
¢ peuenropu 3a IL-12 w/mmm 1L-23. IL-12 u IL-23 ca xeTepoauMepHU IUTOKHHH, CEKPETUPAHH OT
aKTHBHPAHM aHTUTEH-TIPEACTABAIIN KIETKH, HAIpUMep Makpodaru U IeHAPUTHH KIIETKH U JIBaTa
[UTOKMHA y4acTBaT B UMyHHUTE QyHKImHY; [L-12 ctumynupa ectectBernte kietkn youiim (NK) u
npeau3BukBa qudepenunanuata Ha CD4 + T xknerkute kM T 1 xenmnepen (Thl) ¢penotun,

IL-23 unnyumpa et Ha T 17 xennepure (Th17). AGHOpMHaTa perynanus Ha IL-12 u IL-23 obaue ce
CBBp3Ba C IMYHHOMEIMUPAHH 3200 SIBAHUS KATO TICOPHA3ZHC, IICOPUATHICH apTPUT U OoJiecT Ha
Crohn.
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Upes cBbp3Bade Ha obmaTa cydenuanma p40 Ha [L-12 u [L-23 ycTexkuayMad Moke 1a OKa3Ba CBOUTE
KJIMHAYHU €(QeKTU TP ICOPHA3UC U ICOPHATHYEH apTPUT U YIIEPO3CH KOJIUT Ype3 MPEeKbCBaHEe Ha
mprumata Ha Thl u Th17 unToknHM, KOMTO ca B OCHOBAaTa HA MATOJIOTHATA Ha TE3H 3a00JIIBaHUSL.

IIpu marmenTn ¢ 60ect Ha Crohn e4eHneTo ¢ yCTeKHHYMal BOIH 10 HaMaJeHHE Ha
BB3NATUTETHUTE MapKepH, BKIrounTenHo C-peaktuBeH npotenH (CRP) u dekanen kanmpoTeKTrH 1o
BpeMe Ha MHAYKIIMOHHATA (ha3za, KOETO CiIel TOBa Ce MOAIbpIKa Ipe3 IsuIaTa moabpxaia dasa.

CRP e omieneH 1o BpeMe Ha MPOIBIDKEHUETO HAa IPOYYBAHETO U HAMAJICHUSTA, HAOI0aBaHH 110
BpeMe Ha MojIbpikaniara (aza, OOMKHOBEHO ce 3ara3Bat A0 252 ceaMHula.

Nmynuzanmmn

ITo BpeMe Ha ABATOCPOUHOTO MPOIBIKEHUE Ha TpoyuBaHe npu ncopuaszuc 2 (PHOENIX 2),
BBH3PACTHUTE MALMCHTH, JIEKYBaHH C YCTEKHHYMa0 3a Hali-Majko 3,5 roJuHu, ca Jaly aHTUTSIIO-
OTTOBOPH HAa THEBMOKOKOBH MOJIM3aXapHUIHU BAKCUHY U BAKCUHU CPEIly TETaHYC, CXOIHU C TE3U IPH
KOHTpOJIHATa rpyIa MalueHTH, MoTy4YaBallyd HECUCTEMHO JieueHre Ha nicoprasuc. CXoieH MPOLEHT OT
BB3PACTHUTE MALUCHTH, JIEKYBaHH C YCTEKHHYMa0 U Te3U B KOHTPOJIHATA IPYIIa, ca Pa3BUIM 3aIIUTHH
HUBA Ha aHTUITHEBMOKOKOBY ¥ aHTUTETAHUYHH aHTUTENA, U THTPUTE HA AaHTUTENIaTa UM Ca CXOJHHU.

Knnnnuza edpukacHocT 1 6€30I1aCHOCT

IInaxoe ncopuasuc (6v3pacmuu nayuenmu)

besomacHocTTa M ehrkacHOCTTa HA yCTEeKMHYMA0 ca otleHeHu py 1 996 manuenTy B 1Be
PaHIOMU3UPAHH, IBOHHOCIENH, IJ1ale60 KOHTPOJIMPAHH IPOYUBAHUS IPH MALIUEHTH C YMEPEH 10
TEXBK TIAKOB NICOPUA3UC, KAHAWAATH 3a (OTOTEpanusi Wi cucTeMHa Tepamnusi. OCBeH TOBa B €THO
paHIOMHU3UPAHO, AKTUBHO KOHTPOJIMPAHO MPOYUBAHE ChC 3aCIIETIEH OLIEHUTEN € CPAaBHEHO eMCTBUETO
Ha YCTEKHHYMa0 U eTaHepLENT NPH NalMEeHTH C YMEPEH A0 TEeXbK IUIaKOB IICOPHA3HC, KOUTO HE ca ce
TMMOBJIVAIN, IIPOABUIIMA Ca HEMMOHOCUMOCT WJIM Ca UMaJIu IPOTHUBOIIOKAa3aHUEC KbM ITUKJIIOCIIOPYH, MTX
i [TYBA Ttepanus.

B npoyusane npu ncopuaszuc 1 (PHOENIX 1) ca ounenenu 766 nanuentu. 53% ot TsX He ca ce
TIOBJIMSUTH, TIPOSIBIUIA Ca HEMTOHOCHMOCT HJIA Ca UMAJIM MPOTHBOIIOKA3aHUE KBM JPyTa CUCTEMHA
tepanus. [lanmenTHTE, paHAOMU3UPAHH 32 JICUSHHE C YCTEKUHYMA0, ca MPUeITH 103U OT 45 mg Wi
90 mg B cenmunu 0 1 4 ¥ ca NPOABILKUIM Ja PUEMAT ChIllaTa J03a Ha BCEKU 12 ceamMunu.
[TannenTrTe, paHIOMU3UPAHH 3a JIeueHHUE C maedo B ceamuiy 0 u 4, ca MpeMUHAINA KbM JICUCHHE C
ycTekuayMa0 (45 mg wiu 90 mg) B cenmuiu 12 u 16, ciier KOETO ca NMPOIBIIKHUIIN J1a TPUEeMaT
chInara 1o3a Ha Bceku 12 cenmuru. [lanmeHTr, MbpBOHAYAIHO PAHAOMU3UPAHU 32 JICUCHHE C
YCTEKMHYMa0, KOUTO ca JOCTUT'HAJIM HUBO Ha MOBJIMsABaHE 75 1O MHJIEKCA 3a IUIOII Ha 3acsraHe u
TexxkecT Ha ricopuasuc (Psoriasis Area and Severity Index, PASI) (momo6penue mo PASI ot MmuanmMym
75% B cpaBHEHHE C U3XOJHUTE CTOMHOCTH) B ceamuLu 28 u 40, ca MOBTOPHO paHIOMU3HPAHU 32
JIEYECHHUE C YCTEeKHMHYMa0 Ha BCEKH 12 ceMuIM Wi ¢ 1aredo (T.e. OTTErIITHE OT TepanusTa).
[TarueHTHTE, TOBTOPHO PaHIOMHM3UPAHU 3a JIeUeHHE ¢ 1aie0o B ceamuia 40, ca Bb300OHOBUIN
Tepanuara ¢ yCTeKUHyMa0 B IIbpBOHAYAIHATA CH CXeMa Ha JIO3UPaHe, Cliel] KaTo MoJ00PEHUETO UM 110
PASI B cenmunia 40 e namansuio ¢ MuauMyM 50%. Beuuku manueHTy ca mpociaeieHu 3a Mepuo 10
76 ceaMuITU Clie]] TbPBOTO MPHIIOKEHUE HA M3CJICIBAHOTO JICUCHNE.

B nmpoyusane npu ncopuazuc 2 (PHOENIX 2) ca ouenenn 1 230 nanuentu. 61% ot TsX He ca ce
TTOBJIHSUTH, TIPOSIBIUIA Ca HEMTOHOCHMOCT FUIA Ca UMAJIH MPOTHBOIIOKA3aHUE KBM JAPyTa CUCTEMHA
tepanus. [larMeHTUTe, paHIOMHU3MPAHH 3a JICYCHUE ¢ YCTEeKHHYMa0, ca MPHUeIn 1034 OT 45 mg uiu
90 mg B cenmunu 0 u 4, mociaeABaHU OT AOIIBIHUTENHA A03a B cenmuia 16. [lanuenTture,
paHIOMHU3UPAHU 3a JIeueHue ¢ tianebo B ceaqmuiiy 0 u 4, ca MpeMHUHAIH KbM JISYCHUE C YCTEKHHyMa0
(45 mg i 90 mg) B cenmunn 12 1 16. Becnuku maniueHTH ca IPOCISACHH 3a MIEPUOJ 110 52 CeIMUITA
CJIe/ TEPBOTO MPIJIOKEHHUE HA U3CIIEABAHOTO JICUCHUE.
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B mpoyusane npu nicopuazuc 3 (ACCEPT) ca ouenenn 903 manueHTH ¢ yMEpPEH 10 TeXBK IICOPHA3NC,
KOHTO HE ca ce MOBJHUTH, IPOSIBUIM Ca HETOHOCUMOCT HJIHM Ca UMaJId MPOTHUBOIIOKA3aHUE KbM JIpyra
cuctemHa Tepanusi. CpaBHeHa € e(UKacCHOCTTa Ha YCTEKMHYMal ¢ Ta3u Ha €TaHEPLEIIT U € OLlCHEHa
Oe3omacHocTTa Ha yeTeknHyMab u eranepuent. [lo Bpeme Ha 12-ceqMuaHaTa aKTHBHO KOHTPOJIHpaHa
YacT OT MPOYYBAHETO MAIUEHTUTE Ca PAaHIOMH3HMPAHH J1a IpuemMat eranepuent (50 mg 1Ba IbTH
CeIMUYHO), ycTeknHyMab 45 mg B ceqmunu 0 u 4 win ycrekuaymad 90 mg B ceamunu 0 u 4.

W3xoaHuTe XapakTepUCTUKH Ha 3a00JsIBAHETO Ca IPUHLIUIIHO [TOCIIEI0BATEIHU BB BCUUKH I'PYIIH Ha
JieYeHue B poy4dBaHe npu ncopuasuc 1 u 2 ¢ menuana Ha PASI ckopa Ha uzxoaHo HUBO ot 17 1o 18,
¢ MeJMaHa Ha TeJiecHa MoBbpxHOCT (BSA) Ha m3xomHO HUBO > 20 ¥ ¢ MeMaHa HA IEPMAaTOJIOTHYCH
WHIEKC 3a KadecTBO Ha uBOT (Dermatology Life Quality Index, DLQI) B rparumute ot 10 mo 12.
bauso enna tpera (mpoy4BaHe npu ncopuasuc 1) u enqHa 4eTBBPT (MIPOyUYBaHEe IPH NICOPHAZHC 2) OT
nanueHTuTe uMat rncopuatuueH aptput (PsA). [logoOHa TexxecT Ha 3a00s1BaHETO ce HabIro1aBa u
TIpH TIpOYyYBaHe MPH TICOpHuasuc 3.

H’prI/I‘IHaTa KpaﬁHa TOYKa B TC3U MPOYYBAHUA € CbOTHOMICHUCTO HA MATUCHTUTE, JOCTUTHAJIM HUBO
Ha nioBusBaHe 1o PASI 75 cpssmMo m3xomHuTe cToiHOCTH B ceamuma 12 (Bx. Tabmumu 2 u 3).

Ta6anna 2. O0001eHNe HA KIUHUYHOTO MOBJIMABaHe B IPOy4YBaHe NMPH
ncopuasuc 1 (PHOENIX 1) n npoyuBane npu ncopuasuc 2 (PHOENIX 2)

Ceamuna 12 Ceamuna 28
2 no3u (ceqmuna 0 u cenmuua 4) 3 no3u (ceqxmumna 0,
ceqmMuua 4 u
ceamuia 16)

[Tnane6o 45 mg 90 mg 45 mg 90 mg
IIpoyyBane npu
ncopuasuc 1
Bpoii pannomuzupanu 255 255 256 250 243
NaIUCHTH
[MoenusiBane mo PASI 50, 26 (10%) | 213 (84%)® | 220 (86%)?* | 228 (91%) | 234 (96%)
op. (%)
IToBnusiBane mo PASI 75, 8 (3%) 171 (67%)* | 170 (66%)* | 178 (71%) | 191 (79%)
op. (%)
[Moenusiane mo PASI 90, 5 (2%) 106 (42%)* | 94 (37%)* | 123 (49%) | 135 (56%)
op. (%)
OOJI° 3a M34UCTEHN WIN 10 (4%) | 151 (59%)* | 156 (61%)? | 146 (58%) | 160 (66%)
MUHUMaJTHH, Op. (%)
Bpoii nanmentu 166 168 164 164 153
<100 kg
[osnusiBane o PASI 75, 6 (4%) 124 (74%) | 107 (65%) | 130 (79%) | 124 (81%)
op. (%)
Bpoii manmentn 89 87 92 86 90
> 100 kg
IloBmusBane mo PASI 75, 2 (2%) 47 (54%) 63 (68%) 48 (56%) 67 (74%)
op. (%)
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Cenmuna 12 Cenmuna 28
2 no3u (ceamuua 0 u ceamuua 4) 3 no3u (ceqxmuua 0,
cenmMuna 4 u
ceqmuia 16)
[Tmame6o 45 mg 90 mg 45 mg 90 mg
IIpoyuBane npu
ncopuasuc 2
Bpoit pangomusupanu 410 409 411 397 400
MAIECHTH
IToBmusaBane o PASI 50, 41 (10%) | 342 (84%)* | 367 (89%)* | 369 (93%) | 380 (95%)
op. (%)
[NosnusBane o PASI 75, 15 (4%) | 273 (67%)* | 311 (76%)? | 276 (70%) | 314 (79%)
op. (%)
IToBmusaBane o PASI 90, 3 (1%) 173 (42%)* | 209 (51%)* | 178 (45%) | 217 (54%)
op. (%)
OOJI° 3a M34YKCTEHH WU 18 (4%) | 277 (68%)% | 300 (73%)?* | 241 (61%) | 279 (70%)
MUHUMAITHH, Op.
(%)
Bpoii naumentu 290 297 289 287 280
<100 kg
[HonusBane mo PASI 75, 12 (4%) | 218 (73%) | 225 (78%) | 217 (76%) | 226 (81%)
op. (%)
Bpoiit nanuentu 120 112 121 110 119
> 100 kg
[HonusBane mo PASI 75, 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)
op. (%)

2p < 0,001 3a ycrekuaymad 45 mg mwm 90 mg B cpaBHeHHE ¢ miane6o (PBO)

6 O0JI = O6mia oneHKa Ha JieKaps

Tabanna 3. O0o0menne Ha KJIMHUYHOTO NOBJIUSIBAHE B IPOYyYBaHe NPH

ncopuasuc 3 (ACCEPT) na cenmuna 12

IIpoyuBaHe npu ncopuasuc 3

Eranepuent Ycreknnymad
24 no3u 2 no3u (ceqmumna 0 u cenmuua 4)
(50 mg nBa nbTH 45 mg 90 mg
CeIMHUYHO)
Bpoiil panaoMu3upaHy NAUEHTH 347 209 347
[Tosnusiane no PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)*
IosnusiBane o PASI 75, 6p. (%) 197 (57%) 141 (67%)° 256 (74%)*

IMosawusiBate mo PAST 90, 6p. (%) 80 (23%) 76 (36%)" 155 (45%)*
OO/JI 32 U3YUCTEHH WU 170 (49%) 136 (65%)* 245 (71%)*
MuHUMaITHH, 0p. (%)

bpoii nanmentu < 100 kg 251 151 244
Iosnusiane mo PASI 75, 6p. (%) 154 (61%) 109 (72%) 189 (77%)
bpoii marmentu > 100 kg 96 58 103
ITosnusBane mo PASI 75, 6p. (%) 43 (45%) 32 (55%) 67 (65%)

2p <0,001 3a ycreknnymab 45 mg wim 90 mg B cpaBHEHHE C €TaHEPIIETIT.

®p =0,012 3a ycreknnymab 45 mg B CpaBHEHHE C €TAHEPLIENIT.

B npoyuane npu nicopuasuc 1 nogappxkaneTo Ha PASI 75 e 3HaYUTENHO TT0-BHCOKO TIPH
NPOJBIDKUTEIHO JICYEHUE, B CPAaBHEHKE C TOBA NPH oTTerisiHe ot jieuenuero (p < 0,001). [onooHu
pe3yiTaTH ce HaOIIoAaBaT MpH Besika 103a yecreknHyMad. Ha 1-Bata roguna (cenmuna 52) 89% ot
MAIEeHTHTE, TOBTOPHO PAHIOMHU3HUPAHH 3a MOAIbPIKAII0 JeueHue, ca ce mosnusim mo PASI 75, B
cpaBHeHHE ¢ 63% OT mauueHTUTe, HOBTOPHO PaHJOMHU3UPAHH 32 IIanedo (OTTErIsIHE OT JICYECHHETO)
(p <0,001). Ha 18-tust mecen (cenmuua 76) 84% OT nmauueHTHTE, MOBTOPHO PaHAOMU3UPAHU 32
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MOTBPIKAIIO JIeueHue, ca ce moBnusiin mo PASI 75, B cpaBuenue ¢ 19% ot nanueHTUTe, TOBTOPHO
paHmoMHU3upaHy 3a Tianebo (oTTersHe ot JedeHnero). Ha 3-ta roguna (cenmuria 148), 82% ot
MAIMEHTHTE, TOBTOPHO PAHIOMHU3HPAHHU 3a MOABPIKAIIO JIeUeHHeE, ca ce nosiusiu no PASI 75. Ha 5-
Ta roauHa (ceamuna 244) 80% OT manueHTHTe, MOBTOPHO PaHIOMU3HPAHH Ha MOABPIKAIIIO JICUCHNUE,
ca ce moBnmsia o PASI 75.

[Tpu manmeHTHTE, TOBTOPHO PAaHAOMHU3UPAHH 3a TIane00, KOUTO OTHOBO ca IPEMUHAIIN KbM
I'bPBOHAYAJIHATA CH CXE€Ma Ha JICUeHHe ¢ ycTeKuHyMa0 cier 3arybaTa Ha > 50% nogobpenue no PASI,
85% ca Bp3cTanoBmIM noBiusBaHeTo 10 PASI 75 B pamkuTe Ha 12 ceqmunu cieq Bb300HOBsIBaHE Ha
Tepanusra.

B npoyuBane npu nicopuaszuc 1 B cenmuria 2 u ceamuna 12 ce Habmo1aBa 3HAYUTEITHO TOJ00peHNe
cpsiMo u3xoanuTe ctoiiHoct Ha DLQI BBB BCsiKa OT rpynuTe Ha JieueHHe C YyCTEKHHYMao B
cpaBHeHue ¢ mane6o. [logobpenuneto ce 3anas3ea g0 ceamuua 28. [TonoOHO 3HaUNTETHO TOKOOpEHHUE
ce HaOMIO/IaBa B IpOyYBaHe MpH rcopuasuc 2 B ceamunu 4 u 12, koeto ce 3ama3sa a0 cenmuna 24. B
MpoyYBaHe MpH rcoprasnuc 1 mogoOpeHnsaTa B HOKbTHHS ICOPHA3UC (MHIEKC 3a TEKECTTa HA HOKbTEH
TICOpHUA3uC), B 00I11aTa OlleHKa Ha PU3UISCKOTO U €MOITMOHAITHOTO ChCTOsTHUE 110 SF-36 1 BBB
BH3YaJTHO-aHAJIOr0BaTa CKalla 3a OIpe/IeNITHe Ha CTOMHOCTTa Ha OonkaTa npu chpbex (VAS) chimo ca
3HAYUTENHU TIPHU BCSKA TPyIa Ha JIedeHue ¢ ycTeKnHyMal B cpaBHEHHe ¢ uianebo. B mpoyuBaHe mpu
rcopuasuc 2 KIMHUYHATA cKaja 3a TpeBoxHOCT u nenpecus (Hospital Anxiety and Depression Scale,
HADS) u BpIpocHUKBT 3a paboTau orpanndenus (WLQ) cbio moka3BaT 3HAYUTEIHO MO100pEeHUE
BBB BCSAKA OT TPYNHUTE Ha JICYCHUE C YCTEKMHYMa0 B CpaBHEHHE C Iaredo.

THcopuamuuen apmpum (PsA) (ev3pacmuu nayuenmu)

JokazaHo e, ye ycrekuHyMal nogo0OpsiBa MpU3HALUTE U CUMIITOMUTE, (PU3UIECKOTO CHCTOSIHUE U
CBBP3aHOTO CHC 3/IPABETO KA4eCTBO Ha )KUBOT U HAMaJlsiBa CTENEHTA Ha MPOrpecHsl Ha nepuepHOTO
CTaBHO yBpEX/IaHe NPU Bb3PACTHU MaLMEHTH C aKTUBEH PsA.

be3onacHocTTa M e(hUKacCHOCTTA HAa YCTEKUHYMAa0 ca OleHeHH MpH 927 MalMeHTH B 1BE
paHIOMU3UPaHH, TBOHHOCIIETH, TUIAIe00-KOHTPOIIMPAaHH TPOYUYBAHHUS IPH MAIMEHTH C aKTHBEH PsA
(> 5 moxyty cTaBu 1 > 5 OOJNE3HEHH CTaBH) BBIIPEKH yIIOTpeOaTa Ha HECTEPOUTHH
npotuBoBb3nanuresnu cpeacrsa (HCIIBC) wim moandunmpany 6oiecTTa aHTHPEBMAaTHYHH
nekapctBa (DMARD). [aruenTuTe B T€3U MPOYUBAHMS Ca UMAaJI TIOCTaBeHa quarHos3a PsA Haii-
MaJIKo OT 6 Mecera. BKirroueHu ca ManeHT! ¢ BCSIKaKbB MOATHIT Ha PSA, BKITFOUHTEITHO
MOJIMAPTUKYJIAPEH apTPUT Oe3 TaHHU 32 peBMATOUAHN BB3H (39%), CHOHAUIUT ¢ Tieprud)epeH apTPUT
(28%), acumetpuuen nepudeper aptput (21%), ¢ yyactue Ha qucTaiiHa MHTEp(dasaHreaiHa cTapa
(12%) n naBanuausupau aptpur (0,5%). Hag 70% u 40% ot nanueHTuTe B ABETE [IPOYUYBAHUS Ca
WMaJIA ChOTBETHO €HTE3UT U JIAKTHIIUT Ha U3X0AHO HUBO. [lanmeHTHTe ca paHIOMU3MpaHu Ja
MoJIy4aT JieYeHue ¢ ycTekuaymMao 45 mg, 90 mg, win mianedo noKoxxHo Ha cenMuiy 0 u 4,
MOCJIeABAHM OT Ipujiarane Ha Bceku 12 cenmuitu (q12w). [Tpubnuszurento 50% ot nanueHTuTe ca
MPOBIDKIIIY Ha TocTosiHAA 1032 MTX (< 25 mg/cenmuria).

B PsA npoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PSUMMIT 1I), crorBetHo 80% 1 86% ot
nanueHTure, ca ounu gexyBanu ¢ DMARD. B npoyuBane 1 He € 6110 T03BOJICHO MTPEIUILIHO JIeUeHHE
C aHTaroHMCT Ha TyMop-HekpoTusupan pakrop anda (TNF)a. B npoyusane 2, noBedeTo nauneHTn
(58%, n = 180) ca 6mnu tekyBaHu ¢ eaHO WM noBeye anTu-TNF-a cpenctBo(a), kato ot Tsix Hax 70%
ca mpeycTaHOBIIN cBoeTo aHTH-TNF-a teuenne, mopaau aurca Ha e(pUKacHOCT WM HEIOHOCHMOCT,
TI0 BCAKO BpPEME.

Hpusnayu u cumnmomu

JleuenneTo ¢ ycTreknHyMad BOJIU 10 3HAYMUTENHHU TOJO0OpEHHs B U3MEPUTEIHTE 32 aKTUBHOCT Ha
3a00JIsIBAHETO B CpaBHEHUE ¢ Tuiare6o Ha cenmuiia 24. [IbpBuvHaTa KpaifHa TOYKa € MMPOIEHTHT Ha
NAIMEHTHTE, MOCTUTHAIU OTTOBOP 20 10 KpUTEPUHUTE HA AMEPHKAHCKUS KOJIEXK 10 PEBMATOJIOTHS
(American College of Rheumatology, ACR) na ceqmuna 24. OcHOBHUTE pe3ynTaTh 3a e(UKacHOCT ca
MIpEeICTaBeHH B TaOIMIIA 4 TI0-TI0ITY.
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Tadoauua 4. Bpoii Ha nanUeHTHTE, MOCTUTHAIM KJIMHUYEH OTTOBOP MPH MCOPHUATHYEH APTPUT
IIpoyuBane 1 (PSUMMIT 1) u lIpoyuBane 2 (PSUMMIT II) na ceamuua 24

IIpoyuBaHe npu ncopuaTudeH

IIpoyuBaHe npu ncopuaTuveH

aprpur 1 apTpur 2

Iaane6o 45 mg 90 mg Inanedo 45 mg 90 mg
Egggomnmpaﬂn 206 205 204 104 103 105
nanueHTH
?A%R 200mrosop, N | 47 0304y | 87 (42%)" | 101 (50%) | 21 (20%) | 45 (44%) | 46 (44%)"
ﬁ((:&)so TrOBOp. 18(9%) | S1Q5%) | STQ8%) | 7(7%) | 18(17%) | 24 (23%)
1/31((:02)70 OTrOBOP, 52%) | 25(12%)" | 29 (14%) | 3G%) | 7% | 9%
D e enmt ¢ 146 145 149 80 80 81
?)‘/?)SI 7omroron. N\ 6 (1106) | 83 (57%) | 93 (62%) | 4(5%) | 41 (51%) | 45 (56%)
?Q‘)SI P001rosop NIy 300 | 60 (41%) | 65 @4%) | 3 (4%) | 24 (30%)" | 36 (44%):
KomOunupan
;?:%I % omrosop, N | 8 (%) | 40 Q8% | 6242y | 2(%) | 24G0%) | 31 (38%)

%0)

T N O N O N A N
? /S)R 2001roBop, N1 39 0505y | 67 (44%) | 78 (51%) | 17(23%) | 32 (43%) | 34 (47%)
5)2‘)31 7omorop. N\ 1y (13%) | 64(61%) | T3(6%) | 4(7%) | 31(53%) | 32 (56%)
?/gR 200trosop, N1 g (500) | 20 (38%) | 23 (46%) | 4(13%) | 13 (45%) | 12 (39%)
51’300/”(‘: e e 41 40 38 26 22 24
PASITS otronop, N5 500y | 19 (48%) | 20 (53%) 0 10 (45%) | 13 (54%)

(%)

2 p < 0,001
5p<0,05
"p=NS

" Bpoit martmentu ¢ > 3% BSA 3acernata ncopuaTudHa KOXKa Ha M3XOIHO HHUBO

ACR 20, 50 u 70 oTroOBOpHY IPOABIDKABAT JIa CE TTOIOOPSBAT WU C€ TOAIBPKAT 10 ceamuiia 52 (PsA
IIpoyuBane 1 u 2) u ceaqmuma 100 (PsA IIpoyusane 1). B PsA IIpoyuBane 1, ACR 20 otroBopu Ha
ceamuna 100 ca mocturnatu ipu 57% u 64%, crorBeTHO 32 45 mg 1 90 mg. B PsA Ilpoyusane 2,
ACR 20 otroBopu Ha cenmuna 52 ca noctursati npu 47% u 48%, cboTBeTHO 32 45 mg 1 90 mg.

[IponeHTHT Ha MAIMEHTHTE, TOCTUTHAIN OTTOBOP 1o Moauduiupanu PsA kpurepun Ha otroBop (PsA
response criteria, PSARC) cbIII0 € 3HAYNUTEITHO MO-TOJISIM IPU TPYIIUTE HAa YCTEKHHYMa0, B CpaBHEHUE
¢ rare6o Ha cenmuna 24. OtroBopu PSARC ce mommbpxkat o Bpeme Ha cenmunu 52 u 100. Ilo-
TOJISIM TIPOIICHT OT MAIIMEHTHTE, JICKYBaHH C YCTEKHHYMa0, KOUTO ca HMaJIH CIIOHMITUT ¢ TieprdepeH
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apTPHUT KaTo OCHOBHA JUarHo3a, mokassat 50 u 70 npoIieHTHO MoA00peHHe B ckopa Mo bat nHaekc 3a
aKTUBHOCT Ha 3aboisaBaHeTo mpu aHKmio3zupai cioaannt (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B cpaBHenue ¢ mane6o Ha cenmuna 24.

OtrosopuTte, HaOMIOaBaHU IPU TPYINTE, JEKYBAaHH C YCTEKMHYMa0, ca CXOIHU MU NallMeHTHTE,
KOMTO I10JIy4yaBaT WU He NoyTydaBaT egHoBpeMeHHo MTX u ce monabpskaT 1o BpeMe Ha CeIMHULU

52 u 100. [TanmentuTe, JeKyBaHU Ipeau ToBa ¢ aHTU- T NF-0 cpeacTBa, KOUTO ca MOTy4YHIN
YCTEKHHYMa0, ca HOCTUTHAJIM [O-TOJIIM OTIOBOP Ha ceAMHUIA 24 B CpaBHEHUE C IALIUCHTUTE,
nony4asaiu mwiane6o (ACR 20 otroBop Ha cenmuna 24 3a 45 mg u 90 mg e cporBeTHO 37% 1 34% B
cpaBHeHue ¢ miarebo 15%; p < 0,05) u oTroBopuTe Ce MOIIBPIKAT IO BPpeMe Ha cenqMmuiia 52.

[Ipu manmeHTH ¢ EHTE3UT /WK JAKTHINT HAa U3X0JHO HUBO, Tipu PsA IlpoyuBane 1 ce HaGmromaBa
3HAYMMO TOJ0OpEHHE B CKOPOBETE 3a EHTE3UT U JAKTHIIUT NPU IPYIHUTE HA YCTEKMHYMa0 B CpaBHEHUE
¢ mnane6o Ha cenmuna 24. B PsA TIpoyuBane 2 ce Habm0AaBa 3HaUMMO TOZOOPEHUE B CKOPa 3a
€HTE3UT U YHUCIICHO [T0J00peHHe (HE € CTaTUCTUYECKH 3Ha4MMO) B CKOpa 3a JAKTWINT IIPH Irpynara Ha
ycrekuayMab 90 mg B cpaBHeHHe ¢ Turane6o Ha ceamuna 24. [logoOpeHusiTa B CKopa 3a EHTE3UT U B
CKOpa 3a JaKTHIUT ca MOJAbp KaHu 1o Bpeme Ha ceamuiu 52 u 100.

Paouozpachcku omeosop

CTpyKTYpHO yBpeXJIaHe B JBETE PBIIC U KpaKaTa ce U3passBa KaTo MPOMsHA CIIPSIMO H3XOJHOTO HHBO
B 00must van der Heijde-Sharp ckop (vdH-S ckop), mogudurmpan 3a PsA ape3 nobassiae Ha
JTUCTANHUTE WHTEep(aJaHrealHy CTaBy Ha priere. [IpoBeseH e npeaBapuTenHo qepuHupaH
WHTETpUpPaH aHAIN3 Ha KOMOMHHUpaHu AanHu OT 927 nauuentu B nBete PsA Tlpoyusanus 1 u 2.
YcreknHyMab 1mokas3Ba CTaTUCTUYECKH 3HAYMMO HaMaleHHUE B CTEIIEHTA Ha IPOrpecHsi Ha
CTPYKTYPHOTO yBpPEKIaHe B CPaBHEHHE C TUIale00, M3MEPEHO Ype3 MPOMSIHA CHPSAMO U3XOIHOTO HUBO
1o 24 cenmuna B oommus moguduupan vdH-S ckop (cpeaen = SD ckop e 0,97 + 3,85 B rpynara Ha
iane6o, B cpaBHenue ¢ 0,40 + 2,11 u 0,39 + 2,40 npu ch0TBETHO yCTeKHMHYMa0 rpynu 45 mg

(p <0,05) 1 90 mg (p < 0,001). To3u edexr ce nbmxu Ha PsA Ilpoyusane 1. EdektsT ce cunra 3a
JIOKa3aH, HE3aBUCUMO OT ChIIBTCTBAILOTO IpwiIokeHue Ha MTX u ce mojybpxa 1o BpeMe Ha
ceamunu 52 (uarerpupat ananus) u 100 (PsA IIpoyusane 1).

Duzuuecko cocmosHue u CB8bP3AHO CbC 3()pagemo Kauecmeo Ha Jcusom

[armenTy, JleKyBaHU ¢ yCTEKHHYMa0, ca IMoKa3aid 3HAYUTEIHO Mo100peHne Ha PU3NIecKOTO
CBCTOSTHUE, KAKTO € OI[EHEHO 10 MHJIeKCa 32 MHBAIMIAHOCT OT BBIIPOCHUKA 32 OIIEHKA Ha 37PaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) Ha cenmuiia 24. IIporeHThT Ha
MAIUeHTUTE, IOCTUTHAIM KITMHUYHO 3HaunMo > 0,3 nogobopenne Ha HAQ-DI ckopa cripsiMo
W3XOJTHUTE CTOWHOCTH, CHIIIO € 3HAYUTEITHO TIO-TOJISIM IIPH TPYIIHUTE HAa YCTEKNHYMAa0, B CPaBHEHHUE C
miane6o. [Togoopenne Ha HAQ-DI ckop cripsiMo U3X0AHOTO HUBO C€ TOJIbPIKa 110 BpeMe Ha
cenmuia 52 u 100.

Wwma 3naunrenno nonodpenue B DLQI ckopoBeTe npu rpynuTe Ha ycTeKHHYMa0, B CpaBHEHHE C
rutane6o Ha ceamua 24, KoeTo ce moaabppxa mo Bpeme Ha cenqmuii 52 u 100. B PsA [IpoyuBane 2
MMa 3HAYUTEIIHO NOJOOpEHNE B CKOPOBETE 32 (PyHKIMOHATIHA OLIEHKA Ha TepanusiTa 3a XpOHUYHO
3abomsBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-F) npu
IpyIHTE HA YCTEKHHYMa0, B cpaBHEHHUE ¢ Tuiane6o Ha cenmuiia 24. [IponeHThT Ha AIllMEHTHTE,
JIOCTUTHAJIIM KIIMHUYHO 3HAYUMO Tojo0penne Ha ymoparta (4 touku o FACIT-F) cpmo e 3HaunTeHo
MO-TOJISIM TIPH IPYNHUTE HA YCTEeKHHYMa0, B cpaBHeHue ¢ manedo. [lonodpenusita Ha FACIT-F ckop
ce NoAAbpIKaT 110 BpeMe Ha cexmuna 52.

He)_H/IaTDI/I‘IHa OonyJaanusa

EBpOHeﬁCKaTa arcHIuys 110 JICKapCTBaTa oTjiara 3aIbJLKCHUCTO 3a IPEAO0CTAaBAHEC Ha PE3YJITATUTE OT
IIpoy4BaHusATa C yCTeKI/IHYMa6 B €/ITHA UJIX IMOBCYC MOATPYIIX HA M€AUaTpUIHaTa IoIyjaanus ¢
FOBCHUJICH UJUOTIATUYCH apTPUT. HpC)_IBapI/ITCJ'IHO HaITbJIHCHATA NHCAJIKa HC € MPOYyYBaHa IIpu
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neAnaTpuYHaTa MMOMyJIalyA C IICOPUA3KC U HE Ce TPEnopbhyBa 3a yrnoTpeda mpu neAnaTpiuIHu
TIAI[UEeHTH.

bonecm na Crohn

besomacHocTTa M emkacHOCTTa Ha yCTEKHMHYMa0l ca OIeHeHH B TPY PaHIOMU3HPAHH, JBOWHOCIIEIH,
1ane00-KOHTPOIMPaHU, MHOTOLICHTPOBH MTPOYYBAHUS [IPH BB3PACTHHU MAEHTH C YMEpPEHa /10 TEXKKa
aktuBHa 6oect Ha Crohn, ¢ MlHmekc Ha akTuBHOCTTA Ha O0jecTTa Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450). [IporpamaTa 3a KIMHUYHO pa3pabOTBaHE C€ ChCTOH OT ABE 8-
ceaMu4HU npoyuBanus ¢ uHTpaBeHo3Ha nHAyKuus (UNITI-1 u UNITI-2), mocnenBanu ot 44-
CEIMUYHO PaHIOMHU3HUPAHO MPOYUYBAHE C MOJKOKHO NPUIOKEHKE Ha oabpxaiia 1o3a (IM-UNITI),
MIPEICTABIISIBAIIY 52-CEMITYHA TEPATTHsL.

[MpoyuBanusita ¢ uHAyKums Bitoysar 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) mauuentu.
[IppBHYHaTa KpaiiHa TOUKA 3a JBETE€ MHAYKLUOHHH [IPOYYBaHUs € IIPOLEHTHT HA YYACTHULIUTE C
KITMHIYEH O0TroBop (ompeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceqmuna 6.
JanHuTe 3a epUKACHOCT ce ChOMpAT U aHAIM3UPAT 10 CeAMUIIA § 3a ABETE MPOYYBAHHS.
EnHOBpeMEHHOTO MPUIIOXKEHHUE Ha MEPOPATIHU KOPTUKOCTEPOU TN, UMYHOMOIYJIaTOPH,
AMHHOCAJIMLMIATH U aHTUOMOTHILIM € pa3peiieHo u 75% OT mauneHTHUTe MpoABJKABAT 1A II0JIyyaBatT
Hal-MaJIKoO €THO OT Te3H JIeKapcTBa. B 1BeTe npoyuBaHus NallMEHTUTE ca PaHJOMU3UPaHU Ja
MOJTy4YaT €THOKPATHO HHTPABEHO3HO NPEMIOPBUUTEIHATA J103a OT NpUOIM3uTeHO 6 mg/kg B
3aBUCHMOCT OT TeJecHOTO Tero (k. Touka 4.2 Ha KXII va WEZENLA 130 mg KoHIeHTpar 3a
WH(Y3UOHEH pa3TBop), pukcupana no3a 130 mg ycrekunymad wim mane6o Ha cenmuiia 0.

[Nanuentute B UNITI-1 ca nexyBaHM HEYCHENIHO UM UMAT HEMMOHOCUMOCT KbM MpEIIecTBaIla
anTtu-TNF-o Tepanus. [Ipubansurento 48% OT nmanueHTUTE ca JIEKyBaHU HEYCIIEIIHO C

1 npenmectBama antu- TNF-a Tepamnus, a 52% ca 1ekyBaHM HEYCIIEIIHO C 2 WIH 3 TIpeaIIeCTBAIN
aHTH-TNF-a Tepanuu. B ToBa npoyusane 29,1% oOT nmanueHTUTE UMaT HEAOCTAaThYeH HAYaJIeH
OTroBOp (I'bPBUYHHU HEpECHOHAEpH), 69,4% ca ce OBIUSIIN, HO Ca MPECTaHAIM Ja CE MOBIUSIBAT
(BTOpHUYHU HEpecHoHAepH), a 36,4% mMat HemoHocuMOCT KbM aHTH-TNF-a Tepanuu.

[Nauuenture B UNITI-2 ca nekyBaHu HEyCHEIIHO HAl-MAJIKO C €JHA KOHBEHIIMOHAIIHA TEPAIHS,
BKITFOUUTEITHO KOPTUKOCTEPOU TN UITH UMYyHOMOTyJIATOPH, KaTO WIIM HE ca JIEKyBaHH J0cera C aHTH-
TNF-a tepanust (68,6%), Wiy ca nmonydaBaiy npeny Tosa aHTu- T NF-a Tepanus, HO T € Ouia
Heycrensa (31,4%).

B nBere UNITI-1 u UNITI-2 3Ha9MMO 1O-TOJISIM MIPOIICHT OT MAIIMEHTHUTE B TpyIiaTa, JIEKyBaHa ¢
yCTEKHHYMAa0, ca ¢ KIIMHUYEH OTTOBOP M PEMUCHSI B CpaBHEHHE ¢ Mu1anebo (Bk. Tadnuma 5).
KIMHUYHUAT OTFOBOP M pEMUCHATA Ca 3HAUYMMH Ol Ha ceAMUIIA 3 IIPU MALIMEHTUTE, JIEKYBaHU C
yCTEKHHYMa0, U T€ MPOABIDKBAT Jla ce MOI00pABaT /1o cenMulia 8. B Te3u npoy4BaHus ¢ MHIYKIINS
e(uKacHOCTTA € TI0-BHCOKA U CE MOUIbPXKa Mo-100pe B TpymaTa ¢ 103a B 3aBUCHMOCT OT TEJIECHOTO
TErJI0, B CpPaBHEHUE C rpynara ¢ 1o3a 130 mg u nopaayu ToBa Npu UHTPaBEHO3HA HHAYKLUSA CE
MIpeNnopbYBa JO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETTIO.

Tabanna 5. Uaayknus Ha ki1uHn4YeH otrosop v pemucusi B UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
IInanedo Ipenopbunte | Ilnamedo IIpenopbunTe
N =247 JIHA /1032 N=209 JIHA /1032
yCTeKHHYMa0 yCTeKHHYMa0
N =249 N=209
Knunununa pemucus, cenmuna 8 18 (7,3%) 52 (20,9%)* | 41 (19,6%) 84 (40,2%)*
Kimauaen orroop (100 Toukn), 53 (21,5%) 84 (33,7%)° | 60 (28,7%) 116 (55,5%)*
ceamuua 6
Knnandaen orrosop (100 Touxn), 50 (20,2%) 94 (37,8%)* | 67 (32,1%) 121 (57,9%)*
ceaMmuIa 8
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UNITI-1* UNITI-2**
Inane6o Ipenopbunte | Ilaamedo IIpenopbunre
N =247 JIHA J03a N=209 JIHA J03a
yCTeKHHYMAa0 yCTeKHHYMAa0
N =249 N =209
70-TOYKOB OTIOBOP, CEAMMLIA 3 67 (27,1%) 101 (40,6%)° | 66 (31,6%) 106 (50,7%)*
70-TOYKOB OTTOBOP, CeMMUIla 6 75 (30,4%) 109 (43,8%)° | 81 (38,8%) 135 (64,6%)*

Knunamunara pemucus e onpeaenena kato CDAI ckop < 150; KnuHHYHEAT OTrOBOp € oTpeesieH KaTo
Hamanenne Ha CDAI ckop c Haii-manko 100 TOUKH WITH ChCTOSHIE B KIIMHUYHA peMUCHS 70-TOYKOBHAT OTTOBOP
e omnpezeneH karo HamaneHue Ha CDAI ckop ¢ Haii-manko 70 Toduku

* Heycnex Ha antu-TNF-a Tepanus

** Heycriex Ha KOHBEHIIMOHAITHATA TepaIus

p<0,001

°p<0,01

B mpoyuBaneto ¢ nogaspikama tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUTAT
100-TOYKOB KIMHUYEH OTTOBOP Ha CEAMHUIIA 8 OT MHAYKIHMATA ¢ ycTeKuHyMab B npoyuBanus UNITI-
1 u UNITI-2. ITanueHTuTe Ca paHAOMHU3UPAHU HA CXEMa Ha MOIABPKAILO JICYEHUE C MOIKOKHO
npuioxkenue Ha 90 mg ycreknHyMab nipes 8 cenmunun, 90 mg ycrekunymab npes 12 ceMuIy uiu
iane0o B MpoabbKeHUE Ha 44 ceMUIU (3a MPENOPhUYUTEIHATA TIOUIbPIKaIIa 1033 BXK. TOUkKa 4.2).

3HAYMMO TO-TOJISIM MPOICHT MAI[HeHTH B TPYIIUTE, TICKYBaHH C YCTEKHHYMAO, TOIIbPIKAT KITHHIIHA
peMHCHS U OTIOBOP Ha ceaMulia 44 B CpaBHEHHUE C rpyrnara Ha miarebo (Bx. Tadimia 6).

Ta6auuna 6. [lonasp:kane Ha kKIuHUYHUA 0TroBOp U pemucus B IM-UNITI (ceamumna 44;
52 cenMunM OT 3a104YBaHe ¢ HHAYKIHOHHATA /1032)

Ilnaue6o* 90 mg 90 mg
yCTeKMHYyMa0 | ycTeKMHymMa0

npe3 npe3

8 cenmunm 12 ceamuuu
N=1317 N =128 N =129°

KnuHanvHa peMucus 36% 53%* 49%°

KnuHuueH otrosop 44% 59%° 58%°

Knunnuna pemucust 6e3 KOPTUKOCTEPOUTH 30% 47%* 43%"°

KiinHHYHA peMUCHSI IPU MALHMEHTH:

ﬁef;‘;ﬁ‘:;“" B HATANIOTO Ha Houbpatiata 46% (36/79) | 67% (52/78)* | 56% (44/78)
KOHUTO c€ BKJIIOYBAT OoT npoyusane CRD3002* 44% (31/70) | 63% (45/72)° 57% (41/72)
zg;;r‘l’;e ca nekyBarm iocera ¢ anTu-TNF-0. 1 190, 05151y | 6504 3452 | 57% (30/53)
KOMUTO ce BKIouUBaT oT npoyusane CRD3001° 26% (16/61) | 41% (23/56) 39% (22/57)

Knunnunara pemucus e onpeaenena karo CDAI ckop < 150; KnuHUYHUAT OTrOBOp € OIpeaeneH KaTo
Hamanenne Ha CDAI ckop ¢ Haii-manko 100 TOUKH MM ChCTOSHIE B KJIMHUYHA PEMUCHS
* I'pynarta Ha muiaiedo ce ChbCTOU OT MAMeHTH, KOUTO ca e TOBJIHSJIN OT yCTeKHHYMal 1 ca paHJOMU3UPAHH J1a
MOJTy9aBat Iiane0o B Ha4auoTo Ha MOIbprKaIaTa Tepamus
fIManuentn, xouto nmat 100-TOYKOB KIMHUYEH OTTOBOP KbM YCTEKHHYMa0 B HAYAJIOTO Ha MO IbpiKaniaTa

Tepanus

! TlanmeHTH, KOUTO HE Ca Ce MOBJIMAIM OT KOHBEHIIMOHAIHATA Tepanus, Ho He aHTH-TNF-o Tepanus
S [MauunenTy, KOUTO ca pe)paKTEPHU WJIM UMAT HEMOHOCHMOCT KbM aHTH-TNF-a Teparnus

p<0,01
®p <0,05
* HomMHuHaAIIHO 3HaynMa (p < 0,05)

B IM-UNITI 29 ot 129 nauuenTty He moAgbpKaT OTTOBOPAa KbM YCTEKHHYMAO NP MPHUIIOKEHHUE MIPe3
12 ceqmuLy ¥ € O3BOJICHO KOPUTHpaHe Ha J03aTa Taka, 4e Ja MoJdy4aBaT yCTeKHHYMal mpe3
8 cemmurn. 3arybara Ha otroBop € onpeaenieHa karo CDAI ckop > 220 Touku u > 100 Toukm




noButienue crpsimo usxoauust CDAI ckop.IIpu Te3u nanueHTyH KIMHAYHA PEMHCHS Ce TIOCTUTA TIPU
41,4% ot manuenTute 16 cenMuIy ciiex KOPUTUPAHE HA J103aTa.

[TatmeHTHTE, KOUTO HE Ca IOCTUTHAIHN KIMHUYEH OTTOBOP KbM MHIYKLUS C yCTEKUHyMal Ha
ceamuna 8 ot mpoyuBanusaTa ¢ mHAyKIusA UNITI-1 u UNITI-2 (476 manuentn), ca BKIIOYESHA B
HEpaHJOMH3HUpaHaTa 9acT OT Mpoy4uBaHeTo ¢ nmoaappxama tepanus (IM-UNITI) u ca moxyuwmnn
MOJIKOKHA WHXKEKLUs ¢ ycteknaymad 90 mg mo tosa Bpeme. Cnen ocem ceamunu 50,5% ot
NAIMEHTUTE ca IIOCTUIHAIM KJIMHUYEH OTIOBOP U Ca MPOIBJDKUIIM Aa MOIy4aBaT MOLIbprKalla
Tepanus mpe3 8§ ceamuny. IloBedeTo oT T€3M NauneHTH ¢ MPOABJLKUTENHA TOAIbPIKAILA TEPAITUS
nogaspxkat otroBop (68,1%) u nocturar pemucus (50,2%) Ha ceamuua 44, KaTo MPOLEHTHT UM €
noJ00eH Ha TO3M MU MALUEHTUTE, KOUTO ITbPBOHAYAIHO Ca Ce MOBIUSIIA OT HHIYKLHS C
YCTEKHHYMa0.

Ot 131 manueHTH, KOUTO ca ce MOBJIUSIIN OT HHAYKLUS C YCTEKHHYMal U ca paHJOMHU3UPaHH B
rpymnara Ha Ijane0o B Ha4ajJoTO Ha IPOYUYBAHETO C MOJAbpIKalla Tepanus, 51 BrIocieacTBUe ca
3aryOuiy OTroBopa cu U ca monydmiu 90 mg ycreknHymad moaKokHO pe3 8 cemmutiy. [lopeueTo ot
MMaIMCHTHUTCEC, 3ary61/mm OTTOoBOpa CH M MMOJHOBUIIN JICHCHUCTO C yCTeKI/IHYMa6, Ca ro HarpaBuJIAd B
paMkuTe Ha 24 ceaMuIM OT MHAYKIMOHHATa HHQY3us. OT Te3u 51 nanuentu 70,6% nocturar
KJIMHAYEH OTroBop U 39,2% mocturaT KIMHUYHA peMucus 16 ceaMuLu ciiel] MojlyyaBaHeTo Ha
IbpBaTa MOJKOXKHA 1032 YCTEKHHYMa0.

B IM-UNITI nauueHnTute, 3aBbpIIMINA IPOYYBAHETO J0 ceaMuua 44, ca NOAXOISAIIM 1a TPOABIIKAT
JIEYCHUETO B MPOIABIDKEHUE Ha TpoyuyBaHeTo. [Ipu BcuukuTe 567 manueHTy, BKIIOYCHN Ha U JICKYBaHU
C yCTeKI/IHYMa6 B IPOAB/KCHUCTO HA IIPOYYBAHCTO, KIIMHUYHATA PEMUCHUA U OTTOBOPBHT OOHMKHOBEHO
ce ToAbpIKaT 1o ceamuma 252, kakto npu 6omauTe ¢ Heycnex Ha TNF-TepamuuTe, Taka u mpu
NAIMEHTHUTE ¢ HEYCIEeX HAa KOHBCHIIMOHAIHUTE TePaIyu.

He ca ycTraHOBeHHM HOBH ChOOpa)KeHHUS, CBBP3aHH ¢ 0€30MaCHOCTTA, B MPOIBIDKEHUETO HA TOBA
NpoydYBaHe 10 5 TOJAMHU Ha JIeYeHUe MpH nanueHTu ¢ oonect Ha Crohn.

Enoockonus

BBHIIHUAT BUT HA JIMTaBHLIATA € OLIEHEH €H/IOCKOIICKH NP 252 MalueHTH ¢ MOIXO0/sIa U3X0/THA
€HJIOCKOIICKA aKTUBHOCT Ha 3a00JIsIBAaHETO B €IHO MOANpoyyBaHe. [IbpBruHaTa KpaiiHa TO4Ka e
NPOMSIHA OT U3XOJHOTO HMBO Ha ONpoCcTeHns1 eHAOCKOIICKU cKop Iipu 6ostect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH cKop OT 5 Ui1€0-KOJIOHHH
CerMeHTau 3a HAIMYHe/pa3Mep Ha S3BHUTE, IPOICHT Ha JINTABUYHATA TOBEPXHOCT, TOKPUTA OT SI3BH,
MPOIIEHT Ha JIMTaBUYHATA MOBBPXHOCT, 3aCeTHATa OT JPYTH JIE3UH, U HAINYME/BUT Ha
CTecHsBaHHATA/cTpUKTypuTe. Ha cenmuna 8, cren eqMHNYHAa HHTPAaBEHO3HA HHAYKIIMOHHA 71032,
npomsHaTa B SES-CD ckopa e mo-rojyisiMa B rpymnara Ha ycrekuaymab (n = 155, cpenna

npoMsiHa = —2,8) OTKOJIKOTO B Ipyrnara Ha riane6o (n = 97, cpenna npomsina = —0,7, p = 0,012).

Hosnuseane na hucmyaume

B eana noarpyna naunMeHTH ¢ ApeHupany GUcTyIu Ha u3X0aHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot nekyBaHUTE C YCTEKHHYMa0 NAallMEHTH ce TIOBIXSABAT B IPOIBIDKEHHE Ha 44 ceqMuLn
(ompeneneno karo > 50% HamalieHHE OT M3XO0JJHO HMBO B IPOYYBAHETO C MHIYKIHS Ha Opost Ha
npenupaiiute Guctynn) B cpaHerue ¢ 5/11 (45,5%) ¢ manebo.

Kauecmeo na sicusom, cevpzano cwvc 3()paeem0

KauecTBOTO Ha JKMBOT, CBBP3aHO ChC 3PABETO, € OLEHEHO MOCPEACTBOM BBIIpocHUK Npu
BB3NATUTETHN 3a00isaBanus Ha yepBaTa (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BeIpocHuM SF-36. Ha cenvuia 8 marmeHTHTe, MOJTyYaBalii yCTEKUHyMa0, TTOKa3BaT CTAaTUCTHICCKU
3HAYMMO TO-TOJISIMO M KJIIMHUYHO 3HAUYMMO oao0peHue Ha obmus IBDQ ckop u Ha SF-36 Mental
Component Summary Score 8 UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBuenue ¢ miane6o. B mpoyusanero IM-UNITI no cenmuiia 44 te3u mogo0peHus
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0OMKHOBEHO Ce MOUIBPIKAT MO-100pe MPH JIEKYBaHU C YCTEKNHYMa0 MallMeHTH B CPABHEHHE C
miare6o0. ITomobpennero Ha Ka9eCTBOTO HA KHUBOT, CBBP3aHO ChC 37PaBETO, OOMKHOBEHO CE
MOJTBPIKA MPE3 ISUTOTO MPOIBIDKEHHUE JI0 ceaMuna 252,

HmyHOoreHHoct

ITo BpeMe Ha JeUeHUE ¢ YCTEKMHYMa0 MOTaT Jja ce pa3BUT aHTUTENA CPEIy YCTeKHHyMal
MOBEYETO OT TAX ca HeyTpanuzupamy. O0pa3yBaHETO Ha aHTUTEIA CPEIly YCTeKHHyMab € CBBP3aHo C
TIOBHIIIEH KIIMPHHC HA YCTEKHHYMa0 mpu manueHTH ¢ 6onect Ha Crohn. He e HaGmronaBana HamaseHa
eduxacHocT. He ce HaOmonaBa 0ueBUIHA 3aBUCUMOCT MEK/ly HATMYUETO HA aHTUTENA CPELy
yCTeKHHYMab U MosiBaTa Ha peakuy Ha MSCTOTO Ha MH)KEKTHpaHe.

IleguaTpuyHa nomyIalus

EBponeiickaTa areHuus 1o JeKapcTBaTa oTiara 3albJDKEHHUETO 33 IPEI0CTaBsIHE Ha PE3YITaTUTE OT
NPOYYBAHUATA C YCTEKMHYMal B €1HA WJIM [T0BEYE MOATrPYIH Ha MEAUAaTPUYHATA MOIyJIalus Ipu
6onect Ha Crohn. [IpenBaputeHO HaITbIHEHATA MIHCANIKA HE € TIPOYYBaHA [P MeAUaTPHIHATA
MOMyJalMs U He ce IPernopbyBa 3a yrnoTpebda npH neIuaTpuiH NalueHTH.

5.2 ®apMakoKkHHETHYHM CBOICTBa

AOGcopOrms

MenuanaTa Ha BpeMe 3a JJOCTUTaHE Ha MaKCUMaJIHA CepyMHa KOHIICHTPAIUS (tmax) € 8,5 THU cien
€HOKPATHO NpuiiokeHue Ha 90 mg MoaK0KHO MPH 3APaBH YUACTHULIM. MeauaHaTa tmax HA
YCTeKHHYMab ciell eTHOKPATHO MpriiokeHue Ha 45 mg mimu 90 mg moIK0KHO TIPH ITAlUEHTH C
TICOPUA3UC ca CXOAHU ¢ HAOII0AaBaHUTE MPH 3APaBU YIaCTHHUIIH.

AbcomoTHaTa OMOHAIMYHOCT HAa YCTEKHMHYMa0 el €AHOKPATHO MOIKOKHO IPUIIOKEHHE €
n3umcieHa Ha 57,2% Npu MaueHTH ¢ IICOpHa3HtC.

Pasnpeznenenue

Meauanara Ha oOeMa Ha pasipeieieHie B TepMuHaiHaTa ¢asa (Vz) ciel] eIHOKPaTHO HHTPABEHO3HO
MPUJIOKEHUE MPH MALMEHTH ¢ TICOpra3uc Bapupa ot 57 no 83 ml/kg.

buorpanchopmarms

ToyHHAT OBT HA MeTa6OJ’II/I3PIpaHC Ha YCTGKI/IHYM3.6 HC € U3BCCTCH.

Eanmunupane

Menunanara Ha cuctemuus knupbHC (CL) ciien eAHOKpaTHO MHTPAaBEHO3HO MPUIIOKEHUE MTPH
MAIUEeHTH C icopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Mennanara Ha nonyxuBoTa (ti2) Ha
YCTEKHHYMab € MpUOTU3UTETHO 3 CeMULIM ITPH ALMEHTH € TICOPUA3UC, TICOPUATUIEH apTPUT WK
oonect Ha Crohn u Bapupa ot 15 710 32 JHM BBB BCHUKH NPOYYBaHUS Ha TICOPUA3UC U IICOPUATHICH
aptput. ChriiacHO MpoBe/ieH papMaKOKWHETHYCH aHAIN3 Ha MOIMYJIAIUATa PUBHIHHAT KIUPHHC
(CL/F) n npuBuanust obem Ha pasnpenenenue (V/F) ca ceorBetno 0,465 1/d u 15,7 1 npu nauueHTy ¢
ncopuasuc. CL/F Ha ycTeknHyMal He € 3aBUCUM OT 110J1a. Pe3ynraTu OT MomyJ/IaiuoHeH
(bapMaKOKHHETHYEH aHaJM3 [TOKa3BaT, Y€ MMa TeHCHIUS KbM T0-BHCOK KIIMPBHC HA YCTEKNHYMaO
NIpY TTALMEHTUTE, AT OJI0XKUTENICH Pe3YTaT Ha U3CIEeIBAHETO 3a AaHTHUTEIIA CPEIly YCTEKUHyMao.

JIMHEeWHOCT Ha J03aTa

CucremHaTta excrio3uys Ha ycTeKuHyMad (Crax 1 AUC) ce yBenuyaBa 110 HauuH, IPUOIU3UTEITHO
MIPOMOPIIMOHAJIEH Ha J103aTa, CIIe] €THOKPATHO MHTPABEHO3HO MPUJIOKEHHUE Ha 103U B TpaHMIIaTa
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mexay 0,09 mg/kg u 4,5 mg/kg winu ciieq eAHOKPATHO MOAKOKHO MPUJIOKCHHE Ha JO3HM B IpaHHUIlaTa
Mexay 24 mg u 240 mg npu ManueHTH ¢ COpHa3ucC.

EaunudHa cpelnry MHOTOKpaTHa J03a

[Ipoduinte Ha cepyMHa KOHIEHTPALMSI-BpEME Ha YCTEKMHYMa0 ca MPUHIUITHO IPEABUINMH CIIE
MOJIKOKHOTO MPUJIOKEHUE HA €THOKPATHU U MHOTOKPATHU 103U. [Ipu manyeHTH ¢ mcopuasuc
CTallMOHAPHUTE CEPyMHU KOHIIEHTPALMK Ha yCTEKNHYMal ca JOCTUIHATH B ceaMula 28 cien
I'BPBOHAYATIHU IOAKOXHHU 103U B cenmuiy 0 u 4, mocnenBaHu OT A03U Ha BCekH 12 ceqmunu.
Mennanara Ha cTalliOHapHATa CEpyMHA KOHLIEHTpaLus € B rpaHunute Mexay 0,21 pg/ml u

0,26 pg/ml (45 mg) u mexny 0,47 pg/ml u 0,49 pg/ml (90 mg). Hama oueBuaHO KymynupaHe B
cepyMHaTa KOHLIEHTpalKs Ha yCTeKUHyMal ¢ BpEMeTOo, KOraTo ce Ipuiiara IoAKOKHO Ha BCEKU
12 cenqmuim.

IIpn marmenTn ¢ 60nect Ha Crohn cnex nHTpaBeHO3HA 1032 OT ~6 mg/kg ce mpriara moJKoKHa
noxappikamia repanus oT 90 mg ycreknaymad npes 8 win 12 ceaMuiy, KosiTo 3aro4yBa Ha ceMuIa 8.
KonuenTpanus Ha ycTeKUHYMa0 B CTALIMOHAPHO CHCTOSIHUE CE JJOCTHra KbM Ha4ajIoToO Ha BTOpaTa
nojgabpxama no3a. [pu nanuenTu ¢ 6onect Ha Crohn MeauanaTta Ha Hall- HUCKUTE KOHLEHTPALUH B
CTaIIOHAPHO ChCTOsIHUE Bapupa oT 1,97 pg/ml no 2,24 pg/ml u ot 0,61 pg/ml mo 0,76 pg/ml 3a
ycreknHyMab 90 mg choTBETHO Tpe3 8 cenMunu wiu npe3 12 cenmunu. Hali-HuckuTe HUBa Ha
YCTEKMHYMa0 B CTAIMOHAPHO ChCTOSIHUE, MONy4YeHU pu 90 mg ycTeKuHyMab npe3 8 ceMuIIy, ca
CBBP3aHH C II0-BHCOKA YECTOTA HA KIMHUYHA PEMHCHS B CPAaBHEHHE C HAl-HUCKUTE HUBA B
CTalMoHapHO cheTossHuE cnex 90 mg npe3 12 cenMury.

Binsane Ha TernoTo BepXy GapMaKOKMHETHKATA

B npoBeneH nmomynanuoneH papMakOKHHETHYCH aHaIN3, KbAETO ca U3MOI3BaHH JaHHU OT MAIlMEHTH C
IICOPUA3HC € KOHCTaTHPAHO, Y€ TeJIECHOTO TEIJI0 € Haii-3HaunMaTa KoBapHaTa, BIIHUsIEIa BbPXY
KJIMpbHCA Ha ycTeknHyMa0. Meananata Ha CL/F npu nauuenTu c tersio > 100 kg e npubau3uTenHo ¢
55% mo-BucoK B cpaBHeHue ¢ nanueHTH ¢ Terio < 100 kg. Mennanara va V/F npu nanueHTy ¢ Terio
> 100 kg e mpubnmsurenHo ¢ 37% no-BUCOK B cpaBHeHHE ¢ narmeHTH ¢ Terao < 100 kg. Mennanara
Ha MUHUMAJIHUA CEPYMHH KOHLIEHTPALMK Ha yCTEKMHYMal MPH NALUEHTH C IIO-TOISIMO TErJI0

(> 100 kg) B rpynara ¢ mo3a 90 mg ca mojgoOHM Ha Te3W MpHU NaUeHTUTe ¢ mo-manko rerio (< 100 kg)
B Tpynara c 1o3a 45 mg. [TogoOHu pe3yaTaTH ca MmoyuyeH: OT OTBbPANTENCH (apMaKOKHHETHUCH
MOITyJIAIIMOHEH aHANIN3, KBJIETO Ca U3MOI3BAHM JaHHH OT HALMEHTHU C ICOPUATHYCH apTPHUT.

KODI/IFI/IDaHe Ha 4Y€CTOTaTa Ha MPpUJIIOKCHHEC

BB3 ocHOBa Ha HaONrOIaBaHWTE NaHHM U TommynanuonHuTe OK ananm3u mpu narperTy ¢ 00JecT Ha
Crohn panIoMHU3UpaHUTE YUaCTHUIIM, KOUTO IIPECTaHAT Jia Ce MOBIUSIBAT OT JICYCHUETO, UMAT T10-
HUCKH CEpyMHH KOHIICHTPAIINU HA YCTEKUHYMa0 BHB BPEMETO B CPABHEHHE C YIACTHUIIUTE, KOUTO HE
ca 3aryomu otroBop. [Ipu 6onectra Ha Crohn xopurupaHeto Ha jqo3ara ot 90 mg Ha BceKH

12 cenmunin Ha 90 mg Ha BCEKH § CEIMMUIIM € CBBP3aHO C MOBUIIABAHE HA Hall- HUCKUTE
KOHIICHTPAI[MK Ha YCTEKUHYMa0, KaTo TOBA C€ ChIIBTCTBA C IMOBHUIIIABaHE Ha e()UKACHOCTTA.

CHGLII/IaJ'IHI/I nonyJjaanyuu

Hsama Hanmuuau apMakKOKMHETHYHHU TaHHH [TPY NAIMEHTH ¢ yBpeJeHa ObOpeyuHa Wik YepHOpoOHa
¢yskus. He ca mpoBesieHr KOHKPETHH IPOYYBaHUS MIPH MMAIUEHTH B CTap4YecKa Bb3PacT.

®apMaKkOKHHETHKATa Ha YCTEKHHYMa0 KaTo IISUT0 € CpaBHUMAa MEX/Ty MallueHTH C IICOPHUA3HC OT
a3UaTCKU U HEA3UATCKH IIPOU3XOJ,.

IIpu manmentn ¢ 6onect Ha Crohn BapraOMIIHOCTTa Ha KIMPBHHCA HA YCTEKUHYMa0 ce TIOBIHSBA OT
TEJIECHOTO TETJIO, HUBOTO Ha CepyMHUS ali0yMuH, oJIa U CTaTyca [0 OTHOIICHUE Ha aHTUTeNaTa
Cpelly YCTeKHHYMa0, JOKaTo TEIeCHOTO TETJIO € Hali-3HauMMaTa KoBapuaTa, BIUseIla BbpXy odema
Ha pasnpenaeicaue. OcBeH ToBa mpu 6ojiecTra Ha Crohn KIMPBHCHT ce MOBIUsABa 0T C- peaKTUBHUS
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MIPOTEHH, CTaTyca M0 OTHOIIICHHUE Ha HEycneX Ha JieueHneTo ¢ TNF-anTaronncTd u pacara (a3uaTcKu
CIIPSIMO HEa3MaTCKH MPOM3X0[). Be3melicTBieTo Ha Te3u KoBapuaTH € B paMmkute Ha +20% oT
TUTTUYHATA WU pedepeHTHaTa CTOWHOCT Ha choTBeTHUSI DK mapamersp, mopaau ToBa He €
Heo0X0JMMa KOPEKIIHsI Ha JI03aTa 3a Te3u KoBapuatu. ChIIBTCTBAIIOTO MPUIOKCHHIE HA
MMYHOMOTYJIATOPH HAMA 3HAYUTETHO BIHSHUE BBPXY PasNpeie]ICHHEeTO Ha YCTEKHHYyMao.

Pesynratu ot papMakOKMHETHYEH aHA W3 Ha MOMYJIAMTA HEe TIOKa3BaT BIMSHIE Ha TIOTIOH WIH
AIKOXOJI BBPXY (hapMaKOKHHETHKATa Ha YCTEKHHYMa0.

buonanuunocTTa Ha yCTeKI/IHYMa6 CJICd MPUJIIOKCHUC CHC CIIPUHIOBKA WJIA MMPEABAPUTCIIHO
HaITbJIHCHA IMHUCAaJIKa € CpaBHUMA.

HpCHBapI/ITeJ'IHO Hall'bJIHCHATA MUCAJIKAa HC € IPOYyUBaHa IIpU N€AnaTpuiHaTa MmoIiyJiamnus u He Ce
mpernopswYBa 3a yHOTpC6a npu neauaTpuiHu NanueHTH.

Perynupane na CYP450 ensumu

Edexrure Ha IL-12 wmum IL-23 Bppxy perynmupanetro Ha CYP450 ensumure ca OlieHeHH B in Vitro
MPOyYBaHe C U3IOI3BAaHEe HA YOBEIIKH XEMaTOIUTH, KOeTo moka3ea, 4e 1L.-12 w/umm IL-23 ¢ HuBa ot
10 ng/ml He npomensat akTuBHOCTTA Ha YyoBemkuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19,
2D6 unu 3A4; Bx. Touka 4.5).

[TpoBeneHo € oTKpUTO MpoyuBane ¢aza 1 3a nekapcrBenu Blanmoneiicteus CNTO1275CRD1003 3a
OIICHKA Ha e()eKTa Ha yCTEKUHYyMal BbpXY €H3MMHATa aKTUBHOCT Ha IIUTOXpoM P450 cien nmaykius
Y TIOJTHPIKAIIO TprIaraHe Mpy nanueHTn ¢ aktuBHa 6onecT Ha Crohn (n = 18). He ca HabmonaBanu
KITMHUYHO 3HAYUMU MPOMeHH B excriozunusaTa Ha kodeud (CYP1A2 cyberpar), Bapdapun (CYP2C9
cyoctpar) omenpason (CYP2C19 cy6erpar), nekcrpomeropdan (CYP2D6 cyderpar) win MumazoiaMm
(CYP3A cybcrpat), Korato ce M3MoJi3BaT ChIIBTCTBAIO C yCTeKnHyMal pu ogoOpeHaTa
NpernopbyYNTeNIHA JO3UPOBKA MPH MaieHTH ¢ 6osrect Ha Crohn (Bxk. Touka 4.5).

5.3 IlpeakJuMHUYHU JAHHHU 32 0€30MACHOCT

HexnuHu4HMTE JaHHU HE MOKa3BaT 0COOEH PUCK (HaNp. TOKCHYHOCT Ha OPraHUTe) 3a Xopa Ha Oa3ara
Ha MMPOYYBaHHMs 32 TOKCUYHOCT ITPH MHOTOKPATHO TpUJIaraHe, TOKCHYHOCT 32 Pa3BUTHUETO
PEeNpOaYKTUBHA TOKCHYHOCT, BKIIFOUUTEIHO U (papMaKOJIOTHYHUTE OLIEHKH 3a Oe3omacHocT. [lpu
NPOYYBAHUS 38 TOKCHYHOCT 32 Pa3BUTUETO U PENPOIYKTHBHA TOKCHYHOCT IPH IBJTOONAIIATH MaKaly
He ce HaOIo1aBaT HeXelnaHu e(heKTH BPXY (QEepTHINTETa TP MBKKHUTE, KAKTO U BPOJCHH Ne(EKTH
WJIM TOKCUYHOCT 3a pa3BUTHETO. He ce HaOmoaaBar HexenaHu epeKTH BbpXy QepTHiinTeTa npu
JKEHCKHUTE IPH yrnoTpedaTa Ha aHAJIOTUYHO aHTUTsUIO cpenry 1L-12/23 mpu mumkn.

JlozoBuUTE HHBA B IPOYYBAHMUS TP KUBOTHH ca OJI130 45 MBTH MO-BUCOKH OT Hal-BHCOKATa
€KBUBAJICHTHA 1034, IPEIBIKJaHa 33 IPWIOKEHHE IIPU MALUEHTH C IICOPUA3UC, U BOASAT 10
MaKCHMAaJIHA CEPyMHH KOHIIEHTpAIK IpU MalMyHH, KouTo ca HaJ 100 mbTH MO-BUCOKH OT
KOHIICHTpAIMHTE, HAOIIOIaBaHU TIPU XOpa.

He ca npoBexxnanu npoy4BaHus 32 KAHIEPOI'€HHOCT € YCTEKMHYMa0 MOpaIy JIUIIcaTa Ha HOAXOISIIN
MOJIEIN 32 aHTHTSUIO 0€3 KphCTOCaHa peakTHBHOCT KbM 1L-12/23 p40 Ha rpuzaum.
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6. DODAPMAIIEBTUYHHU JAHHHU
6.1 ChomucbK Ha NIOMOIIHHUTE BelIeCTBA
L-xuctnanu

L-XHCTHIUHOB XHAPOXIOPUI MOHOXHAPAT
[Monucop6ar 80 (E 433)

3axapo3a

Bopa 3a nmkexim

6.2 HecbBMEeCTHMOCTH

[Tpu nunca Ha Tpoy4BaHUs 32 HECHbBMECTUMOCTH, TO3H JICKAPCTBEH MPOAYKT HE TPsiOBa Jla ce cMecBa ¢
JPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpox Ha roaHoOCT

WEZENLA 45 mg nmKeKIMOHEH pa3TBOP B IPEABAPUTEIHO HaObJIHEHA ITHCATKa

3 roguHu

WEZENLA 90 mg niKeKIIMOHEH Pa3TBOP B IPEABAPHUTEIIHO HAIThIHEHA ITHCATKA

3 roguHu

OtaenHnTE IpEeIBApUTEITHO HAITBIIHEHH MHCAJIKM MOYXKE 1a Ce ChXPAHsIBAT IIPH CTaifHa TemMIepaTypa
1o 30°C enHOKpaTHO 3a MakcuMasieH mepruoa 10 30 THU B OpUrMHATHATA KapTOHEHA OMAaKOBKa, 3a Ja
ce Mpeana3sT OT CBETIMHA. 3aluIileTe JaTaTa, Ha KOsTO TIPEIBapUTEIIHO HAITBIHEHATA TIHCANKA €
W3BaJICHA 3a ITBPBH BT OT XJIAJMJIHUKA U laTaTa Ha U3XBbpIIsiHE. JlaTaTa Ha U3XBBpIITHE HE TPsOBA 1a
€ clie]l OpUTHHAIHHUS CPOK Ha TOHOCT, OTIIeYaTaH BbpXy KapTOHEeHaTa ormakoBKa. Ciell KaTo BeHBXK
NpeIBApUTETHO HATbJTHEHATA HcalKa e Ouiia chXpaHsBaHa IpH craiiHa temmeparypa (10 30°C), s
He Tps0Ba J1a ce BPhIIa B XJIaJMITHUKA. 3XBBpIIeTe mpeiBapuTeIHO HaIThbIHEHATA MTUCAJIKa, aKO He ce
M3II0JI3BA CJIe]] ChXpaHEeHHe MPH CTaliHa TeMIepaTypa B paMkute Ha 30 THH WITH Clie]l H3THYaHe Ha
OpPUTHHAITHUS CPOK HA TOJTHOCT, B 3aBUCUMOCT OT TOBa, KO€ OT JIBETE HACTBITH MO-PaHO.

6.4 CrhnenuanaHM ycI0BHS HA CbXpaHeHHe

[a ce cpxpansBa B xmaguinHuk (2°C — 8°C).

Jla He ce 3ampassBa.

CoxpaHsBaiiTe peIBAPUTEIIHO HAITBIHEHATA MMHCATTKA B KAPTOHEHATA OMIAKOBKa, 32 JIa Ce TMpena3u OT
CBETIIMHA.

AKko e He00X0AUMO, OTIEIHUTE NPEABAPUTEIHO HAITBJIHEHH THCAJIKA MOXKE /14 CE€ ChXPaHABaT IIPH
ctaiina tremneparypa 110 30°C (Bx. Touka 6.3).

6.5 Bwuau cbabpikaHue Ha ONMAKOBKATAa

WEZENLA 45 mg nEKeKIIMOHEH PA3TBOD B IIPEABAPUTEIHO HAIBIHEHA TUCAJIKA

0,5 ml pa3TBOp B cipuHLIOBKa OT cThKJO THI | 1 ml ¢ pukcupana uria ot HepbKaaeMa CTOMaHa,
MOHTHpaHa B TUCAJIKA.

WEZENLA 90 mg HHXEeKIIMOHEH PAa3TBOP B IPEABAPUTEIIHO HATHIHEHA MTHCAJIKA

1 ml pa3TBOp B cipuHIIOBKa OT cTHKIO TUM | 1 ml ¢ pukcupana urna ot HepHKIaeMa CTOMaHa,
MOHTHpaHa B TUCAJIKA.

WEZENLA ce nipenyiara B ormakoBKka ¢ 1 IpeIBapuTeTHO HAIThIHEHA ITHCAITKA.
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6.6 CrhenuajJHu MpeaNa3Hu MePKH NMPH U3XBBPJIsIHE U padoTa

Pa3tBOpBT B npenBaputenHo HambiHeHata nucanka WEZENLA ne Tps6Ba na ce paskiaina.
Pa3TBOpBT TpsAOBa a ce MpOBEPH BU3yaTHO 32 HAIWMYHETO Ha BUAMMH YaCTHIIM T TIPOMSIHA Ha
1[BETA, IIPENIN J1a C€ MPUIIOXKH MTOIKOKHO. Pa3TBOPBT € OUCThp A0 OmnanecueHTeH, Oe3IBETEH 0
0s1e0xBIT. JIeKapCTBEHUAT MPOIYKT HE TPSAOBA JIa CE M3MO0JI3Ba, aKO Pa3TBOPHT € C MPOMEHEH IIBIT
WA MBTEH, WIH aKO ChAbpKa BUANMHE Uy au dactuid. [Ipenn npunoxenne WEZENLA Tpsa6Ba na
JIOCTUTHE CTaifHa TemrepaTypa (IprOIM3UTETHO 32 0KOJI0 ToJIoBHH Yac). [lonpoOHu ykazaHus 3a
ynoTpeba ca MpeAoCTaBeHH B JIUCTOBKATA.

WEZENLA He cbabpxa KOHCEPBAHTH, 3aTOBAa HEM3MOI3BAHUSAT JIEKAPCTBEH MPOAYKT, OCTAHAI B
npeBapUTEIHO HATbJIHEHATA Mcajka, He TpsioBa na ce m3nomsBa. WEZENLA ce moctaBst kaTo
CTepHUITHA MTPEBAPUTEIHO HAITbJIHEHA MUCAJIKa 3a eJHOKpaTHa ynoTpeba. [Ipensaputento
HaITbJIHEHATa IMCAJIKA He TPAOBa [1a ce M3I10JI3Ba NOBTOPHO. Hen3non3BaHusAT I€KapCTBEH IPOLYKT
WIN OTHAaIbYHUTE MaTepHaIl OT HEro TPsiOBa 1a ce U3XBBPIIAT B ChOTBETCTBUE C MECTHUTE
U3UCKBaHHUS.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

WEZENLA 45 mg HHXEKIIMOHEH pa3TBOP B IPEABAPUTEIHO HaOhJIHEHA MUCAIKA

EU/1/24/1823/005

WEZENLA 90 mg HHXEKIIMOHEH pa3TBOP B IPEABAPUTEIHO HaObJIHEHA MACAIKA

EU/1/24/1823/006

9. JATA HA TBPBO PASPEIIABAHE/IIOJJHOBABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha ppBO pazpemanane: 20 roau 2024

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa nudopMaliKs 3a TO3W JIEKAPCTBEH MPOAYKT € ITPeIocTaBeHa Ha yeOcaiita Ha EBpornieiickaTa
areHIys 110 JIeKapcTBaTa https://www.ema.europa.eu.
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MPUJIOKEHME II
MPOU3BOJUTE.J HA BUOJIOTHMYHO AKTUBHOTO BELIECTBO "
MMPOU3BOJUTEJN, OTTOBOPHU 3A OCBOBOKJIABAHE HA
MAPTUIU
YCJIOBUSI WJIM OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJI0BUA NN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUA TIPOAYKT
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A. INPOU3BOJUTEJ HA BUOJIOI'NYHO AKTUBHOTO BEIIECTBO U
INPOU3BOJUTEJINA, OTTOBOPHU 3A OCBOBOXK/IABAHE HA ITAPTHU /U

Wme v asipec Ha POU3BOAMTES HA OUOJIOTUYHO AKTHBHOTO BEIIIECTBO
Immunex Rhode Island Corporation

40 Technology Way

West Greenwich

Rhode Island, 02817

CAII]

Hwme 1 aipec Ha NPOU3BOANUTEIUTE, OTTOBOPHU 32 OCBOOOXKIaBaHE Ha NAPTUANTE
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannus

Amgen Europe B.V.
Minervum 7061

4817 ZK Breda
Hunepnannus

Amgen NV
Telecomlaan 5-7
1831 Diegem
benrusa

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPsIOBA 1a ChbPKa HMETO U ajpeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXKIABAHETO HAa CHOTBETHATA TAPTHU/IA.

b. YCJIOBUA NN OT'PAHUYEHUA 3A TIOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOYKT C€ OTITyCKa MO0 OTPaHUYEHO JIEKapcKo mpennucanue (Bx. [punoxenne I:
Kpatka xapakTepucTrka Ha IpOAyKTa, TouKa 4.2).

B. JAPYI'MYCJIOBUA U UBUCKBAHUSA HA PASPELIEHUETO 3A YIIOTPEBA

. Ilepuoauynu akTyau3upanu qokjaaau 3a dezonacuocrt (ITAIB)

M3uckpanusTa 3a nonaBane Ha [IAJlb 3a To3u JeKapCTBEH MPOAYKT ca MIOCOUYEHH B CITUCHKA C
pedepentHute natu Ha EBponetickus cpro3 (EURD cnmcek), npeasuaen B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCHUKH CII€ABALIN aKTyaJIM3allH, TyOJIMKYBaHH Ha eBPOIEHCKUS
yebmopTai 3a JieKapcTBa.

I.  YCJIOBUs NWJIN OI'PAHUYEHMNSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. IInan 3a ynpasienne Ha pucka (ITYP)

IIpurexxatensat Ha pa3pemnienneTo 3a ynotpeda (IIPY) Tps6Ba na n3BbpIIBa H3UCKBAHUTE AEHHOCTH U

JeHCTBUS, CBBP3aHU C IIPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,

npencraBeH B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda KakTo ¥ BbB BCUUKH CIEIBAIH 0J00peHH
aktyanu3auuu Ha [TYP.
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Axtyanmusupan I[TYP tps6Ba nga ce nogaga:

. 1o “ckaHe Ha EBporelickara areHIus 1o JeKapcTBara;

. BUHArd, KOTaTO Ce M3MEHsI CHCTEMAaTa 3a yIpaBJlIeHHE Ha PHCKa, OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBEJE 10 3HAYNMHU IIPOMEHU B
CHOTHOIIICHUETO I10JI3a/PUCK, WITH CJICT JOCTUTaHEe Ha BaXKCH eTall (BbB BPh3Ka C IMIPOCIICIBaHE
Ha JIEKapCTBeHATa 0E30MAaCHOCT WU CBEXKIAHE HA PUCKA O MUHUMYM).
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HPUJIOKEHUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA ®JJAKOHA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

WEZENLA 130 mg xoHIeHTpart 32 nH(}Y3HOHEH pa3TBOP
yCTeKHHYMab

‘ 2. OBsIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku daakon cpabpxa 130 mg ycrexkunymad B 26 ml.

| 3. CIIMCBK HA ITOMOIIHUTE BEHIECTBA

EDTA nunarpueBa con quxunpart, L-xuctunus, L-XUuCTUANHOB XUAPOXIOPUT MOHOXHAPAT, L-
meTtnoHuH, monucop6ar 80 (E 433), 3axaposa, HarpueB xuapokcus (3a kopekiws Ha pH), Boga 3a
HHKEKITUHA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B ETHA OITAKOBKA

KonuenTpar 3a uH(y310HEH pa3TBOP
1 pmakon

[5.  HAYMH HA NPUJIOKEHUE U NbT(MIA) HA BLBEKJIAHE

Ha He ce pazkiaiua.

[Mpeau ynotpeba nmpovereTe IMCTOBKATA.

CaMmo 3a eTHOKPATHO MPUIIOKEHHE.

3a UHTPaBEHO3HO MPUIIOXKEHHE CIIel pa3peskaaHe.

6. CIIEHUAJIHO NIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOJAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEOCTHITHO 32 JIeTia.

| 7. JAPYI'U CIIEIIMAJIHU HPEAYIIPEXKJAEHNA, AKO E HEOBXO/UMO

| 8. JATA HA U3STHYAHE HA CPOKA HA T'OJJHOCT

T'oxen no:
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| 9. CIHEHMAJIHA YCJOBUSA HA CbXPAHEHHUE

Jla ce chxpaHsiBa B XJIaIUTHUK.
Ja He ce 3ampa3siBa.
CoxpansBaiiTe (yilakoHa B KAPTOHEHATA OMAKOBKA, 3a J1a ¢€ MPEeJa3d OT CBETIHHA.

10. CHEHLUWAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AJPEC HA IIPUTEXATEJISI HA PASPEILIEHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnanaus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1823/004

| 13. TAPTHMJEH HOMEP

[Naptuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUSI 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAJIOBA A3BBYKA

[Ipueto e ocHOBaHHE Aa HE ce BKIOYM HHpopManus Ha bpaiinoBa az0yka.

| 17. YHUKAJIEH MJEHTUO®UKATOP — JIBYUSMEPEH BAPKO/I

JByn3MepeH 0apKoJl ¢ BKIIIOUCH YHUKAIICH HICHTU(PHKATOD

| 18. YHHUKAJIEH MAEHTUDUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JJAKOHA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 130 mg xoHIeHTpaT 32 nH(Y3UOHEH Pa3TBOP
YCTEKUHYMa0

| 2. HAYHYH HA ITPHJIOKEHUE

3a 1.v. IpUWIOKEHUE CIe]] pa3pexJaHe
Ha ne ce pasknama.

| 3. JATA HA UT3THYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

| 5. CBABbP/KAHUE KATO MACA, OGEM WJIN EJIMHULINA

130 mg/26 ml

l6. JPYIO
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA ®JTAKOHA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

WEZENLA 45 mg nHXeKIIMOHEeH pa3TBOP
yCTeKHHYMab

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢nakon cpabpxka 45 mg ycrekunymab B 0,5 ml.

| 3. CIIMCBK HA ITOMOIIHUTE BEIIECTBA

3axapo3a, L-xuctuauH, L-XucTuanHoB xuapoxiopua MoHoxuapar, noiaucopoat 80 (E 433), Boxa 3a
WHKEKITUH

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EITHA OITAKOBKA

Muxexk1nmoHeH pa3TBop
1 ¢pnakon

[5.  HAYMH HA IPUJIOKEHUE U O'bT(MILA) HA BbBEXKJAHE

Ha He ce pazkiaiua.
3a NOJKOXKHO MPUIOKEHHUE
[Ipenn ynorpeda mpodeTeTe JIUCTOBKATA.

6. CHELOUAJIHO NIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsABa Ha MSCTO, HCAOCTBITHO 3a [C1a.

| 7. APYTI'U CIIEIWMAJIHU HPEAYIIPEXKIAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3STUYAHE HA CPOKA HA 'OJAHOCT

T'onen no:
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| 9. CIHEHMAJIHA YCJOBUSA HA CbXPAHEHHUE

Jla ce chxpaHsiBa B XJIaIUTHUK.
Ja He ce 3ampa3siBa.
CoxpansBaiiTe (iakoHa B KAPTOHEHATA OMAKOBKA, 3a J1a C€ MPEINa3d OT CBETIHHA.

10. CHEHLUWAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME U AJPEC HA IPUTEXATEJISI HA PASPEHIEHHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnanaus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1823/001

| 13. TAPTHJEH HOMEP

[Naptuna:

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHUSI 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAJIOBA A3BBYKA

WEZENLA 45 mg ¢nakon

| 17. YHUKAJIEH MJEHTUO®UKATOP — JIBYUSMEPEH BAPKO/I

JByn3MepeH 0apKoJl ¢ BKIIIOUCH YHUKAIICH HICHTU(PHKATOD

| 18. YHHUKAJIEH MAEHTUDUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

88



MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JJAKOHA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 45 mg nHXeKIIMOHEeH pa3TBOP
YCTEKUHYMa0
s.C.

| 2. HAYMYH HA TPUJIOKEHUE

| 3. JATA HA UT3STHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. TIAPTHJEH HOMEP

Lot

| 5. CBAbPKAHUE KATO MACA, OGEM WJIN EJIMHUIINA

45 mg/0,5 ml

6. JPYIO
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA ITPEABAPUTEJIHO HAITBJIHEHATA CIIPUHILHOBKA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

WEZENLA 45 mg uHXeKIIMOHEH pa3TBOp B MPEABAPUTEITHO HAITBITHEHA CIIPUHIIOBKA
yCTeKHHYMab

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika npenBapuTenHO HaIbJIHEHA CIIPUHIIOBKA ChIIbpka 45 mg ycrekuaymad B 0,5 ml.

| 3. CIIMCBK HA ITOMOIIHUTE BEIIECTBA

3axapo3a, L-xuctuauH, L-XUCTUAMHOB Xuapoxiopua MoHoxuapar, noiucopoar 80 (E 433), Bona 3a
WHKEKITUH

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EITHA OITAKOBKA

MHxeKIMOHEH pa3TBOP B IPEABAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA
1 nmpeaBapUTENTHO HAITBIHEHA CIIPUHIIOBKA

[5.  HAYMH HA IPUJIOKEHUE U O'bT(MILA) HA BbBEXKJAHE

Ha He ce pazkiaiua.
[NonkoxHO MpHITOKEHNE
[Ipenn ynorpeda mpodeTeTe JIUCTOBKATA.

6. CHELOUAJIHO NIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsABa HAa MACTO, HCAOCTBITHO 3a JICHaA.

| 7. APYTI'U CIIEIWMAJIHU HPEAYIIPEXKIAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3STUYAHE HA CPOKA HA 'OJAHOCT

T'onen no:

| 9. CIHEHMAJIHHA YCJOBUSA HA CbXPAHEHHUE

Ja ce cbxpaHsiBa B XJIaIUITHUK.

[la He ce 3ampa3ssBa.

ChxpaHsiBaiiTe IPEJBAPUTEIIHO HAITbJIHEHATa CIIPHHIIOBKA B KAPTOHEHATa OMAKOBKA, 32 Jia ce peAnasu
OT CBETJIMHA.
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEHNUWAJIHU NPEAITAZHUA MEPKU ITPU U3XBBHPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT

11. HMME U AJIPEC HA ITIPUTE/XKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannus

12. HOMEP HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1823/002

| 13. TIAPTHJEH HOMEP

[aptuna:

| 14. HAUYMH HA OTIIYCKAHE

| 15.  YKA3AHWS 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAHJIOBA A3BBYKA

WEZENLA 45 mg cipuniioBka

| 17. YHUKAJIEH MAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/I

JByn3mepeH 6apKo[ ¢ BKJIIOYECH YHUKAJICH HICHTU(PUKATOD

| 18. YHMUKAJIEH WAEHTUDOUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP HA ITPE/IBAPUTEJIHO HAITBJIHEHATA CIIPUHITOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

WEZENLA 45 mg nmxeknus
yCcTeKnHyMab

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJABAPUTEJIHO HAIIBJIHEHATA CIIPUHIIOBKA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 45 mg nmxeknus
yCTeKnHyMab
s.C.

| 2. HAYMYH HA TPUJIOKEHUE

| 3. JATA HA UT3STHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. TIAPTHJEH HOMEP

Lot

| 5. CBAbPKAHUE KATO MACA, OGEM WJIN EJIMHUIINA

45 mg/0,5 ml

6. JPYIO
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JAHHH, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ITIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHITOBKA

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

WEZENLA 90 mg nHXeKIINOHEeH pa3TBOpP B MPEABAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA
YCTEeKUHYMab

| 2. OBSBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bcesika npeaBapuTeIHO HaTbJIHEHA CIIPUHIOBKA Chabpka 90 mg ycTekunymad B 1 ml.

| 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

3axapo3a, L-xuctuauH, L-XxucTuanHOB Xuapoxiopua MoHoxuapar, noiaucopoat 80 (E 433), Boxa 3a
WHKEKITUH

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxeKMOHEH pa3TBOP B MPEABAPUTEIIHO HAIIBJIHEHA CIIPUHIIOBKA
1 nmpeaBapUTENTHO HAITBJIHEHA CITPUHIIOBKA

[5.  HAYMH HA IPUJIOKEHUE U O'bT(MILA) HA BbBEXKJAHE

[a He ce paskiama.
3a NOJKOXKHO NPUIIOKEHNE
[Ipenu ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO NIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHaA.

| 7. APYTI'U CIIEIWMAJIHU HPEAYIIPEXKIAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3STUYAHE HA CPOKA HA 'OJAHOCT

T'onen no:

| 9. CIHEHMAJIHHA YCJOBUSA HA CbXPAHEHHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.

a He ce 3ampassna.

CobxpaHsBaiiTe IpeIBApUTEIHO HAIIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAaKOBKa, 3a J1a Ce
Mpe/na3u OT CBETINHA.
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEHNUWAJIHU NPEAITAZHUA MEPKU ITPU U3XBBHPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT

11. HMME U AJIPEC HA ITIPUTE/XKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannus

12. HOMEP HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1823/003

| 13. TIAPTHJEH HOMEP

[aptuna:

| 14. HAUYMH HA OTIIYCKAHE

| 15.  YKA3AHWS 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAHJIOBA A3BBYKA

WEZENLA 90 mg cnpuHiioBka

| 17. YHUKAJIEH MAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/I

JByn3mepeH 6apKo[ ¢ BKJIIOYECH YHUKAJICH HICHTU(PUKATOD

| 18. YHMUKAJIEH WAEHTUDOUKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP HA ITPE/IBAPUTEJIHO HAITBJIHEHATA CIIPUHITOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

WEZENLA 90 mg nmxeknus
yCcTeKnHyMab

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJABAPUTEJIHO HAIIBJIHEHATA CIIPUHIIOBKA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 90 mg nmxeknus
yCTeKnHyMab
s.C.

| 2. HAYMYH HA TPUJIOKEHUE

| 3. JATA HA UT3STHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. TIAPTHJEH HOMEP

Lot

| 5. CBAbPKAHUE KATO MACA, OGEM WJIN EJIMHUIINA

90 mg/1 ml

6. JPYIO
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA ITIPEABAPUTEJIHO HAITBJIHEHATA IINCAJIKA

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

WEZENLA 45 mg umKeKIIMOHEH pa3TBOp B MPEABAPUTEITHO HATBIIHEHA MTHCAITKA
yCTeKHHYMab

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika npenBapuTenHO HaITbIHEHA MUCANIKA ChIIbpka 45 mg ycTrekuayMao B 0,5 ml.

| 3. CIIMCBK HA ITOMOIIHUTE BEIIECTBA

3axapo3a, L-xuctuauH, L-XUCTUAMHOB Xuapoxiopua MoHoxuapar, noiucopoar 80 (E 433), Bona 3a
WHKEKITUH

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EITHA OITAKOBKA

WnkeKknnoHeH pa3TBoOp B MPEABAPUTEIHO HAITBJIHEHA TIHCAIIKA
1 mpenBapuTenHo HambIHeHa nucanka (ConfiPen)

[5.  HAYMH HA IPUJIOKEHUE U O'bT(MILA) HA BbBEXKJAHE

Ha He ce pazkiaiua.

[NonkoxHO MpHITOKEHNE

[Ipenn ynorpeda mpodeTeTe JIUCTOBKATA.
Harucuere 3a oTBapsiHe

6. CHELOUAJIHO NIPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HHOTVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSICTO, HEJIOCTHITHO 32 JIeTIa.

| 7. APYTI'U CIIEIWMAJIHU HPEAYIPEXKIAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'oxen no:
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| 9. CIHEHMAJIHA YCJOBUSA HA CbXPAHEHHUE

[a ce cpxpansBa B XJIQIHITHUK.

[a He ce 3ampa3sBa.

CrxpansBaiiTe IpeABapUTEIHO HATHITHEHATA THCAJIKa B KAPTOHEHATa OMAKOBKa, 32 J1a ce TPEATasu OT
CBETJIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHBA

11. HMME U AJPEC HA IPUTEXATEJISI HA PASPEHIEHHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnannus

12. HOMEP HA PAZPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1823/005

| 13. MAPTHIAEH HOMEP

[TapTuaa:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAHJIOBA A3BBYKA

WEZENLA 45 mg nucanka

| 17. YHUKAJIEH MAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/JI

JByu3mepeH 0apKo/ ¢ BKIFOYEH YHUKAJICH HICHTU()UKATOP

| 18. YHHUKAJIEH MAEHTUO®UKATOP — IAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IIPEJABAPUTEJIHO HAIIBJIHEHATA ITNCAJIKA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 45 mg nmxeknus
yCTeKnHyMab
s.C.

| 2. HAYMYH HA TPUJIOKEHUE

| 3. JATA HA UT3STHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. TIAPTHJEH HOMEP

Lot

| 5. CBAbPKAHUE KATO MACA, OGEM WJIN EJIMHUIINA

45 mg/0,5 ml

6. JPYIO
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JAHHH, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ITIPEABAPUTEJIHO HAITBJIHEHATA ITHUCAJIKA

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

WEZENLA 90 mg mHXeKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBITHEHA MTHCAIIKA
YCTEeKUHYMab

| 2. OBSBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bceska npeaBapuTenHo HabJIHEHA nucainka ceabpika 90 mg ycreknaymad B 1 ml.

| 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

3axapo3a, L-xuctuauH, L-XxucTuanHoB Xuapoxiopua MoHoxuapart,noiucopoar 80 (E 433), Boaa 3a
WHKEKITUH

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

WmkeKknnoHeH pa3TBOp B NPEABAPUTEIHO HAITBIHEHA MUCAIKA
1 mpenBaputenHo HambiHeHa ucanka (ConfiPen)

[5.  HAYMH HA IPUJIOKEHUE U O'bT(MILA) HA BbBEXKJAHE

[a He ce paskiama.

3a NOJKOXKHO MPUIIOKEHNE

[Ipenu ynorpeba npoyereTe JIMCTOBKATA.
Harucuere 3a orBapsHe

6. CHELOUAJIHO NIPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HHOTVIEJA U TOCET'A HA JIEITA

Ja ce cexpansaBa Ha MSCTO, HEAOCTHITHO 3a JIETIa.

| 7. APYTI'U CIIEIWMAJIHU HPEAYIPEXKIAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'oxen no:
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| 9. CIHEHMAJIHA YCJOBUSA HA CbXPAHEHHUE

Ha ce cpxpaHsBa B XJIQIMITHUK.

[a e ce 3ampa3ssBa.

CoxpaHsBaiiTe MpeIBapUTEITHO HAITBJIHEHATA MTUCANIKA B KAPTOHEHATa OTMaKOBKa, 3a Ja Ce MpeAIa3f OT
CBETJIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHBA

11. HMME U AJPEC HA IPUTEXATEJISI HA PASPEHIEHHUETO 3A YIIOTPEBA

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnannus

12. HOMEP HA PAZPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1823/006

| 13. MAPTHIAEH HOMEP

[TapTuaa:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAHJIOBA A3BBYKA

WEZENLA 90 mg nucanka

| 17. YHUKAJIEH MAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/JI

JByu3mepeH 0apKo/ ¢ BKIFOYEH YHUKAJICH HICHTU()UKATOP

| 18. YHHUKAJIEH MAEHTUO®UKATOP — IAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJBAPUTEJIHO HAIIBJIHEHATA IIHUCAJIKA

[1. MME HA JIEKAPCTBEHUSI MPOAYKT U NbT(MIIA) HA BLBEKJIAHE

WEZENLA 90 mg nmxeknus
yCTeKnHyMab
s.C.

| 2. HAYMYH HA TPUJIOKEHUE

| 3. JATA HA UT3STHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. TIAPTHJEH HOMEP

Lot

| 5. CBAbPKAHUE KATO MACA, OGEM WJIN EJIMHUIINA

90 mg/1 ml

6. JPYIO
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b. JMCTOBKA
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JlncroBka: nHgopManus 3a NoTpedouTeIsI

WEZENLA 130 mg koHUeHTpAaT 32 HH(pY3HOHEeH pa3TBop
ycreknHyMab (ustekinumab)

vTOSI/I JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMBIIHUTENTHO HabmoqeHre. ToBa 11e mo3Boau 0Bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIIUs OTHOCHO Oe30macHOCTTa. MoXeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYMWIN. 3a HAUMHA Ha ChOOIIaBaHEe HAa HEXEJIaHU
peakIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHUMATEJIHO HSAJIATA JUCTOBKA, MPEIN 1A 3alI0YHETe a M3M0JI3BATE TOBA JEKAPCTBO,
Thil KAaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

Ta3u TUCTOBKA € HANMCAHA 32 NAIMEHTA, KOWTO pueMa JeKapcTBOTO.

- 3anazere Ta3u JUCTOBKA. MOXKe /1a Ce HAJIOXKHU Ja S TPOYETETe OTHOBO.

- AKO IMaTe HIKaKBY TOTBIHATEITHHA BBIIPOCH, IIONMUTaNTe Bammus nexap win gpapmariesT.

- AKO TOJTy4uTe HIKAKBH HEXXEJaHHU PEeaKIuy, yBeoMeTe Bamus nexap wim ¢apmanest. ToBa
BKJIFOUBA 1 BCUYKU Bb3MOXHU HCKCIIAaHU peaKHI/II/I, HCOIIMCAaHU B Ta3U JIUCTOBKA. BI/I)KTC
Touka 4.

Kakso CbhbABbpPiKa Ta3u JUCTOBKa

Kaxgo npencrasnsisa WEZENLA u 3a kakBo ce U3I0JI3Ba
Kakgo TpsiOBa na 3Haere, npenu na u3noissate WEZENLA
Kax me ce mpunara WEZENLA

BBb3MOXHM HEXKETaHH peaKIn

Kax na cexpansisate WEZENLA

ChbabpikaHue Ha OMaKOBKaTa M AOIBIHUTEIIHA HHpOpMAaLHsT

A e

1. Kaxkso npeacrasasisa WEZENLA u 3a kakBo ce H3M0J13Ba

Kakso npeacraBiasiBa WEZENLA

WEZENLA chabpxa akTHBHOTO BEIIECTBO ,,yCTEKUHYMAa0”, KOETO € MOHOKJIOHAJIHO aHTHUTSLIO.
MOHOKJIOHATHUTE aHTUTEJIA Ca IPOTCHHU, KOUTO PAa3l03HABAT M CBHP3BAT ONPECIICHH CIICIIU(PUIHN
MIPOTENHH B OPTaHU3Ma.

WEZENLA npunaaiexu KbM rpyla JeKapcTBa, HApEUCHH ,,AMyHoCcyIpecopn’”. Te3u JexkapcTra
JIedCTBAT, KATO HAMaJIABaT aKTUBHOCTTA HA YaCcT OT UMyHHATa CUCTEMA.

3a kakBo ce uznoa3zsa WEZENLA
WEZENLA ce u3moin3Ba 3a JiedeHre Ha yMEPEHa JI0 TexKa 0osiecT Ha KpoH — 1pu BE3pacTHH U JeTa ¢
terno Hai-mainko 40 kg.

Bonectra Ha KpoH e Bp3manutenHo 3a0oisBane Ha yepBara. Ako nMate 6osect Ha Kpon mbpBo 11e
Bu ce nagar apyru nexkapctBa. AKO HE ce TIOBIUSIETE JOCTATHYHO MIIM IMaTe HETIOHOCUMOCT KbM TE3U

nekapcTsa, Moxke 1a Bu ce nane WEZENLA 3a HamansiBaHe Ha IPU3HALUTE U CUMIITOMUTE Ha
3a00sBaHeTo Bu.

2. KakBo TpsioBa 1a 3HaeTe, mpeau aa usnoiazsate WEZENLA

He n3noasBaiite WEZENLA

. AKO CTe aJIepTHYHH KbM YCTEKHHYMA0 WK HIKOS OT OCTAHAINTE ChCTABKH Ha TOBA
JIEKapCcTBO (M30pOCHM B TOUKA 6).
. AKko nMaTe akTHBHA WHQEKIHS, KOATO Bamust iekap HaMupa 3a 3HaYuMa.
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AKO He CTe CUTYpHH JAJIH HAKOE OT H30pOCHUTE MO-TOpe ce OTHACA 3a Bac, mochBeTBaiiTe ce ¢ Bamms
nekap wim papmareBT, penu Aa u3noimsBate WEZENLA.

IpenynpexaeHus u npeIna3sHu MepKu

T'oBopete ¢ Bamms ntekap ninm papmaneBT npeau na unonszsare WEZENLA. Bamusr nekap me
MpOBEpH ChCTOsTHUETO By nipenn nedenueto. TpsOBa qa kakeTe BeHAra Ha CBOSI JIeKap 3a BCAKA
Bama 6onect npeau neuenunero. Coiio Taka HHGpopMupaiiTe Bamus jiekap, ako HACKOpPO CTe OWIH B
KOHTaKT C YOBEK, KOHTO MOXe J1a MMa TyOepKyio3a. Bammsr nekap me Bu npersiena u e HanpaBu
M3cJeBaHe 3a TyOepKyo3a, nmpenu aa usnomsare WEZENLA. Axo BammsT nexap cMmsra, ge cre
W3JI0’KEHU Ha PHUCK OT TyOepKyJo3a, Moxke a Bu mpenmuiie iekapcTia 3a JISYCHUETO .

Caenere 3a CepHO3HU HEJKeJIaHU Peakun

WEZENLA Moxe J1a mpeIn3BUKa CEPUO3HU HEXKEIAHU PEeaKIUH, BKIIOYUTEIIHO aIEPTUYHU PEAKIIUU U
uHpeknuu. TpsiOBa xa cieauTe 3a oNpeeICHN TPU3HAILM Ha 3200 IsIBaHUS, JOKATO MPUEMATE
WEZENLA. Buxre ,,Cepro3Hr HEXEIIaHA PEKalliK’’ B TOYKA 4 3a ITBIHUS CIHCHK Ha Te3W HEXKETaH!
peaKLHH.

Ipeaun na nznoassare WEZENLA nndopmupaiite Bamus jexap:

. AKO HAKOra cTe UMaJu ajeprudda peakuus KkbM WEZENLA. Axo He cTe CUTypHH,
nonuTaiite Bamus nekap.

o AKO HAKOra cTe HMaJIM HAKAKbB BH/I PAK — TOBA €, 3allJ0TO IMYHOCYIIPECOPHUTE KaTO
WEZENLA otcnabBar 4acT OT MMyHHaTa cuctemMa. ToBa MOKe Jja MOBHIIHM PUCKa OT pax.

. AKO cTe JIeKYBaHHM 32 IICOPUA3KC C APYTd OHOJIOTHYHH JIeKapcTBa (JIeKapCTBO,

NMPOU3BEACHO OT 0HMO0JIOrMYeH H3TOYHHK H OOMKHOBEHO npujaraHo 4pes3 HHHCeKIIHﬂ) -
PHUCKBT OT pakK MOXKE Ja € IMO-BHUCOK.

. AKO0 MMAaTe WJIH HACKOPO CTe UMAJIU UH(eKIus WIM aK0 UMATe HAKAKBH Heo0u4ailHu
OTBOPH 10 KoOkaTa (pucrtynan).

o AKO MMaTe HOBM WJIM NPOMEHSILIU ce JIe3UM B YJaCTbLUTE C ICOPHA3UC HIIH T10
He3acerHaraTa Koa.

o AKo mosyyaBate Jpyro JeyeHHe 3a MCOPUAZMC H/MJIU MCOPHATHYEH apTPUT — KaTo APYTU

MMYHOCYTIpeCOpH WM (oToTeparusi (KoraTo TAJI0TO Ce JIeKyBa ¢ THI yaTpasuosieroBa (UV)
cBeTNIMHA). Te3u JedeHuns ChIo MOXKe Ja OTCIA0ST YacT OT MMyHHATa cucrema. M3mois3BaneTo
Ha Te3u Jedenus 3aenHo ¢ WEZENLA He e nzcnenBano. Bp3moxHo € obaue, TO J1a yBeTHYH
pHCcKa OT 3a00JIIBaHMsl, CBBP3aHM C OTcIa0BaHe HA UMyHHATa CHCTEMA.

) AKo0 moJiyyaBaTe HWIH HAKOra CTe MOoJYy4YaBajlu HHKEKI[UH 32 JiedeHHe HA aJIepriuu — He €
u3BecTHO Janu WEZENLA moxe 1a okaxe BIUSHUE BbPXY TAX.
° AKO cTe Ha ¥ HaJl 65 roIMHu — MOXKE J1a CT€ MO-CKJIOHHU KhbM WH(EKITHH.

AKO HeE cTe CUT'YpHH JJaJIi HSIKO€ OT Topen30poeHuTe ce oTHacs 3a Bac, mochBeTRaiite ce ¢ Barus
nexap uiy (apmanesT, npeau na usnonssare WEZENLA.

Hsaxown manyeHTH morydaBart Jymyc-oA00HN PeaKIny, BKIFOUMNTEITHO KOXKEH JyIyC epuTeMaToaec u
JyIyc-mogo0eH CHHAPOM, [0 BpeMe Ha JiedeHue ¢ ycTekuHymal. ['oBopere BenHara ¢ Bammus sekap,
aKo IMOJyYHTE YePBEH, HAJAUTHAT, JIOLIEI] ce 0OPUB, MOHAKOI'a C TO-THbMHH IPaHULIY, B U3JI0KECHUTE
Ha CI'BHIIE YYaCThIM Ha KOXKaTa UM CTaBHU OOJIKH.

ChbpaeyeH HHPAPKT U HHCYJITH

WudapkT 1 HHCYNITH ca HAOIII0JaBaH! B TPOYYBAHE TIPH MAIEHTH C TICOPUA3UC, JIEKYBAHU C
ycTeknHyMa0. Bammst nekap pesoBHO e mpoBepsiBa pUCKOBUTE (PaKTOPH 3a Chp/IeUHO 3a001IBaHe U
uHCYIT pu Bac, 3a 1a e curypHo, 4e Te ce JIeKyBat 1o nmoaxozsu HaunH. HezabaBHO moTbpcere
MEIUIMHCKA TIOMOLLL, aKO TOJIy4uTe 00JIKa B IbpANTE, CIa00CT MM HEOOMYAHO ycellaHe OT e1HaTa
CTpaHa Ha TsJI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PpUTCIIHU CMYIIICHUS.

Jlena u 1oHOIIH
WEZENLA He ce npemnopbuBa 3a ynotpebda mnpu jaena ¢ 6oiect Ha Kpon u terino nox 40 kg, 3amoto

HE € MMPOYYBaH MpPH Ta3u rpymna.
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Apyru gexkapcrea, Bakcuaiu 1 WEZENLA
TpsiOBa na kakere Ha Barms jiekap wim GapMarieBT:

. AKo mmpyemate, HaCKOpO CTE MPUEMANH WIH € Bb3MOXKHO 13 IPUEMETE APYTH JIEKapCTBa.

. Axo Hackopo Bu e nmpaBeHa unu nianupare 1a Bu ce npaBu BakcuHanus. JlokaTo n3noJi3Bare
WEZENLA, Hsixou BUJI0BE BaKCHHU (3KMBU BaKCUHH) HE TPsIOBA J1a CE MPUJIarar.

. Axo cre nonyyaBanu WEZENLA no BpeMe Ha OpeMEHHOCTTa, TpsiOBa Jla KayKeTe Ha JeKaps Ha

6ebero Bu 3a neuennero c WEZENLA, nipeau To 1a IOTyYH KaKBaTO U J1a € BAaKCHHA,
BKJTFOUHMTEITHO JKUBH BakcHHU, KaTo BIDK BakcuHa (M3mon3BaHa 3a npeamna3BaHe OT
TyOepKyo3a). JKuBUTE BAKCHHU HE e TpernophuBar 3a Barero 6e0e mpe3 mbpBUTE JIBaHAICCET
MeceIla cie/ paXXaaHeTo, ako cte nomydaBamn WEZENLA mo Bpeme Ha OpeMeHHOCTTa, OCBEH
aKko JiekapsT Ha Bamero 6ebe He pernopbya APYTo.

bpeMeHHOCT M KbpMeHe

o AKko cTe OpeMeHHa, cMsATaTe, 4Ye MOXKe Ja CTe OPeMEHHA WK TUIaHupaTe OPEeMEHHOCT,
HochBeTBalTe ce ¢ Bamms ekap npenu ynorpebara Ha TOBA JIEKapCTBO.
o He e maOnromaBaH O-BUCOK PUCK OT BPOJeHH AedeKTH npu Oedera, n3noxxenn Ha WEZENLA B

yrpobara. [lanaute ot ynorpebara Ha WEZENLA nipu 6pemMeHHM )KeHU 00ade ca OrpaHnveHH.
IMopaau ToBa € 3a npeanoynTane aa ce u3odsraa ynorpedbara Ha WEZENLA mo Bpeme Ha
OpeMeHHOCT.

o AKO cTe JKeHa C ISTepOIeH MOTSHINAT, XKeJaTeIHO € 1a He 3a0peMeHsBaTe U J1a U3I0JI3BaTe
MTOIX OIS MTPOTHBO3adaThueH MeTo I, Korato usnomBare WEZENLA u none 15 ceqmunu cien
nocienuoto mpmiarane Ha WEZENLA.

. WEZENLA moxe 1a npeMHHe npe3 IJIaleHTaTa B HepoJeHOTo Oebe. AKO CTe oTydaBaiu
WEZENLA 1o Bpeme Ha OpeMmeHHOCTTa cH, 6e0eTo Bu Moke a mMa 1o-BUCOK PUCK OT
WH(EKIHS.

o BaxHo e na kaxeTe Ha jJekapuTe Ha BameTo 6ede u Apyru MEeIUIIMHCKH CIIELUAINCTH, aKO CTE

nonyuaBain WEZENLA 1o Bpeme Ha OpeMEHHOCTTa CH, Ipean 0e0eTo Ja MoJyYr KaKBaTo U
na e BakcuHa. JKuBu Bakcuam, kato BIK Bakcuna (M3mon3BaHa 3a npeamna3BaHe oT
TyOepKyI03a), He ce mperophuBar 3a Bamero 6ebe npe3 mbpBUTE IBaHAAECET MEcena Ciie]]
pakzaHeTo, ako cte noyydasaain WEZENLA o Bpeme Ha OpeMeHHOCTTa, OCBEH aKO JICKapsT
Ha Barrero 60e0e He npenopbya Ipyro.

. YcereknaymMad MOXe J1a IPEMHUHE B KbpMaTa B MHOTO MaJIKU KoymuecTBa. [lockBeTBaiite ce ¢
Bamus nekap, ako KbpMUTE WM aKO IIaHUpaTe Ja KbpMmute. Bue u Bammst nekap TpsoBa a
pemnTe nanu TpsiOBa ga kepmute win Aa n3nonsBate WEZENLA - He mpaBete u JiBeTe.

Ilopupane u padora ¢ MAIUHUA
WEZENLA He noBivsiBa WM MOBJIHSIBA TPEHEOPEKUMO CIIOCOOHOCTTA 32 Mo upaHe U padoTa ¢
MaIlHH.

WEZENLA cbabpska HaTpuid

WEZENLA cpapprxka no-manko ot 1 mmol maTpwuii (23 mg) Ha 1032, T.€. MOXKE Ja ce KakKe, 9e
MPAKTHYECKH HE ChABPKA HATPHI.

[Ipenun na Bu 0b1e npunoxen obaue, WEZENLA ce cmecBa ¢ pa3TBOp, KOWTO ChIAbpKa HATPUHL.
T'oBopere ¢ Bamns sekap, ako cTe Ha AMETa C HUCKO ChABP)KaHUE HA HATPUH.

WEZENLA cbabp:xa noaucopoar 80

WEZENLA cpabpxa 10,4 mg momucop6ar 80 (E 433) BB Bcsika 1033, KOSTO € €KBUBAJIICHTHA Ha
0,40 mg/ml. [TonucopOaruTe Morar Ja NPUYHHSAT aleprudHu peakiuu. TpsoBa Ja kaxxere Ha Barmms
JIeKap, ako UMaTe YCTAaHOBEHU aJlepTHH.

3. Kaxk me ce npunara WEZENLA

WEZENLA e npeana3HaveH 3a ynoTpe0a 1moj pbKOBOACTBOTO U KOHTPOJIA Ha JIeKap ¢ OIHT B
JMarHOCTHKATa U JIedeHueTo Ha bosect Ha KpoH.
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Bammar nexap me Bu npunoxxu WEZENLA 130 mg koHIIeHTpaT 3a HHPY3HOHEH pa3TBOp Upe3
KaITKOBO BJIMBaHE BHB BEHATa Ha pbKarta (MHTpaBeHO3HA MH(Y3Us) B IPOALIDKCHHE HA HAW-MAaJIKO
enuH vac. [loceBeTBaiite ce ¢ Bamus nekap 3a ToBa, kora 1ie Bu ce mocTaBsAT HHKXEKIIMUTE U KOTa I11e
ca CIIe/IBAIUTE KOHTPOJIHU NPETIICIH.

KaxBo koiuyectBo WEZENLA ce npusara
Bammusr nexap me petn kakBo konmuectBo WEZENLA TpsiOBa aa mony4uTe U 32 KaKbB MEPUOJ OT

BpeMe.

Bn3pacTHu Ha 18 roaunmn uim no-rojgemMu

o JlexapsT mie u34HCIu MpenopbunTenHaTa 3a Bac 1o3a 3a nHTpaBeHO3Ha HH(Y3WS BH3 OCHOBA Ha
TenecHoTo Bu Terio.
Bamero TenecHo terio Joza
<55kg 260 mg
> 55 kg no <85 kg 390 mg
> 85 kg 520 mg
. Crnen HawanmHATa MHTPABEHO3HA N103a 1ie Bu 6b1¢ npunokena cienpamara go3a 90 mg

WEZENLA upe3 nmxeKnus moJ| KokaTa (TI0JK0KHA HHKEKIINS) CTIel 8 CeMUIIN U CIIe]] TOBA
Ha BCceKU 12 ceqMUIIH.

Heuna ¢ 6osect Ha KpoH u Teryo Haii-majnko 40 kg

° JlekapsiT 11e onpezeu npenopbunTeHaTa 3a Bac 103a 3a uHTpaBeHo3Ha HH( Y31 Bh3 OCHOBA
Ha TeJecHoTo Bu Terio.

Barieto TenecHo Terio Jo3za
>40 o <55kg 260 mg
>55kg mo <85kg 390 mg
> 85 kg 520 mg
. Cren HawamHATa MHTPABEHO3HA 71034 1€ MOoTy4duTe cheasamiara 103a 90 mg WEZENLA ugpes
WH)KEKTHpaHe Mo/ KoxkaTa (TIOAKOKHA HHXKEKITUS ) CIIel 8 CeMMIIN, a CJIe]l TOBA Ha BCEKU
12 ceamuin.
Kak ce npunara WEZENLA

[IspBara noza WEZENLA 3a nedenue Ha 6oect Ha KpoH mim yimepo3eH KOJIHT ce Mpuiiara ot JeKap
Yype3 KalKoBO BIMBaHE BB BeHa B PbKaTa (WHTPaBEHO3HA UHPY3H).
I'oBopeTe ¢ Bamus nekap, ako uMaTe BBIIPOCH OTHOCHO mpuiiaraneto Ha WEZENLA.

AKko cTe nponycHaau aa usnoiassare WEZENLA

AKo cTe 3a0paBHIIN WJIH CTE MPOITyCHAJIM Yaca CH 3a MpUJIaraHe Ha J103a, CBbpkeTe ce ¢ Bamus nexap
3a MJIaHWpaHe Ha HOB Yac.

Ako cTe cipesiu ynorpedata Ha WEZENLA

He e onacno na cipete ynorpedata Ha WEZENLA. Ako obaue s cripere, Bammre cuMritomu Moxe J1a
ce Bb300OHOBSIT.

AKO mMare HSIKaKBH JOMBJIIHUTEITHU BBIIPOCH, CBhP3aHHU C YIIOTpedaTa Ha TOBa JIEKapCTBO, TIOMUTANTe
Bamus siekap wnu gpapMarieBT.

4. Bb3MOKHY HelKeJIaHHM peakuu

KakTo Bcrukwm 1ekapcTBa, TOBa JIEKAPCTBO MOXKE Ja MIPEIU3BHKA HEXKEJIAaHHU PEAKIMH, BHIIPEKU Ue He

BCCKM I'l ITOJTy4aBa.
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Cepn03lm HEKEJIaHU peakKuuu
Hsxoun mamueHTH MOXXKe Ja ©MaT CEPHUO3HU HEXKEIaHNU pCaKIHUU, ITPU KOUTO Jia CE€ HaJlara CIi€urHo
JICUCHHUC.

AJlepruvyHM peakumu — MosKe /1a M3MCKBAT crnelHo jJevyenne. Mndopmupaiite Bamus jgexkap uiau
He320aBHO NOThpceTe CIEIHA MeJULMHCKA NIOMOLL, aKO0 3a0eJie;KUTe HIAKOIi 0T cileJHHUTe
NpH3HAIM.
o CepHo3HHTE aJIEPTUYHU peakiny (,,aHaduinakcus’’) ca peAKH Ipu Xopa, MpHeMaIln
ycTexkuHyMab (Moxke na 3acerHat a0 1 Ha 1 000 gymm). [Ipu3HanmTe BKIIOYBAT:
- 3aTPYAHEHO IUIIAHE WU [IPErIblliaHe
- HHUCKO KPBBHO HAJIATaHE, KOETO MOXKE A3 IIPUYMHU 3aMastHOCT UJIM CBETOBBPTEK
- [IOyBaHE Ha JINLETO, yCTHUTE, yCTaTa UK I'bPIIOTO.
o UYectute npu3Hany Ha ajJepruyHa peakiys BKIOYBAT KOXKEH OOpUB U ypTUKapus (MOXe Ja
3acersar ao 1 Ha 100 gymm).

Peakuuu, cBbp3anu ¢ nHQY3UsATA — AKO ce JeKyBare 3a 0oJjiectTa Ha KpoH, mbpBaTa 103a Ha
WEZENLA e ce npuioKu 4pe3 KankoBo BJIMBaHe BbB BeHA (MHTPABEeHO3HA UHDY3usI).
Hsixou mauyeHTH MoJy4aBaT CepUO3HU AJICPrUYHM PeaKUMu 110 BpeMe Ha HH(PY3UATA.

B penxu ciaydau ce cb00IaBAT aJiePru4Hy 0€J10APOOHH peaKknuu U 6eJ101po0HO Bh3NaJcHHE
MPH NalEeHTH, KOUTO NMoay4aBaT ycreknaymao. Tpsaosa n1a kaxere BeqHara Ha Bamus jexap,
aKO MOJIyYHTe CHMIITOMM KATO KALLJIULA, 321yX U BHCOKA TeMIlepaTypa.

AKO TIOJTyYuTe Cepro3Ha ajlepruyHa peakiys, BamusT gekap Moxe na pein, ue Bue He TpsOBa na
n3noimBatre WEZENLA ortHOBO.

Nudexnun — Moxe 1a M3MCKBAT crielIHo Jedyenue. Mudopmupaiite Bamus nexap, ako
3ales1e:KUTe HAKOM OT CJIeTHUTE MPU3HALM.

. MHQEKIUUTE Ha HOCA WJTU TBPJIOTO U MPOCTY1aTa ca 4ecTH (Moxe J1a 3acerHaT 1o 1 Ha 10 xyin)
o WHQEKIUUTE Ha JOHUTE AUXATEIHHU IBTUIIA (TPBAHU HHPEKIMN) ca HeYeCcTH (MOXe Jia
3acerHat jo 1 va 100 mymm)
o BB3NAJICHUETO HAa MOAKOXHATa ThKaH (LIEIyJIUT) € HedecTo (MOoXe Aa 3acerHe A0 1 Ha
100 myrmmm)
o xeprrec 30octep (Bua Oone3HeH 0OpUB ¢ Mexypu) e HeuecT (Moxe na 3acerHe 10 1 Ha 100 xymmm)

WEZENLA moxe ma Hamanu criocoOHocTTa B fa ce 6opute ¢ nadexnn. Hakon nHbeknnn Moxe
Jla CTaHaT CEPHO3HHU U MOXKE /1a BKIIOUBAT MHPEKIUH, IPUUMHEHU OT BUPYCH, T'bONYKH, OaKTeprun
(BKJIFOUUTETHO TyOEpKyJI03a) WK MMapa3uTH, BKIIOYUTEHO UH(EKIINN, KOUTO BH3HUKBAT MIPETUMHO
IpH Xopa ¢ oTciiabeHa MMyHHA cucTeMa (OMOpTIOHUCTHYHH nHeknun). [Ipy nauuenTty, nomyyasamu
YCTeKHHYMa0, ce chOOIIaBaT OMOPTIOHUCTUYHHA HHPEKITUN Ha MO3bKa (€HIe(alluT, MEHUHTHUT),
OenuTe TPOOOBE U OUHTE.

Hoxkaro m3nonssate WEZENLA, TpsiOBa na ciieaute 3a npu3Hauy Ha HHPeKus. Te BKIIOYBar:
BHCOKa TeMIIepaTypa, IpUIONOA00HN CUMIITOMH, HOLIIHO IIOTEHE, 3ary0a Ha Terjio

yMoOpa WM 3ayX, yIIOpHTa KalllIala

TOIJIa, 3auepBeHa U 0OJIe3HEeHa KOXKa MiIM O0JIe3HEH KOKEH 00OPUB ¢ MEXYPH

NapeHe Npu ypuHUpaHe

JIapus

3pUTETHO CMYLICHUE WK 3ary0a Ha 3peHue

r11aB000JIe, CKOBAHOCT Ha BpaTa, YyBCTBUTEIIHOCT KbM CBETJIMHA, TaACHE UIH OOBPKAHOCT.

Wudopmupaiite Bamms nexap BegHara, ako 3a0esie)XuTe HIKOH OT Te3u Mpu3Hany Ha nHpekus. Te
Morar Aa ObAaT NpU3HaNY Ha HHQEKIHUH KaTo IPhAHN HHPEKIUH, KOKHA HHPEKINH, XepIec 30CTep
WM ONOPTIOHUCTHYHM MH(EKLINHU, KOUTO MOTaT Jia IOBEAAT 10 CEPUO3HU YCIOKHEHHS.
Wudopmupaiite Barust iekap, ako MMaTe HSIKaKBa yIIOPUTa WK IOBTapsiia ce nHpekuus. Bammsr
JieKap MOXKe J1a pemiy, ye He TpsiOBa na m3nomssare WEZENLA, nokato nndexuusta He 0bae
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nzneKyBaHa. TpsOBa na kaxere BegHara Ha Barmwst nexap, ¥ ako UMaTe OTBOPEHU paHH! WU
HapaHsABaHWUS, Thi KaTO MOXKE /1a c€ HH(EKTHUpar.

JIromeHe HA KOKaTa — MHTEH3MBHOTO 3a4YepPBsiBaHe H JIIONIeHe HA KOKATa HA M0-T0JIAMa IIOLX
10 TAJIOTO MOKe 1A ca CHMIITOMM HA epUTPOAepMHUYEH IICOPHAZHUC WU eKC(]POINATHBEH
AepPMAaTHT, KOUTO €A CEPHO3HM KOKHU 3200J1sIBaHMs. AKO 3a0e/1eKiTe HAKOH OT Te3U NPU3HALH,
TpsaOBa 1a nHpopmupaTe Bammus gexap He3abaBHO.

JApyru He:keJJaHU peaKkUMu

YecTu HexKeJIaHU peakuuu (Moxe aa 3acersar 1o 1 Ha 10 xymm):

JHApPUsT
rajieHe

HOBpBIIaHEe

yMopa

3aMasHOCT

rinaBoboie

cbpOex (pypuryc)

OoJka B rbp0a, MyCKYJIUTE UK CTaBUTE
BB3IAJICHO I'bPJI0

3auepBsiBaHe U 00JIKa Ha MACTOTO HA MHKEKTHPaHEe
WH(EKIHS Ha CHHYCHTE

HeuecTu Hexkesanu peakuuu (Moxe aa 3acerar a0 1 va 100 mymm):

nH(pEKIUY Ha 3601Te

BarMHaJTHA WH(EKIUS, TPUINHEHA OT I'bONIKH

JIeTIPECHsI

3amyIieH HOC MK XpeMa

KbPBEHE, IOCUHSIBAHE, BTBBP/IIBAHE, OyBaHe U ChPOEK HA MICTOTO HA MHIKCKTUPAHE
ycelane 3a ciadoct

criaJlaHe Ha KJiernava U U3KPUBSIBAHE HA MYCKYJIMTE HA €THATA TI0JIOBUHA HA JTUIIETO (,,JIUIIeBa
napanu3a’” Wiy ,,iapain3a Ha ben”), kosTo 0OMKHOBEHO € BpeMeHHa

MPOMsSIHA Ha TICOpUa3uca ChC 3aUepBsBaHe U HOBH MAJIKH, XKBITH WU OEJTM MEXypH 10 KOXKaTa,
MOHSAKOTA MPUIPYKEHU C TeMIepaTypa (MMyCcTyI03eH TICOPUA3HC)

OeneHe Ha KoXaTa (excdoiranys Ha KoxKara)

aKHe

Penxu HexkelaHu JieKapcTBeHU peaknuu (Moxke Aa 3acernar jo 1 Ha 1 000 gymm):

3auepBsBaHe U JIOLICHE HA KOJKaTa Ha IO-TOJIIMA IUIOMI TI0 TSIOTO, KOUTO MOXKE Ja ChPOSIT HIIH
na ca OosiesHeHH (excoaraTuBeH JepMaThT). [10100HN CHMIITOMY MOHSKOTa CE pa3BUBAT KAaToO
€CTEeCTBEHa IPOMsIHA Ha BHUJA HA CUMIITOMH Ha IICOpUA3HC (EpUTPOAECPMHUYEH IICOPUA3HC)
Bp3nanenue Ha MaJIKUTE KPHBOHOCHH CHJIOBE, KOETO MOJKE J1a TOBEZE A0 KOXKEH OOPHB € MaJIKU
YepBEHH WJIW JIWJIABU IOy THHH, TEMIIEpaTypa Win 00Jika B CTaBUTE (BACKYJIUT).

MHoro peaku He:KeJJaHH JeKaPpCTBeHH peakuuu (Moxe aa 3acerHat 0 1 Ha 10 000 mymm):

OO0pa3yBaHe Ha MEXYpH I10 KOXKaTa, KOSITO MOXe Ja Objie 3auepBeHa, ChpodiIa u 0oJIe3HeHa
(6yno3zen nemdurounn)

KO>KEH JIyIyC €pUTEMAaTo/IeC U JIyMyc-Nog00eH CHHAPOM (UepBEH, HAAUTHAT, JTIOLIEI] ce OOpUB
B M3JIOKEHHUTE Ha CIIBHIIC YIaCThIIM HA KOXKaTa, KOWTO MOXE Ja € PUIPYKEH OT OOJIKH B
CTaBUTE).

Cho01aBaHe Ha He)KeJIaHU PeaKkuu

AKO MOJTyunTe HAKaKBU HEXEJIaH! JISKApCTBEHU peakiyy, yBeagomere Bamus nekap i hapManesr.

ToBa BKJIIOYBA M BCHYKU BH3MOXKHU HEONHCAHM B Ta3H JIMCTOBKA HEXeNaHU peakuur. MoXKeTe ChILo

Jla ChOOIINTE HEXKENIAaHN PeaKluK ANPEKTHO Ype3 HalMOHAJIHATa CHCTeMa 3a ChOOIIaBaHe, MOCOYCHA B
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[Ipunoxxenne V. Kato cro0miaBare HeXXeTaHU PeaKIMK, MOXETe Ja JaJieTe CBOS IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HHPpOpManusa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cbxpansaBate WEZENLA

. WEZENLA 130 mg koH1eHTpaT 3a nHGY3UOHEH pa3TBOpP CE MpHiiara B OOJTHHIIA MITH KITHHAKA
Y HE Ce HaJlara MalueHTUTe Aa TO ChXPaHsBaT WK Ja OOPaBsT C HETO.

[a ce cpxpaHsiBa Ha MICTO, HEAOCTBHITHO 32 AELa.

[a ce cpxpanssa B xnagmHuk (2°C—8°C). [la He ce 3ampassBa.

CoxpansBaiiTe ¢uiakoHa B KapTOHEHATa OMAaKOBKa, 3a Ja ce MpeAra3u OT CBETIIMHA.

He pasknamaiite pnakoante WEZENLA. TIpoabhKUTETHOTO €HEPTUYHO pasKilalaHe MOXe J1a
MOBPEIH JIEKAPCTBOTO.

He n3noa3BaiiTe ToBa JICKaApCTBO:

o CJIe]l CpOKa Ha TOJHOCT, OTOENsI3aH BhPXY €THKETa U KApTOHEHATa OMaKOBKa CIIe]
»EXP*/,,I'onen no“. CpoKbT Ha TOJHOCT OTTOBAPs Ha MOCICAHMS JICH OT MIOCOYCHUS MECeIl.

o AKO TCUYHOCTTa € C IIPOMCHCH IBAT, MbTHA UJIU B HEA CC 3a6CJ'I$I3BaT ITyBally 9yXKIW 4YaCTULIU
(BmxTe Touka 6 ,,Kak m3rnexxga WEZENLA u kakBo chIppKa omakoBKaTa“).

o aKo 3HAETE WM CMsATaTe, 4e MOJKe /1a € Onia N3NIoKeHa Ha eKCTPEMHH TeMIieparypu (KaTo
WHIUICHTHO 3aMPb3BaHe WM 3arpsBaHe).

o aKO TPOIYKTHT € OWJI €eHePTUYHO Pa3KIIATeH.

o aKo oOKaTKaTa € CUyIieHa.

WEZENLA e camo 3a egrHOKpaTHa yrioTpeda. PazpeneHusT nHpy3MOHEH pa3TBOP WIH
HCUBIIOJI3BAHUAT IIPOAYKT, OCTaHAJI BHLB (l)HaKOHa " B CIIpMHIIOBKATa, Tp}IGBa Ja C€ U3XBHPJIU B
CBhOTBETCTBHUEC C MECTHUTC U3HUCKBAHUS.

6. Chbabp:kaHue HA OMAKOBKATA M JONMbJIHUTETHA HHGoOpManUs

Kakso ceabp:xa WEZENLA

. AKTHBHO BelecTBO: ycTeknHyMa0. Beeku dmakon cpappika 130 mg ycreknaymad B 26 ml.

° Hpyru ceecraBku: EDTA aunatpuesa con quxunpat, L-xuctuauH, L-XucTUAMHOB XUAPOXIOPUT

MoHoxuapar, L-metnonuH, moiucopodart 80 (E 433), 3axaposa, HaTpueB Xuapokcus (3a
Kopekiust Ha pH) ¥ Boja 3a MHIKEKIINH.

Kak m3riesxxga WEZENLA u kakBo cbIbpika 0NIAKOBKATa

WEZENLA e 6ucthbp 10 OnajecieHTeH, 0e31BETeH 10 0JIC0K BT KOHIIEHTPAT 3a HH(PY3MOHEH
pa3TtBOp. JlocTaBs ce B KapTOHEHA OIIAKOBKa, ChIbPrKallla €A1H CThKJIEH ¢uakoH oT 30 ml ¢ eauHnyHa
no3a. Beeku dakon cpbpxa 130 mg ycreknayMab B 26 ml KoHIIEHTpAT 32 MH(PY3UOHEH Pa3TBOpP.

I[puTexaTes Ha pa3penieHHETO 32 YIOTPeda U MPOU3BOANTEN
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnangus

IIpuTexaTen Ha pa3pelIeHHETO 32 YIOTpeda
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Hpnannus
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IIpousBoauTe
Amgen Europe B.V.,
Minervum 7061,
4817 ZK Breda,
Hunepnannus

IIpousBoanTen
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a HombIHATETHA HHPOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

Buarapus
Awmmxer bearapus EOO/]
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.o.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf.: +45 39617500

Deutschland
Amgen GmbH
Tel: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EAlrada
Amgen EALGg Qappokevtikd E.TLE.
TnA: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Romania
Amgen Romania SRL
Tel: +4021 527 3000
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Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.0.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Kvnpog Sverige

C.A. Papaellinas Ltd Amgen AB

TnA: +357 22741 741 Tel: +46 (0)8 6951100
Latvija

Amgen Switzerland AG Rigas filiale

Tel: +371 257 25888

JlaTa Ha MoCJIeHO Npepa3riie:kAaHe Ha JINCTOBKATa
Apyru u3rouHuuu Ha nHpopmauus

IMonpoOHa nHpopMaIHs 3a TOBA JCKapCTBO € MPe0CTaBeHa Ha yeOcalita Ha EBporneiickara areHIus
10 JIeKapcTBaTa https://www.ema.europa.eu.

[Mocouenara mo-goiy HHPOPMAIHS € ITpeJHa3HaYCHa CaMO 32 MEIUITUHCKH CTIeIIUATTUCTH:

[Ipocaenumoct

3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OMOJIOTMYHHTE JIGKAPCTBEHH MPOILYKTH, IMETO W MAPTHIHUSIT
HOMED Ha MPUIIOKEHUS MPOAYKT TPsiOBa SICHO J1a Cce 3alncBarT.

Yxkazanus 3a pa3pekaaHe:

WEZENLA koHueHTpat 3a nHGY3HMOHEH pa3TBOp TPsOBa J1a ce pa3peu U 1a Ce OJTOTBU OT
MEAUIMHCKH CIEIHAITUCT C TIOMOIITA Ha aCENTHYHA TEXHHKA.

1. W3uucnere no3arta u 6pos Ha HeoOxoqumute diakonn WEZENLA Bb3 0CHOBa Ha TETJI0TO Ha
naruenTa (Bx. Touka 3, Tabnuna 1, Tadiuna 2). Beexu diakon WEZENLA o126 ml chaspika
130 mg ycrexunymao.

2. W3zrternere u u3xBbpiere oT HHPY3UOHHUS cak oT 250 ml 06em OT pa3TBOpa Ha HATPUEB XIJIOPHUJT

9 mg/ml (0,9%), paBen Ha o0ema WEZENLA, koiito Tpsi0Ba na ce 100apu (u3xebpiere 26 ml
HaTPUEB XJIOPHU] 3a Bceku HeoOxoaum (uiakoH WEZENLA, 3a 2 ¢urakona usxpbpiiere 52 ml, 3a
3 ¢nakona nzxsbpaere 78 ml, 3a 4 dnakona nzxeepnere 104 ml).

3. Uzrernere 26 ml WEZENLA ot Bcekn HeoOxoanM (iakoH u Tv 1o0aBeTe KbM HH(PY3HOHHUS
cak ot 250 ml. Kpaitnust 06emM B nHOY3HOHHUS cak TpsiOBa na ob1e 250 ml. Buumarenno
cMeceTe.

4.  Ilpeau npuiioXeHUETO MPOBEPETE BU3YaATHO pa3penaeHus pa3rsop. He rousmnosnssaiite, ako ce

HaOIr0AaBaT BU3YATHO HEMPO3pAaYHH YACTHUITH, TIPOMSHA Ha I[BETA WIIH TYy>KTU YaCTHUIIH.
5. TIpunoxere pa3peaeHus pa3TBOP 3a MEPUOJ OT HA-MaJIKO €1H Yac.
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6. M3nom3BaiiTe camo HabOp 3a HHQY3US C BrpaJcH, CTEPUIICH, alTMPOTCHEH QUITHP ChC cI1a00
CBBp3BaHe Ha NMpoTenHH (pa3Mep Ha mopute 0,2 MEKpOMETpA).

7. Bceku drakoH e camo 3a eJHOKpaTHO MPUWIOKEHUE W HEU3IOI3BAHUSAT JICKAPCTBEH MPOTYKT
TpsIOBa J1a Ce€ U3XBBPIIM B ChOTBETCTBUE C MECTHUTE U3UCKBAHUSI.

CoxpaneHue

AKO € He0OX0IMMO, Pa3peACHUAT HHPY3HOHHIAT Pa3TBOP MOXKE JIa CE ChXpaHsIBa Ha CTaifHa
TeMIeparypa.

Cren paspexnaHe XMMAYHATa U (pU3UIHATA CTAOMIIHOCT B MEPUOa Ha M3MO3BaHE € JOKa3aHa MpH
KoHmeHTparmu Mexay 0,86 mg/ml u 2,60 mg/ml 3a 35 gan npu 2°C mo 8°C, mocnenBaHa oT
JOIBIIHUTENHH 72 yaca mpu craifHa temmnepatypa 1o 30°C. [la He ce mocTaBs pa3peAeHUAT HHPY3HOHEH
pa3TBOp 00paTHO B XJIAAWIHUK, CIIEN KaTo € OMiI ChbXpaHsBaH NpH cTaliHa Temneparypa. [a He ce
3aMpa3ssiBa. PaspeneHusaT uH(y3HMOHEH pa3TBOp TPsAOBa Aa ce ChXpaHsBa 3alUTeH OT cBeTauHa. [1o
BpeMe Ha IPUTOTBSHETO U NPUIOKECHUETO, pa3peleHUSIT HH(Y3HOHEH Pa3TBOP MOXe Aa OblIe n3naral
Ha CBeTJIMHA 10 24 Jaca.
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JlncroBka: nHgopManus 3a NoTpedouTeIsI

WEZENLA 45 mg uH:KeKIIHOHEH Pa3TBOP
ycreknHyMab (ustekinumab)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMBIIHUTENTHO HabmoqeHre. ToBa 11e mo3Boau 0Bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIIUs OTHOCHO Oe30macHOCTTa. MoXeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYMWIN. 3a HAUMHA Ha ChOOIIaBaHEe HAa HEXEJIaHU
peakIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHUMATEJIHO HSAJIATA JUCTOBKA, MPEIN 1A 3alI0YHETe a M3M0JI3BATE TOBA JEKAPCTBO,
Thil KAaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

Ta3u JIMCTOBKA e HANMCAaHAa 32 MalMeHTAa, KOWTO NMpHeMa JIEKapCTBOTO. AKO CTe POANTEJ HIIA
HACTOMHMK, KoiiTO me npuiara WEZENLA Ha nere, Mo IpoYeTeTe BHUMATEIHO TA3H
uHpopmanus.
- 3amnazeTe Ta3u JIUCTOBKA. Moxe 1a ce HaloXKu 21 s IIpodYeTeTe OTHOBO.
- AKO ¥MaTe HIKaKBY JIOTbJIHUTEITHA BBIIPOCH, IONUTaNTe Baius nexap win gpapmariesT.
- ToBa nekapcTBo € npeanucaHo audHo Ha Bac. He ro nmpeorcThsnBaiite Ha Ipyru xopa. To Moxe
Jla UM HaBpeI, HE3aBUCUMO Y€ IPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chluTe KaTo BamuTe.
- AKO MoNy4nTe HAKAKBH HEXKEIIAaHHU peakuu, yBegomere Bamus nekap wim papmanent. ToBa
BKJIFOYBA U BCUYKH Bb3MOXXHH HCKECJIIaHU pE€aKlIMU, HCOIMMCAHN B Ta3U JINCTOBKA. Buxte
TOYKa 4.

Kakso CbhbABbpPiKa Ta3u JUCTOBKa

Kaxgo npencrasnsisa WEZENLA u 3a kakBo ce U3I0JI3Ba
Kakgo TpsiOBa na 3Haere, npenu na u3noissate WEZENLA
Kaxk na n3snomssare WEZENLA

Bb3M0KXHU HEXENaHU PeaKkLuu

Kax na cexpansisate WEZENLA

ChbabpikaHUe Ha ONTAKOBKATA U JIOIBIHUTETHA HHPOPMAITHSI

Sk L=

1. Kaxkso npeacrasassa WEZENLA u 3a kakBo ce H3M0J13Ba

Kakso npeacrasiasiBa WEZENLA

WEZENLA chabpxa akTHBHOTO BEILIECTBO ,,yCTEKUHYMAa0”, KOETO € MOHOKJIOHAJIHO aHTHUTSLIO.
MOHOKIIOHATHUTE aHTUTEINA Ca TPOTEHHH, KOWTO PA3MO3HABAT M CBHP3BAT ONpeIeNieH! CIIeIUpUIHN
MIPOTENHH B OpTaHU3Ma.

WEZENLA npuHamiiexu KbM rpylia JeKapcTBa, HApEUeHH ,,AMyHoCcyIipecopn’’. Te3n nexkapcTra
JIlecTBAT, KaTO HaMallABaT aKTUBHOCTTA HA YacT OT UMYHHATa CUCTEMA.

3a kakBo ce n3noa3zsa WEZENLA
WEZENLA ce u3mo3Ba 3a JiIeueHre Ha CI€IHUTE Bh3IAIUTEIHN 3200/ IIBaHUS:

. IImakoB micopuasuc - Py BH3PACTHH U JeIa Ha BB3PacT OT 6 TOIWHU U MTO-TOJIEMHU
. IIcopuaTuyeH apTpuT — IpU Bb3PaCTHU
. YmMmepena 1o Texka 6osiecT Ha KpoH — npu Be3pacTHH U jena ¢ Teryio Haii-manko 40 kg

IlnakoB ncopuasuc
,,I17TaK0oB TIcoprasuc” € KOKHO 3a00JIsIBaHe, KOSTO BOJIH JIO Bh3IAJICHHUE, 3aCATan0 KO)KaTa M HOKTUTE.
WEZENLA namasiBa Bb3NaJICHUETO U APYTUTE NPU3HALM Ha 3a00JISIBAaHETO.

WEZENLA ce n3nom3Ba mpu BE3pacTHU C YMEPEH JI0 TSKBK IUIAKOB ITICOPUA3UC, KOWUTO HE MOTaT J1a
M3II0JI3BAT ITUKIIOCIIOPHH, METOTPEKCaT WiH ()OTOTepaIsl, WIIH KOTaTo TE3H JICUCHUS He JICHCTBAT.
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WEZENLA ce n3nof3Ba 1mpu Aera | FOHOITH Ha Bh3pacT 6 TOJUHU U ITO-TOJIEMH C YMEPEH JI0 TEKBK
TUTAKOB TICOPHA3UC, KOUTO MMAT HEMOHOCHMOCT KbM (hOTOTEPATHSI M APYTH CHCTEMHH TEePAIiH, FITH
KOraTo T€3U JICUCHHsI HE JICHCTBAT.

IIcopnaTnyeH apTpur

IlcopuaTndeHn apTpuT € BB3NATUTENHO 3a00IIsIBaHe Ha CTaBUTE, OOMKHOBEHO CHITHTCTBAHO OT
ncopuasuc. AKo UMaTte aKkTUBEH IICOPUATUUYCH apTPUT, IbPBO Iie Bu nekyBart ¢ npyru iekapcTBa. AKO
HE Ce TIOBJIMSETE JOCTATHIHO JOoOpe OT Te3U JeKapcTBa, Moxe na Bu ce nmpexmumre WEZENLA, 3a na
ce:

o HaMaJISIT MPU3HALNUTE U CUMIITOMUTE Ha 3a001sBaHeTo Bu;
. nmoxo0pu ¢pu3mdeckoTo Bu cheTosHIE;
o 3a0aBH YBpEeKAaHETO HA Bamure cTaBu.

Boaect na Kpon

Bonectra Ha KpoH e Bp3manuTenHo 3a0oisBaHe Ha dyepBara. Ako nMate 6osecT Ha KpoH mbpBo 111e
Bu ce magart npyru nexapctBa. AKO He ce MOBJHSIETE JOCTATHYHO MIIM UMaTe HETOHOCHMOCT KbM TE3H
nexapcTBa, Moxe /1a Bu ce nane WEZENLA 3a HamansiBaHe Ha MPU3HALUTE U CHMITOMUTE Ha
3abonsBanero Bu.

2. Kakso TpsiOBa 1a 3Haere, npeau Aa usnoia3zpare WEZENLA

He n3noassaiite WEZENLA

o AKO cTe aJ1eprHYHM KbM YCTeKHHYMa0 WM HAKOS OT OCTaHAJINTE ChbCTABKH Ha TOBA
JeKapcTBO (M30pOEHU B TOUKA 6).

o AKko nmMaTe akTUBHA HHGeKIMs, KoATo Bamusr sekap HaMupa 3a 3HaYUMa.

AKO HE CTe CUT'YpHH JJaJIi HSIKO€ OT U30pOSHUTE TI0-Tope ce OTHacs 3a Bac, mochBeTBaliTe ce ¢ Bamus
niekap win papmarieBt, npeau na usnonzsare WEZENLA.

IpenynpesxaeHust ¥ Mpeana3sHu MEPKH

I'oBopere ¢ Bamms siexkap wnu dapmanest npenu na uznonzsate WEZENLA. BammsT nekap e
MIPOBEPH CHCTOSTHUETO B mpean Besko seueHue. TpsOBa 1a kaxeTe BeJHara Ha CBOsSI JIeKap 3a BCAKa
Bama 6onect npenu Besiko nedenne. Chino Taka nHbopMupaiite Bamms nekap, ako Hackopo cTe Onn
B KOHTaKT C YOBEK, KOUTO MOKe Jla iMa TyOepKyno3a. Bammsr siekap e Bu nperiiesna u me HanpaBu
M3clieIBaHe 3a TyOepKyso3a, npean na usnonzpare WEZENLA. Axo Bamusr ekap cMsita, 9e cTe
M3II0KEHHU Ha PHUCK OT TyOepKyIo3a, Moxke Aa Bu mpenmuie iekapcTBa 3a JIEYSHUETO K.

Crenere 3a CCpUO3HH HEXKEJIAHH PEaKIUU

WEZENLA moxe 1a npen3BUKa CEpUO3HU HEXEJIaH! PEaKLUU, BKIFOUUTEIHO aepruiHy PEakluy U
uHpexuu. TpsadBa fa cieanTe 3a onpeeseHd NpUu3Hany Ha 3a00IBaHus, TOKAaTO [IpUeMare
WEZENLA. Buxrte ,,Cepno3nn He)XeTIaHU peakiy’ B TOYKa 4 3a MBJIHNS CIUCHK HA TE3W HEXEJIaHU
peaxuuu.

Ilpenu na usnoasBate WEZENLA undopmupaiite Bamus iexap:

. AKO HAKOra cTe HMaJM aneprudia peaknust KbM WEZENLA. Ako He cTe CUTYpHH,
nonuraiite Bamus nekap.

o AKO HAKOTa cTe HMaJH HAKAKBB BH/I PaK — TOBa €, 3al[0TO UMYyHOCYIIPECOPHUTE KaTO
WEZENLA otcnabBar yacT OT UMyHHaTa cucTeMa. ToBa MOXKe Ja MOBHUIIIN PUCKA OT PakK.

o AKO cTe JeKYBaHM 32 MICOPHA3KC C APYTH OHOJTOTMYHH JIEKapCcTBa (JieKapcTBo,

NMPOMU3BeJeHO0 0T OMOJIOrMYeH U3TOYHHUK U 00MKHOBEHO NMPUJIATAHO Ype3 HHKEKIUS) -
PHUCKBT OT paKk MOXKE J1a € TI0-BHCOK.

° AKO0 HMAaTe WIH HACKOPO cTe MMAaJIN HH(eKIus.

° AKO0 MMAaTe HOBM MJIM MPOMEHSIIM Ce JIe3UM B YJACTHIIUTE C TICOPHUAUC UITH 110
He3acerHaTaTa Koxka.
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. AKo0 moJiyyaBate IPyro JiedeHue 3a MCOPUA3UC U/UIH IICOPUATHYEH APTPUT — KaTo APYTU
UMYHOCYIIpecopH min (oToTepamnus (KoraTto TAJIOTO ce JIeKyBa ¢ Tarl yatpaBuonerosa (UV)
cBeTNIMHA). Te3u IeUeHns ChIo MOXKE J1a OTCIA0AT YacT OT UMyHHaTa cuctema. M3non3BaneTo
Ha Te3u JieueHus 3aenHo ¢ WEZENLA He e uzcnenano. Be3MoxHO € 00aue, TO /1a yBeIUIU
pUCKa OT 3a00JIsIBaHMsI, CBbP3aHU C OTCIA0BAaHE HA UMYHHATa CUCTEMA.

o AKo0 mosty4yaBaTe WM HAKOra cTe MOoJy4aBaJIi HH/KEKIUH 32 JIedeHHue HA aJleprum — He €
n3BectHO nann WEZENLA moxe 51a okake BIUSHUE BBPXY THIX.
o AKO cTe Ha ¥ Hajl 65 roqMHN — MOJKe J1a CTe MO-CKIOHHU KbM HH(EKIHH.

AKO He cTe CUTYpHH JJaJId HSIKOE 0T TOpen30poeHuTe ce oTHacs 3a Bac, mochBeTBaiite ce ¢ Barmms
nekap wim papmarieBT, penu ga u3noisBate WEZENLA.

Hsxou nanueHTH moirydaBart Jymyc-oJ00HH PeaKIIUY, BKIFOUUTEIIHO KOXKEH JIYIyC epUTEMATOACC U
JYIyC-TT0I00C€H CUHIPOM, 110 BpeMe Ha JIUeHHUE ¢ yCTeknHyMab. ['oBopeTe BeqHara ¢ Bamus sekap,
aKo TIOJIYYHTE YepPBEH, HAJUTHAT, JIIOIIEI] ce OOPHB, MTOHAKOTA C TIO-THhMHH T'PAaHUIIH, B U3I0KECHHATE
Ha CI'BHIIC yYaCThIIM HA KOYKaTa WU CTAaBHU OOJIKH.

CobpaevyeH MHGAPKT U HHCYJITH

WHdapkT 1 HHCYNITH ca HaOIIOAaBaHU B IPOYUYBAHE NPH MALUEHTH C IICOPUA3HC, JIEKYBaHU C
ycTeknHyMa0. Bamust nekap pefoBHO 1€ NpoBepsiBa pUCKOBUTE (PAKTOPHU 3a ChPEUHO 3a00/11BaHe U
uHCyNT IpH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 1o noaxonsnl HauuH. Heza0aBHO moTepcere
MEIUIMHCKA IIOMOL, aKO MOJIy4uTe 00JKa B I'bpIUTE, c1a00CT MM HEOOMUaHO ycellane OT eqHara
CTpaHa Ha TsUI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PpUTCIIHU CMYIICHUS.

Jleua u roHOIIHN

WEZENLA He ce npenoppuBa 3a ynotpeda npu Jiea Ha Bb3pacT oA 6 TOAMHHU ¢ TICOPUA3HUC, Jela C
6onect Ha Kpos u terno noz 40 kg nim npu nena Ha Bp3pacT mox 18 roguHu ¢ copuaTHYeH apTpHT,
3aI0TO HE € MPOYYBaH NPHU Ta3H Bb3pacTOBa IpyIa.

JApyru gexkapcrea, Bakcuiu 1 WEZENLA
Tps6Ba na xaxxete Ha Bamus nexap uiu ¢papMaLeBT:

o AKo npuemare, HaCKOpO CcTe MpUeMalli UJIH € Bb3MOXHO J1a IIPUEMETe APYTH JIeKapCTBa.

o Axko Hackopo Bu e npaBena wiu rutanuparte J1a Bu ce npaBu BakcuHanus. JlokaTo u3nonssare
WEZENLA, usxou BUIOBE BaKCHHH (’KMBH BaKCHHH) HE TPsOBa J1a Ce MpUJIarar.

. Axo cte nomrygaBaa WEZENLA 1o Bpeme Ha OpeMEHHOCTTa, TPAOBa Jia KaXkeTe Ha JieKaps Ha

6ebero Bu 3a neuennero c WEZENLA, nipenu To 1a OTyYH KakBaTO U J1a € BaKCHHA,
BKJTFOUHTEITHO >KUBH BakcuHU, KaTo BIDK Bakcuna (n3mon3Bana 3a npemna3Bane oT
TyOepkyio3a). JKuBuTe BakCHHH He ce IpenopbuBaT 3a Bamiero 6e6e npe3 nbpBUTE ABaHAAECET
Mecella cie]l paXkI1aHeTo, ako cte nonydaBanu WEZENLA no Bpeme Ha 6peMEHHOCTTa, OCBEH
ako JekapsT Ha Bamero 6ebe He penopbya Apyro.

BpemeHHOCT M KbpMeHe

o AKko cTe OpeMeHHa, cMsTaTe, 4Ye MOKe J1a cTe OpeMeHHa WM IJIaHupaTe OpEeMEeHHOCT,
nochbBeTBaiiTe ce ¢ Bamus nexap npeau ynorpebdara Ha TOBa JIEKapCTBO.
. He e nabnroiaBaH mo-BUCOK pHCK OT BpoJieHH Aedektu nmpu 6ebeta, n3noxxenn Ha WEZENLA B

yrpobara. [lanaute ot ynorpebara Ha WEZENLA nipu 6pemMeHHH KeHU 00aye ca OrpaHnveHH .
[lopanu ToBa e 3a mpennounTtade Aa ce u30sarea ynorpedbara Ha WEZENLA 1o Bpeme Ha
OpeMeHHOCT.

o AKO cTe KeHa ¢ IeTepOCH MOTeHINAI, XKeJaTeIHO € 1a He 3a0peMeHsBaTe U /1a U3I10JI3BaTe
TTOIXOJISIIIT TPOTUBO3aYaThIeH MeTO I, koraTo m3noi3sare WEZENLA u mone 15 ceamuru criep
nocneaHoTo npuinarane Ha WEZENLA.

. WEZENLA mosxe 1a mpeMUHe Ipe3 IUIaleHTaTa B HepoAeHoTo 6ebe. AKO CTe MmosryyaBaiu
WEZENLA 1o Bpeme Ha OpemeHHOCTTa cH, 0ebeTo Bu Moke ja iMa 1o-BHCOK PUCK OT
HHPEKIINA.
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o BaxxHo e 1a kaxxere Ha JiekapuTe Ha Bamero 6e6e 1 qpyri MEANLIMHCKH CIIEHUATUCTH, aKO CTEe
nomydaBamn WEZENLA 1o Bpeme Ha OpeMEHHOCTTa CH, TIpean 6e0eTo Aa MoTydu KaKBaTo U
na ¢ BakcuHa. JKuBn BakcuaM, kato BIDK BakcuHa (M3mos3BanHa 3a mpeamna3BaHe OT
TyOepKyIo3a) He ce ImpenopbyBar 3a Bamero 6ebe npe3 mbpBHUTE ABaHAIECET Mecela cie]
pakaaHeTo, ako cre nonyyaBanu WEZENLA no Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JeKapsT
Ha Bamrero 6e6e He mpenopbya IpyTo.

o YcrekuHymMad MOKe Jla TpeMUHE B KbpMaTa B MHOTO MalKu KonndecTBa. [locbBeTBaiite ce ¢
Bamust nexap, ako KbpMHUTE WIK aKo IUIaHUpaTe Aa KbpMmute. Bue n Bamusit nexap tps6Ba na
pemuTe ganu TpsOBa Aa kbpMuTe win na m3nonssare WEZENLA - He nipaBete u gBere.

Ilogupane u padGoTa ¢ MAIIUHU
WEZENLA He noBnusiBa WU MOBJIKSIBA IIPEHEOPEIKUMO CITOCOOHOCTTA 3a modupaHe U padboTa ¢
MaIIHHH.

WEZENLA cbabp:xa noaucopoar 80

WEZENLA cpabpxa 0,02 mg noxucop6at 80 (E 433) BbB BCsiKa 1033, KOATO € €KBHBAJICHTHA Ha
0,04 mg/ml. ITonucopbaruTe Morart Aa MPUYUHAT aJleprudHu peakiuu. TpsOBa ga kakere Ha Barmmst
JieKap, ako UMaTe yCTaHOBEHH aJICPTUH.

3. Kak na m3nmoisBate WEZENLA

WEZENLA e npenna3HadeH 3a ynotpeda noji pbKoBOJCTBOTO M KOHTPOJIA Ha JIEKap C OIHUT B
JIEUEHUETO Ha 3a00JIIBaHMATA, 3a KOUTO € mokazano WEZENLA.

Bunaru nsnosnsBaiite ToBa JiekapcTBO TOYHO KakTo Bu e xa3zan BamusT nexap. Ako He cTe CUTYpHU B
Henlo, nonuTtaiite Bamus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora mie Bu ce mocraBst
WHKEKIMHUTE U KOra IIE ca CIEABAINTE KOHTPOIHU MIPETIIECIN.

Kakso kornuecteo WEZENLA ce npuiara
Bammusr nexap e penn kakBo kosimuectBo WEZENLA Tps0Ba aa nonydnTe U 32 KaKbB EPUOJ OT
BpeMe.

Bn3pacTHu Ha 18 roquHu MM MO-rOJIEMHU
Ilcopua3uc wim ncopuaTuyeH apTpuT

. [Ipenopprunrennara HauyanHa no3a € 45 mg WEZENLA. [Tauuentu c tersio Hag 100 kunorpama
(kg) moxe na 3anovnart ¢ g03a 90 mg BMecto 45 mg.
o Cnen HauanHaTa 103a, ciaeasamiata Bu nosa me Ob1e 4 ceMuIu o-KbCHO | CIIe]] TOBA Ha

Bceku 12 ceaqmunu. Ceasammre 1031 OOMKHOBEHO ca ChIUTE, KATO HaYaIHATa J103a.

Bosaect na Kpon

o Io BpeMme Ha neuenunero BamusT nekap e Bu npuinoxxu mepBara 103a OT MPUOIU3UTETHO
6 mg/kg WEZENLA upe3 kankoBo BIIMBaHE BbB BeHa Ha pbKara (MHTpaBeHO3HA HHDY3Us).
Crnen HavanmHaTa 71034, 1€ noiyuure ciaeasamara go3a 90 mg WEZENLA cnen 8 cenmunu,
cien ToBa mpe3 12 cemMuIy dpe3 HHXKEKITHS o] Ko)kaTa (TTOIKOKHO).

. IIpu HAKOM ManMEHTH, Cie] MbpBaTa MoaAKokHa nHxeknud, 90 mg WEZENLA moxe na ce
npuiara npe3 8§ ceaMuIly. Bammst gexap 1ie penru Kora TpsOBa /1a TOJIYYHTE CIeBaIIaTa CH
J103a.

Jella ¥ IOHOILIIM HA 6 TOAMHYU WJIM MO-T0JIEMH

IIcopnasuc

o JlekapsT TpsOBa Ja onpe/eny MpaBriIHaTa 3a Bac j103a, BKIIIOUHATETHO M KOJIIMYECTBOTO (0Oema)
WEZENLA, koiiTo Tpsi0Ba 1a ce MHXXEKTHpa, 32 Jia € MpaBuiHa go3aTa. [IpaBunHara n1o3a 3a
Bac me 3aBucu ot Baiero TesiecHo Terio o BpeMe Ha BCsIKa J103a.

. Axko Texxute mo-manko ot 60 kg, mpenoppunrennata go3a e 0,75 mg WEZENLA na kg Tenecno
TerJo.

. Axko texute ot 60 kg o 100 kg, npenopsunrtenHara go3a ¢ 45 mg WEZENLA.
118



. Axo Texxute noseue ot 100 kg, npenoppunrennata go3a e 90 mg WEZENLA.
. Cren HayanmHara J103a, cienBamarta Bu go3a me 0b1e 4 ceIMUIIM IO-KBCHO U CIIEN TOBa Ha
BCeKH 12 cenmuny.

Jena c TerJsio Hail-manko 40 kg

Boaect na Kpon

o ITo Bpeme Ha neueHNeTO BammmsT Jiekap 1e npuiioku mbpBara J103a oT npudim3utenHo 6 mg/kg
WEZENLA upe3 xankoBo BIIMBaHE BB BeHa Ha phKaTa Bu (nHTpaBeHo3Ha nH(Dy3mMs). Crex
HavajHaTa 7032 Iie moiryante ciueaBamara 1o3a 90 mg WEZENLA cnen 8 cenmuty, a cief
TOBa Ha BCEKH 12 CEIMUIU Upe3 MHKEKIUS MO KoxkaTa (,,[IOJKOKHO).

° [Ipu HsIKOM MAIMEHTH, Clea MbpBaTa MoakoxHa ukekusi, 90 mg WEZENLA moxe na ce
npuiara mpes § ceaMuiy. BamusT jgexap e peu Kora TpsioBa Aa NOIy4uTe CIeBalaTa CH
J103a.

Kak ce npunara WEZENLA

. WEZENLA ce mpuara kaTo WHXEKIUA O KoxkaTa (IoAK0KHO). B HauanoTo Ha Bareto
neyenne, WEZENLA Moxe 1a ce HHXEKTUpa OT JIeKap Wi MEAULIMHCKA CECTpa.

. Bue n Bammsar nekap obade Moxe na pemute, ye Bre camu MoXke 1a CH HHKEKTHpPATe
WEZENLA. B TakbB ciyyaii e npeMuHeTe o0ydeHne Kak 1a cu nmkektupare WEZENLA
CaMOCTOSITEITHO.

. 3a ykazanus kak ja nmkektupare WEZENLA BwxTe ,,YKa3anus 3a ynorpe0a’” B Kpast Ha Ta3H
JINCTOBKA.

FOBOpCTe ¢ Bammus JIEKap, ako UMaTe€ BBIIPOCHU OTHOCHO TOBA KaK CaMU Aa IMOCTaBATE MHIKEKIIUATA.

AKo cTe U3I0J13BaJIM II0BeYe 0T HeoOxoaumara no03a WEZENLA

AKO cTe u3IoN3Baiu Wi ca Bu nmpunoxxunu nmosede ot Heooxonumata 1o3a WEZENLA, ne3abaBHO
ce MOCHBETBAlTE ¢ Jiekap Win papmaneBT. Bunaru Hocere ¢ Bac kapToHeHaTa onakoBka Ha
JIEKapCTBOTO, IOPH U J1a € Mpa3Ha.

AKo cTe nponycHaau aa usnoja3sate WEZENLA
AKO cTe MpoIyCcHAIU /1033, CBhpKeTe ce ¢ Bamus nexap winn dapmaneBt. He npunaraiiteB3emaiite
JIBOMHA 1034, 3a J1a KOMIIEHCHpAaTe MPOIyCHATaTa 1034.

AKko cte cipesau ynorpedoata Ha WEZENLA
He e omacHo na cripere ynorpebara na WEZENLA. Ako ob6aue s cripete, Bamure cuMntroMu Moske
J1a ce Bb30OHOBSIT.

AKO uMaTe HIKaKBH JIOMBIHUTEIHHA BBIIPOCH, CBBP3aHHU € YIIOTpedaTa Ha TOBa JIEKapCTBO, IOMUTANTE
Bamus nekap nim ¢papmanesT.

4. Bb3MOKHY HelKeJIaHH peakuu

KakTo Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Aa MPEAU3BUKA HEKCIIaHU pCaKINU, BBIIPEKU Y€ HE
BCCKH I'l TIOJTy4aBa.

Cepuo03HU HeKeJTaHU pPeakuu
Hsikon manmeHTH MOXKe J1a IMaT CEPUO3HH HEeXeJIaHH PEaKIUK, TIPH KOUTO J]a C€ HaJlara CIelrHo
JICYCHHE.

AJIeprUYHM peakIiu — MOsKe 1a U3NMCKBAT clellHo JedeHue. UHpopmupaiiTe Banus jgexap uin
He3a0aBHO MOTBpcCeTe CNEeMIHA MeAHIMHCKA MTOMOILI, aK0 3a0eJIeskuTe HAKOM OT CJIeHHTe
NpU3HALM.
. Cepuo3HHTE aJIEPTUYHU peakinu (,,aHadunakcus’) ca peaku npu xopa, npuemamy WEZENLA
(morke ma 3acer"ar mo 1 Ha 1 000 gyrmm). [Ipu3HanmuTe BKIIFOYBAT:
- 3aTpyIHEHO AWIIAHE WIIN MPETITbIIaHE;

- HUCKO KPBEBHO HAJISAITaHE, KOETO MOXKE Ja IPUYUHU 3aMasdHOCT UJIU CBETOBBPTEXK,
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- MOyBaHe Ha JINLETO, yCTHHUTE, yCTaTa Mk I'bPIOTO.
o YecTHTe MpU3HALM HA aJIepTUYHA pEaKkiys BKIIOUBAT KOKEH OOpPHB U ypTHKapus (MOXe Aa
3acerHat jo 1 va 100 mymm).

B peaxu caydan ce ch001aBaT ajieprudHu 0e10Apo0OHM peakuuu U 0e10ApOo0HO Bb3NaJIeHne
MPH NANUEHTH, KOUTO NMoJay4aBaT ycrekunymao. TpsaoBa n1a kaxere BenHara Ha Bamus jekap,
aKO0 MOJIyYHTe CHMIITOMM KATO KALLJIMLA, 321yX U BUCOKA TeMIlepaTypa.

AKO ToyuHuTe Cepro3Ha aepruyHa peakivsi, Bamusr nekap Moxe na pem, ue Bue He TpsOBa na
n3nonsBare WEZENLA oTtHOBO.

HNndexnnn — Moke 1a M3UCKBAT crielrHo Jieyenue. Undopmupaiite Bamms nexap, ako
3a0eJ1eXKNTe HAKOM OT CJIeIHUTE PU3HALM.

o MHQEKIUHTE Ha HOCA WK T'BPJIOTO M MPOCTyAaTa ca 4yecTH (Moxe aa 3acersar 1o 1 Ha 10 mgymm)
° WHQEKIUUTE Ha JIOJIHUTE TUXATEIHUA TbTUINA (TPBIHU HH(EKIMK) ca HeYeCTH (MOXKe Jia
3acerHat o 1 mva 100 mymm)
. BB3MAJICHUETO Ha ITOIKOXKHATA THhKaH (I[eTyIUT) € HeuecTo (MOJKe /1a 3aceTHe 1o | Ha
100 mymm)
. xeprec 3octep (BUa 00JIe3HEH OOpHB ¢ MeXypH) € HeuecT (Moxe 1ia 3acerse o 1 Ha 100 xyminm)

WEZENLA moxe ma Hamanu criocoOHocTTa Bu fa ce 6opute ¢ nadexnn. Hsakon nHbeknnn Moxe
Jla CTaHaT CEPHO3HU U MOXKE /1a BKIIFOUBAT HHPEKIMH, TPUYUHEHU OT BUPYCH, THOMYKH,0aKTepHH
(BKITFOUUTENHO TyOEpKyJI03a) WK Mapa3uTH, BKIIOYUTETHO HH(EKINH, KOUTO BH3HUKBAT MIPEIUMHO
MIpH XOpa ¢ oTciabeHa MMyHHa cucTeMa (OmopTIOHUCTHYHY nHpeknun). [Ipu mammenTn, nogy4yaBamu
yCTeKHHYMa0, ce CboOIIaBaT ONOPTIOHUCTUYHN MH()EKIIUN HAa MO3bKa (€HIIe(aTUT, MCHUHTHUT),
OenuTe TPOOOBE U OUHTE.

Hoxato msnomsBare WEZENLA, Tps6Ba ia ciiequre 3a nmpu3Haiy Ha nHpeknus. Te BKIouBaT:
BHCOKa TeMIIepaTypa, IPUIIONOA00HN CUMIITOMH, HOLIHO IIOTEHE, 3ary0a Ha Terjo

yMOpa WM 337yX, YIOPHUTA KalllIHLa

TOIJIa, 3auepBeHa U 0OJIe3HEHA KOXKa MM O0JIe3HEH KOKEH 0OPUB ¢ MEXYPHU

napeHe Npu ypUHUpPaHe

Iapus

3pUTETHO CMYIIIEHUE WK 3ary0a Ha 3peHHe

r11aB000JIe, CKOBAaHOCT Ha BpaTa, YyBCTBUTEIIHOCT KbM CBETJIMHA, TAJE€HE UM OOBPKAHOCT.

HNudopmupaiite Bamms nekap BegHara, ako 3a0eNeXuTe HIKOW OT Te3n Npu3Hany Ha nHpekmus. Te
MoraT Jia ObJaT Mpu3HaK Ha HHPEKINHA KaTo TPhIHN WHPEKINN, KOXXHU HHDEKINU, XepIec 30CTep
WJIH OTIOPTIOHUCTUYHU UH(EKIIUU, KOUTO MOTaT Jia JIOBEIAT 10 CEPHUO3HU YCIOKHEHHMS.
WNudopmupaiite Bamms nekap, ako nMare HIKaKBa yIopuTa WIK TOBTapsina ce uadeknus. Bammsr
JeKap MOXKe Jia pelu, ue He TpsaoBa aa usnomssare WEZENLA, nokato uHdexusaTa He Ob1e
n3neKkyBana. TpsiOBa na kakeTe BegHara Ha Bammus jiekap, ¥ ako UMaTe OTBOPEHU pPaHU WITH
HapaHsIBaHUA, Thil KaTO MOXeE J1a ce MH(MEKTHpPAT.

JIromeHe HA KOKATa — MHTEH3MBHOTO 3a4YepPBsiBaHe H JIIOIIEHE HA KOXKATA HA I0-T0JISAMA IIOLLY
MO TAJIOTO MOKe 1a ca CHMITOMM HA ePUTPOePMHUYEH NMCOPHUA3ZUC MU eKc(]oIuaTHBeH
AEPMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/11BaHus1. AKO 3a0ej1e;kuTe HAKOI 0T Te3u MPU3HALM,
TpsaOBa 1a nHpopmuparTe Bammus gexap HezabaBHO.

I[pyl"l/l HEKECJIAaHU peaKIuu

YecTH HexkeTaHU peakiuu (Moxke 1a 3acerrar fo0 1 mva 10 gymmm):

o JIapus
o rajicHe
o MOBpBIIaHe
o ymopa
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3aMasHOCT
rinaBobomnue

cbpOex (mpypuryc)

0oJika B rbp0a, MyCKYJIUTE HJIH CTABUTE
BB3IAJICHO I'bPJIO

3auepBsiBaHe U 00JIKa Ha MACTOTO HA MHKEKTHPaHE
UH(DEKIUS Ha CHHYCUTE

HeuecTu Hexenanu peakuuu (Moxe fa 3acersat a0 1 Ha 100 mxymm):

WH(EKITUN Ha 350HTe

BarnHajHa WHQEKITHS, TPUIMHEHA OT I'bONIKH

JIeTIPeCHsI

3aIyIieH HOC HITH XpeMa

KbPBEHE, IOCHHSABAHE, BTBBPIsSBAHE, IOyBaHEe U ChPOESK Ha MICTOTO HA HHKEKTUPAHE
ycelnaHe 3a ciadocT

criajlaHe Ha KJiernayva U U3KpUBSIBAHE Ha MYCKYJIHTE Ha e/THATA TI0JIOBUHA Ha JIUIIETO (,,JTUICBa
napanu3sa’” Wiy ,,iapajin3a Ha ben”), KosTo 00OMKHOBEHO € BpeMeHHa

MPOMSIHA Ha TICOPUA3UCA ChC 3aUePBIBAHE U HOBH MAIIKH, XKBITH HITH OSITH MEXYPH MO KOXKaTa,
MOHSKOTa MPUAPYKEHH C TeMIiepaTypa (IIyCTyJI03€H IICOPUAa3UC)

OciieHe Ha KoxaTa (eKcoralms Ha KoKara)

aKHe

Penxu HexxenaHu JiekapcTBeHU peakuuu (Moxke 1a 3acernar jo 1 Ha 1 000 gymmm):

3auepBsBaHE U JIOMICHE HA KOXKATa HA TO-TOJIsMA TUIOI 110 TSI0TO, KOUTO MOXKE JIa ChPOST HITH
Ja ca bone3HeHu (ekchosimaTUBeH aepMaTuT). [10100HM CUMIITOMHU TIOHSKOTa CE pa3BHBAT KaTO
€CTEeCTBCHA MPOMsHA Ha BHJA HA CUMIITOMHUTE HA MCOPUA3UC (EPUTPOICPMHUYICH ICOPHA3HIC)
Bb3naneHue Ha MaJIKUTE KPbBOHOCHH ChJIOBE, KOETO MOJXKE JIa IOBEJIC 10 KOXKEH OOPUB ¢ MaJIKU
YEepBEHU WM JIWJIABU TOYTUHH, TEMIIEPATypa WK 00JIKa B CTaBUTE (BACKYJIUT).

MHoro peaku He:KeJaHU JeKapCTBeHH peaknuu (Moxxe 1a 3acerHat 1o 1 Ha 10 000 xymm):

OO0pa3yBaHe Ha MEXypH 10 KOKaTa, KOsITO MOXe Jia ObJie 3aUepBeHa, ChpOsiiia u 0oJjie3HeHa
(6ymnozen nemdurownn)

KOXKEH JIYIyC epUTEMATO/IEC U JYMyC-TI0A00EH CHHAPOM (UePBEH, HAJWTHAT, JTFOIIEI] e OOPUB
B M3JIOKEHHUTE Ha CIIBHIIC YYaCThIIM HA KOXKaTa, KOWTO MOXKeE Ja € MPUIPYKEH OT OOJIKH B
CTaBUTE).

Chol01maBaHe Ha HesKeJIaHW PeaKkuH

AKO ToITyunTe HIKAKBU HEXEJIaHU JICKApCTBEHU Peakiny, yBegoMere Bamms nekap winm hapManesr.
ToBa BKIIFOUBA ¥ BCHUKY BH3MOKHU HEOMTUCAHH B Ta3H JIMCTOBKA HEXENIaHU peakiuu. MoKeTe ChIIo
Jla ChOOIINTE HeXKENaHN PeaKIiy JUPEKTHO Ype3 HallMOHATHATA CUCTEMa 32 ChOOIIaBaHe, IOCOYEHA B
IIpunoxenue V. Kato cro0maBare HeXXEIaHA PEaKIIH, MOXKETE Ja TaJIeTe CBOSI MPUHOC 3a
NoJy4aBaHe Ha MoBede MH(OpMAIHsI OTHOCHO 0€301acHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak na cbxpansaBate WEZENLA

[a ce cpxpaHsaBa Ha MCTO, HEAOCTBITHO 32 AELa.
Ja ce cexpanssa B xuamiHuk (2°C—8°C). [la He ce 3ampassiBa.
CoxpansBaiiTe GyiakoHa B KApTOHEHATa OMAKOBKa, 3a J1a Ce Mpea3y OT CBETIIMHA.
AKO € He0OX0JMMO, OTJEITHUTE MPEIBAPUTENTHO HaTbiHEeHN cripuHLIoBKU(Iakonn WEZENLA
MO3KE CBIIO JIa CE ChbXpaHsIBaT MpHU cTaiiHa Temmeparypa 10 30°C emHOKpaTHO 3a MaKCUMAJICH
nepuox 1o 30 THU B OpUTMHAIHATA KAPTOHEHA OMTAaKOBKa, 32 J1a C€ MPEAIa3sT OT CBETINHA.
3anuieTe garata, Ha KOSTO (JIAKOHBT € U3BaJIeH 3a IbPBH BT OT XJIaJWIHUKA U 1aTara Ha
n3xBbpIsiHe. JlaTaTta Ha U3XBHPISHE HE TPsIOBa J1a € Cliel OpUTMHATIHHS CPOK Ha TOJHOCT,
oTHe4yaraH BbpXy KapTOHEHaTa onakoBKa. Ciies1 KaTo BeAHBK (PIaKOHBT € OMII ChXpaHsIBaH Mpu
ctaiina remneparypa (1o 30°C), Toit He TpsiOBa Aa ce BpbLIa B XJIagwiHuKa. 3xBepiere
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¢rakoHa, ako He ce U3IO0JI3Ba Clie]l ChXpaHEeHUe MPH CTalfHa TeMIieparypa B paMkute Ha 30 qHu
WM CJIe]l M3THYaHe Ha OPUTHHAIHIS CPOK Ha TOAHOCT, B 3aBHCHMOCT OT TOBa, KO€ OT JIBETE
HACTBIIH MO-PaHO.

. Crnien M3TErIIIHE B CIIPUHIIOBKA 33 €HOKpPATHA yIIOTpeda XUMUYHA U (PH3NIHA CTAOMITHOCT B
MepHUOo/Ia Ha M3MOJI3BaHe € Joka3aHa 3a 24 yaca ipu 15°C-25°C. Jla He ce mocTaBsi 00paTHO B
xIagTHUK. OT MUKPOOHOIOTHYHA TIIeHAa TOYKa MPOAYKTHT TPSOBA J1a ce M3IT0JI3Ba HE3a0aBHO.
AKO He ce U3IM0II3Ba He3a0aBHO, IEPHOIUTE U YCIOBHUATA Ha ChXpaHeHHE B TIepro/ia Ha
M3M0JI3BaHE ca OTTOBOPHOCT Ha MOTPEOUTEIS.

. He pasknamaiite pnakonnte WEZENLA. TIpoabmKUTETHOTO €eHEPTUYHO pa3Kilalane MOXe J1a
TTOBPEH JIEKAPCTBOTO.

He u3nosa3sBaiiTe TOBa JIeKapCTBO:

° CJIel cpoKa Ha TOJHOCT, OTOENSI3aH BhPXY €THKEeTa M KapTOHEHAaTa OIMaKOBKa CIIe]T
»EXP*“/,,onen no“. CpoKbT Ha TOJIHOCT OTTOBAPs HA MOCIEAHHS JICH OT IIOCOYCHUS MECEII,

° aKO TEYHOCTTA € C MPOMEHEH IBAT, MbTHA MJIH B Hesl ¢e 3a0€IIA3BaT IUTyBaIH 1Yk YaCTHIIH
(BmxkTe Touka 6 ,,Kak m3rnexxga WEZENLA 1 kakBo ChIIbpKa OIakoBKaTa“);

. aKo 3HAaeTe WM CMITATe, 4e MOXKE Ja € OniTa M3JI0KeHa Ha eKCTPEMHH TeMIlepaTypH (KaTto
WHITUICHTHO 3aMPb3BaHe WM 3arpsBaHe);

. aKo TPOIYKTHT € OWJI eHePruvHO pa3KIaTeH;

o aKo oOKaTKaTa € CUyIieHa.

WEZENLA e camo 3a enHOKpaTHa yrnoTpe6a. Hen3non3BaHusT MPOIyKT, OCTaHAT BHB (DJIaKOHA U B
CIIPHUHIIOBKATa, TPsOBa fa ce m3XxBbpin. He M3XBBHPIATE IeKapcTBaTa B KaHATM3AIUATA UITH B
KOHTEUMHepa 3a JoMaltHu oTiaabiy. [lonuraiite Bamms GapManeBT Kak j1a U3XBbPIIATE JICKapCTBaTa,
KOUTO BeY€ HE U3IoI3BaTe. Te3u MEpKH LIe CIIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA cpefa.

6. Chabp:xkaHue HA OIAKOBKATA M JONbJIHUTETHA HHpopManus

KakBo cbabpxa WEZENLA

. AKTHBHO BeIeCTBO: ycTeKHHYMa0. Beekn durakon cpabpika 45 mg ycrekuaymad B 0,5 ml.
. Hpyru cberaBku: L-xuctuaus, L-XUCTHAMHOB XUAPOXIIOPUI MOHOXUPAT, osucopbar 80

(E 433), 3axapo3a 1 BoAa 32 WHKXEKIIHH.

Kak m3riesxxga WEZENLA u kakBo ¢bIbpika ONIAKOBKAaTa

WEZENLA e OucTbp 10 onajieciieHTeH, Oe31BETEH /10 0JIC0XK BT MHKEKIMOHEH pa3TBop. JlocTaps
ce B KapTOHEHA OIaKOBKa, ChIIbprKallla elMH CThKJIEH (1akoH oT 2 ml ¢ eanHUYHa 103a. Beekn
¢nakoH chbpka 45 mg ycrekuaymad B 0,5 ml MHKEKIIMOHEH pa3TBOpP.

I[puTexaTes HAa pa3penieHHETO 32 YIOTPeda U MPOU3BOANTEN
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnangus

IIpuTekaTes Ha pa3pelIeHHETO 32 YIOTpeda
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnanaus
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IIpousBoauTe
Amgen Europe B.V.,
Minervum 7061,
4817 ZK Breda,
Hunepnannus

IIpousBoanTen
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a MOMBIHNATETHA HHPOPMAIIHMS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

Buarapus
Awmmxer bearapus EOO/]
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.o.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
Amgen GmbH
Tel: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EAlrada
Amgen EALGg Qappokevtikd E.TLE.
TnA: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Romania
Amgen Romania SRL
Tel: +4021 527 3000
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Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvzpog
C.A. Papaellinas Ltd
Tnh: +357 22741 741

Latvija

Amgen Switzerland AG Rigas filiale

Tel: +371 257 25888

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.0.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

I[aTa Ha MOCJCIHO NMPpepasrjackaaHne Ha JIMCTOBKaTa

Apyru u3rouHuuu Ha nHpopmauus

IMonpoOHa nHpopMaIHs 3a TOBA JCKapCTBO € MPe0CTaBeHa Ha yeOcalita Ha EBporneiickara areHIus

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

Yxka3zanus 3a ynorpeda

B nauvanoro Ha nedyeHnero BammsaT qoctaBuMK Ha MEAMIMHCKY TPHOKHU 1ie Bu moctaBu mepBaTa

nkekuus. Bue n Bammst nexap obaye moxe fa pemmre, ye Bue caMmu Moxe 1a cu MH>KEKTHpaTe

WEZENLA. B TaxbB ciiyuyaii e npemuneTe o0y4yenne kak na nmkekrupare WEZENLA. 'oBopere ¢

Bamms nekap, ako UMaTe BHIIPOCH OTHOCHO IOCTABSIHETO Ha MH)KEKIIHUATA.

° He cmecpaiite WEZENLA ¢ apyru TeYHOCTH 32 UHXKEKLUSL.

. He pasxmamaiite ¢irakonnte WEZENLA. Tlprunaara 3a ToBa €, Y€ CHITHOTO pa3KiallaHe MOXKe
Jia TIOBpe/IN JiekapcTBOTO. He n3nomn3gaiite iekapcTBOTO, aKo € OWIIO CHITHO Pa3KIATEeHO.

1.  IIpomepere 6post Ha (p1aKOHNTE U MOATOTBETE MATEPUAJIUTE:

WzBanere ¢uakona (¢akonute) ot xnaauwaHuka. OctaBere (1akoHa J1a IPEeCTOU OKOJIO TOJIOBHH Yac.
Toga 11€ MO3BOJIM Ha TEYHOCTTA Jia IOCTUTHE MTOAXO/ISIIA TEMIIEpaTypa 3a HHKEKTHpaHe (cTaitHa

TEMIIepaTypa).

IIpoBepeTte drakoHa (haakoHUTE), 3a J1a CE YBEPUTE, Ue:
o OposT Ha (prTaKOHWTE M KOJIMYECTBOTO Ha AKTUBHOTO BEIIIECTBO B JI030BA €IMHUIIA Ca BEPHU
Axo Bamara no3a e 45 mg wiv mo-Majko, e moiaydnuTe eauH 45 mg dhaakoH ¢

WEZENLA.

Axo Bamara no3a e 90 mg, mie noyuute aa 45 mg gnaxkona c WEZENLA wu e Tpsibsa
J1a CH ITOCTAaBUTE IBC MHKCKIINHU. I/I36epeTe ABEC pa3jIMYH1 MECTa Ha MHXCKTHUPAHC
(HammpuMep eHATa HHXEKIMS B JSICHOTO O€/Ipo, a IpyraTa — B JIIBOTO) M TH HampaBeTe
efHa cuen apyra. M3monssaiite HOBa UTJla U CIIPUHIIOBKA 32 BCSIKA MHXKEKLIUSI.


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

TOBa € MIPAaBUIIHOTO JIEKAPCTBO
CPOKBT Ha TOIHOCT HE € U3TEKbI

(akOHBT HE € MOBPEACH U OOKaTKaTa He € CUyIeHa

Pa3TBOPHT BB (PIIaKOHA € OUCTHP A0 ONajieCeHTEH 1 Oe31UBETEH A0 OICAOKBIAT
Pa3TBOPHT HE € C IPOMEHEH LIBSIT I MBTEH U HE ChABPIKa YYKIU YaCTHLIU
Pa3TBOPBT HE € 3aMpb3HAIL.

Jemna ¢ nepnatpuder rcopuasuc ¢ terno moxa 60 kg ce HykaasT ot qo3a, mo-HUCKa OT 45 mg. YBepere
ce, 4e 3HAeTe TOYHOTO KOIN4ecTBO (00eM), KOeTo TpsiOBa Aa U3TETJINTE OT ()JIAKOHA M BU/Ia Ha
CHPUHIIOBKATa, HEOOXOANMHU 3a J03UpaHe. AKO He 3HaeTe HE0OXOIMMHTE KOJTMUYECTBO WIIH BUJ Ha
CIIPHHIIOBKATa, CBBp)KETE ce ¢ Bammms 1ocTaBunK Ha MEANUIIMHCKY TPIDKH 32 TOTBIHATEITHN
WHCTPYKLIUH.

Cp0bepeTe BCHUKH MaTepHaId, OT KOUTO c€ HYXKIaeTe, M T'H IOCTaBEeTe BhPXY YHCTa MOBBPXHOCT. Te

BKITFOYBAT CIIPUHIIOBKA, W14, aHTHCENTHYHU KbPITUYKH, TAMYYHH TAMIIOHH FJTH MapIIeHU KOMIIPECH U
KOHTEHHEp 3a OCTpHU npeaMeTH (Bxk. ¢urypa 1).

ap CIE1 &

®urypa 1

2. I/IsﬁepeTe U MOATOTBETE MACTOTO 3a MHIKEKTUPAHE:

N36epere MsicTo 3a MHXKEKTHpaHe (BXK. Qurypa 2)

° WEZENLA ce mpunara 9upe3 HHXEKITUS 1101 KoKaTa (TIOAKOXKHO).

. [omxosmm MecTa 3a MH)KEKTUPaHe ca TOpHATa YacT Ha 0epOoTOo MM 00JIacTTa OKOJIO KOpeMa
Ha pa3CTOSIHUE Hal-MaJIKO 5 CM OT IT’bIIA.

. AKO € Bb3MOXKHO, HE M3T0JI3BaiiTe 0071acTH OT KOXKaTa ¢ MPU3HAIM Ha TICOPUA3HC.

. AKko HiKo¥ Bu moMara rmpu mocTaBsHETO Ha HHXEKIUATA, TOW/TSA MOXe Jja n30epe U ropHaTa

YacCT Ha pbKaTa KaTo MACTO 3a MHKCKTHUPAHE.

I'opHa yacT Ha pbKaTa

Kopem

Bbenpo

\,

30HHTE B CUBO ca MPEIOPBUYUTEITHUTE MECTA 3a HHKCKTUPAHE.
®durypa 2

IToaroreere MACTOTO 32 UHKEKTUPAHE
. M3muiiTe ppIleTe ¢ MHOTO TOOpE ChC callyH | TOILIA BOJA.
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Tlouncrere KoxkaTa Ha MSACTOTO 3a HWHKCKTUPAHEC C aHTUCCIITUIHA KbPITUYKA.
He IlOKOCBaﬁTe IOBEYE Ta3H 001acT J0 IIOCTaBAHETO HA MHXKXCKIUATA.

IIpurorsBere n03ara:

OTtBopeTe kamaykaTa Ha (prmakona. (BX. hurypa 3)

A

®urypa 3

He cansiite 3anymankara.

[TouncreTe 3amymankara ¢ aHTUCEITUYIHA MAPJISL.

ITocraBere (prakoHa BbPXY paBHA IOBBPXHOCT.

B3emere cipuHIIOBKaTa 1 OTBOPETE Karadykara Ha Urjara.

He nokocBaiiTe urnara u He s ONUpaNTE B IPYTy NPEAMETH.

BeBenere urnara npes rymMeHaTa 3ayanka.

OO0bpHeTe ¢rakoHa U CIPUHIIOBKATA HAOIY.

H3rernere 6yTasoToO HA CIPUHIIOBKATA, IOKATO HE CE HAITBIIHU C KOJIMYECTBOTO TEYHOCT, KAKTO
€ IIpeanucaso ot Bamus nekap.

BasxHo e uriaTa npes Is10TO BpeMe Jja € B TeYHOCTTa. ToBa nmpeioTBpaTsaBa 00pa3yBaHETO Ha
BB3YIITHU MEXypUeTa B CIIPUHIIOBKATA. (BXK. purypa 4)

Ourypa 4

WzBagere urnata ot Qprakona.
3aapbKTe CIPUHIIOBKATA C UTJIaTa Harope, 3a J1a MpoBEpUTE Jaji B TEYHOCTTA HAMA BB3yILIHU
MeXypUeTa.
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AKO UMa MexypueTa, IOTyIalTe CIPUHIIOBKATA JIEKO C IPBCT, JJOKATO U3ILTYyBaT Ha
MOBBPXHOCTTA. (BX. urypa 5).

®durypa 5

Torara HaTUCHETE OyTAJIOTO, JOKATO IEJIUAT BB3AYX (HO HE M TEUHOCT) U3JIE3E.
He nocrapsiiiTe MHKEKIMATA JIETHAJIA U HE ONMPANWTE UIrJaTa B IPYTH MPEAMETH.

HNuxexkTHpaiite no3ara:

Jleko 3axBaHeTe NouKMCTEHAaTa KOXKa MKy najela u nokasaneua. He cruckaiite cuiHo.
BoBenere urnata B 3axBaHarara Koxa 1moJ1 bI'bJ 45 Tpajyca.

Hatuchere OyTanoTo ¢ majier| Taka, 4e Jia ce MHXKEeKTHpa IisiaTa TeuHocT. Hatuckaiite 0aBHO U
paBHOMEPHO, KaTO €THOBPEMEHHO C TOBA JIEKO MIPUTHUCKATE KOXKATa.

Koraro Oytanoro cTurHe /10 Kpasi, ©3BaJeTe UriaTa 1 IyCHeTe KoXara.

CJeq UHKEKTUPaHe:

[IpuTHcHeTe aHTHCENTUYHATA KBPIIUYKA BEPXY MACTOTO Ha MHKEKTUPAHE B MPOIBIDKCHIE Ha
HSIKOJIKO CEKYH]IH, CTIe/T KaTO ITOCTABUTE MHXKEKIIHATA.

BB3MOXHO € Ha MSCTOTO Ha MHXXEKTHUPaHe J1a IMa MaJIKO KOJIMYECTBO KPHB Wi TedyHOCT. ToBa
€ HOpMAJTHO.

Moske 1a IpUTHCHETE MSICTOTO Ha WHXKEKTHPAHE C MMaMy9eH TaMIIOH WJIM MapJieH KOMITpEC | Ja
3aabpxute 10 cexkyHau.

He pa3rbhpkBaiiTe Ko)kaTta Ha MSCTOTO HA HHXKEKTUpPaHEe. AKO € HEOOXO0AMMO, MOXKE J1a CIIOKHUTE
MaJiKa JISTIeHKa BbPXY MICTOTO Ha MHXEKTHUPAHE.

N3xBbpasine:

HW3nos3BaHKTe CIPHHIIOBKU U MTJIH TPSAOBA /1a Ce TIOCTABAT B HEMPOOUBaeM KOHTEHHED, KaTo
KOHTEWHep 3a OCTpH mpeamMeTH. 3a Bamara 6e30macHOCT | 3/7jpaBe U 3a 0€30MacHOCTTa Ha
JIPYTUTE, HUKOTa HE U3I0JI3BANTE IIOBTOPHO UIVIMTE U CIPUHLIOBKUTE. V3XBBpIIsiiTe
KOHTEHHepa 32 OCTPU MPEJAMETH B ChOTBETCTBHE C MECTHUTE PA3MOPEAOH.

HpaSHI/ITe q)HaKOHI/I, AHTUCCIITUYHUTE KbPIIUYKU U IPYT KOHCYMAaTUBU MOXKE J1a C€ USXBLPJIIAT
B 001 OOKITYK.
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JIncroBka: nngopmanusi 3a noTpeduTENS

WEZENLA 45 mg nHkeKIMOHeH Pa3TBOP B MPeIBAPUTEHO HAITbJIHEHA CIPHHI[OBKA
WEZENLA 90 mg nH»keKIMOHeH Pa3TBOP B MPeIBAPUTEHO HAITbJIHEHA CIPHHI[OBKA
ycTeknHyMa0 (ustekinumab)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTENTHO HabmoqeHre. ToBa 1m1e mo3Boau 0bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSKA HEXKETaHa PeaKIHs, KOSITO CTe MOMyYMIA. 32 HaurWHa Ha ChOOIIaBaHe Ha HEXXeJaH!
peakIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHUMATEJHO ISIJIATA JIMCTOBKA, PEAH /1 3al04YHeTe 12 U3M0JI3BaTe TOBA JIeKAPCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

Ta3u JIMCTOBKA e HANMCaHAa 32 MalMeHTAa, KOWTO NMpHeMa JIEKapCTBOTO. AKO CTe POANTEJ HJIA
HACTOMHMK, KOHTO e npuiara WEZENLA Ha aeTe, M0JIsI IpoYeTeTe BHUMATEJIHO Ta3H
HHpopmanus.
- 3amnazeTe Ta3u JIUCTOBKA. MoXe 1a ce HaloKu 21 s IIpodeTeTe OTHOBO.
- AKO nmare HAKaKBH JOIBIHUTEIHH BbIIPOCH, MONKTaiTe Bamms nexap uinn ¢papmawesr.
- ToBa nekapcTBO € npeanucaHo audHo Ha Bac. He ro npeorcTsnBaiite Ha Ipyru xopa. To Moxe
Jla UM HaBpeJd, HE3aBUCHMO Ue MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTo BammuTe.
- AKO MoNy4nTe HAKAKBH HEXKEIIAaHHU peakuu, yBegomere Bamus nexkap wim papmanent. ToBa
BKJIFOUBA Y BCHUKH Bb3MOKHU HEXKEJIaHU PEAaKIIUU, HEOIMCAHN B Ta3H JIMCTOBKA. BrkTe
TouKa 4.

Kakso CbAbPiKa Ta3u JIMCTOBKA

Kakso npencrasnssa WEZENLA u 3a kakBo ce M3I10J13Ba
KakBo Tpsi6Ba na 3Haere, npenu na m3noi3sate WEZENLA
Kaxk nga m3nomsBare WEZENLA

BBb3MOXHH HEXKEJIAHU peakuu

Kax na cexpansisate WEZENLA

ChapprkaHne Ha ONTAKOBKATa U IOIBIHUTETHA HHPOPMAITHS

AR e

1. Kakso npeacrasasisa WEZENLA u 3a kakBO ce U3110J13Ba

Kaxso npencrasnsisa WEZENLA

WEZENLA chabpka akTHBHOTO BEIIECTBO ,,yCTEKHUHYMAa0”’, KOETO € MOHOKJIOHAITHO aHTHUTSLIO.
MOHOKJIOHAJIHHUTE aHTHUTENA ca IPOTEHHH, KOUTO PAa3II03HABAT U CBHP3BAT OIIPEAENICHH CIICHUPUIHH
MIPOTEHHH B OpraHU3Ma.

WEZENLA npunaanexu KbM rpyna JeKapcTBa, HApeueHH ,,uMyHocynpecopu”. Te3u nekapcTa
JIeficTBaT, KaTO HaMaJIABaT aKTUBHOCTTA HA YacT OT UMyHHaTa CUCTEMA.

3a xakBo ce m3no3Ba WEZENLA
WEZENLA ce u3m0/13Ba 3a JIeueHre Ha CI€IHUTE Bh3IAIUTEIHN 3200/ IIBaHUS:

o [InakoB ncopuasuc - pu Bb3pacTHU U J€1la Ha Bb3pacT OT 6 TOJUHU U MO-TOJIEMHU
o [IcopuaruyeH apTpUT — PU BB3PAaCTHU
o YMepena 110 Texkka 6osect Ha KpoH — mpu Bb3pacTHH U Jiena ¢ Teriio Haii-manko 40 kg

IlnakoB ncopuasuc
,,] JIAKOB IIcoprasuc’” e KOXHO 3a00JsIBaHe, KOETO BOAM /10 Bh3NaJICHHE, 3aCATall0 KOXKaTa 1 HOKTHUTE.
WEZENLA namansBa Bb3MaJI€HHETO U APYTUTE MPU3HAIM Ha 3200 SIBAHETO.

WEZENLA ce u3non3Ba npu Bb3pacTHU C YMEPEH 10 TEXbBK IJIAKOB IICOPHA3HC, KOUTO HE MOTraT Jia
M3M0J3BAT UUKIOCTIOPUH, METOTPEKCAT M (POTOTEpaIHsl, MIIM KOraTo Te3H JICUCHHUS He IeHCTBAaT.
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WEZENLA ce u3non3Ba mpu Jieria 1 I0HOIITH Ha BB3pacT 6 TOIWHH U MO-TOJIEMH C YMEPEH 10 TEXBK
TUTAKOB TICOPUA3UC, KOUTO UMAT HEMOHOCHMOCT KbM (hOTOTEpAI¥sl WK APYTrd CHCTEMHU TEPAIUU, WU
KOraToO T€3U JICUCHHsI HE JICHCTBAT.

IIcopnaTnyeH apTpur

[lcopuaTrueH apTpUT € BB3MATUTEIHO 3200 sBaHE HA CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
Tcopuasuc. AKO IMaTe aKTHBEH IICOPUATHYEH apTPUT, IBPBO Iie Bu iexyBar ¢ nqpyru iekapcTBa. AKO
HE Ce TOBJIMSIETE JOCTAaTHIHO JOoOpe OT Te3 JeKapcTBa, Moxe na Bu ce npexmumre WEZENLA, 3a na
ce:

o HaMaJISIT MPU3HALNUTE U CUMIITOMUTE Ha 3a001sBaHeTo Bu;
. nmopoopu ¢pu3maeckoTo Bu checTosHUE;
o 3a0aBH YBpEeKAaHETO HA Bammre cTaBu.

Boaect na Kpon

Bonecrra Ha KpoH e Bbp3nanuTesiHo 3a00isiBaHe Ha yepBara. Ako umate 6ojiect Ha KpoH mepRo 111e
Bu ce gagar apyru gekapctBa. AKO HE ce TOBJHsIETE JOCTATHYHO WIIM MMaTe HEMOHOCUMOCT KbM TE3U
nekapcTBa, Moxke 1a Bu ce nane WEZENLA 3a HamansiBaHe Ha IPU3HAUUTE U CUMIITOMUTE Ha
3abomsBanero Bu.

2. Kakso TpsiOBa 1a 3HaeTe, npeau Aa usnoia3zsare WEZENLA

He n3noassaiite WEZENLA

o AKO cTe aJIepru4HU KbM YCTEKHHYMA0 WM HAKOS OT OCTaHAINTE ChbCTaBKU Ha TOBA
neKapcTBo (M30poeHH B TOUKa 6).

. AKo uMaTe aKTHBHA HH(peKUMs, KOSITO BamusT nekap HaMupa 3a 3HauuMa.

AKO HE CTe CUT'YpHH JlaJIi HSIKO€ OT U30pOSHHTE MI0-Tope ce oTHacs 3a Bac, mocbBeTBaiiTe ce ¢ Baius
nexap uiu apmanesT, npeau na usnonssare WEZENLA.

Ilpenynpesxaenust ¥ NpeanasHl MepKH

I'oBopere ¢ Bamms nexap unu papmarieBt npenu aa usnonspare WEZENLA. Bammsr nekap 1e
NPOBEPH ChCTOsIHMETO Bu npenu Besko nedenue. TpsaOBa na kaxxeTe BeHara Ha CBOsI JeKap 3a BCAKa
Bama 6onect npenu Besiko siedenue. ChIo Taka HHGpopMupaiite Bamus nekap, ako HacKopo cTe Omiu
B KOHTaKT C YOBEK, KOUTO MOKe Jla iMa TyOepKyno3a. Bammsar siekap 1ie Bu nperiiesa u me HanpaBu
u3cneaBane 3a TyOepkynosa, npeau aa uznonzsare WEZENLA. Ako Bamusrt nekap cMmsta, ue cte
U3JI0KEHU Ha PHUCK OT TyOepKyi03a, Moxke J1a Bu npeanuine gexapcTsa 3a JISUSHUETO M.

Cienere 3a CepHO3HHU HeXKeJIaHU PeaKIHH

WEZENLA moxe 1a npen3BUKa CEpUO3HU HEXEJIaH! PEaKLUU, BKIFOUUTEIHO aepruiHy PEakluy U
napekym. TpsaOBa 1a cieanTe 3a ONpeieNIeHn IPU3HANY Ha 3a00JIBaHNs, IOKATO IpUEMaTe
WEZENLA. BuxrTe ,,Cepro3Hn HeXXeTTaHH PeKAI[MUPEaKini’’ B TOUKA 4 3a MBJIHKUS CIIUCHK HA TE3U
HEXKEJIaHU peaKIiy.

IIpenu na usnoasBate WEZENLA undopmupaiite Bamus iexap:

. AKO HAKOra cTe UMaJu ajeprudia peakuus kbM WEZENLA. Axo He cTe CUTYpHH,
nonuraiTe Bammus nekap.

o AKO HAKOra cTe HMaJH HAKAKBB BH/I PaK — TOBa €, 3al[0TO UMYyHOCYIIPECOPHUTE KaTO
WEZENLA otcnabBar yacT OT UMyHHaTa cucTeMa. ToBa MOXKe Ja MOBHUIIIN PUCKA OT PakK.

. AKO cTe JJeKyBaHH 32 IICOPHA3HC C APYTH OHOJTOTMYHH JIEKApCTBa (JIeKapCcTBo,

MPOU3BEACHO OT 0HMOJIOrMYeH U3TOYHHK H OOMKHOBEHO NMpUujIarano 4pe3 HH)KeKIIl/lfl) -
PHUCKDBT OT paK MOXKC 1a € MO-BUCOK.

® AKO HMaTe WIH HACKOPpoO CTC UMaJIu ](lH(l)eKIH(lH.

L AKO MMaTe HOBU WJIN MPOMEHAIIA C€ JIE3UU B YHaCTBIIUTE C IICOPHUA3nC UIIN I10
HE3acfrHaraTta Koxa.
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. AKo0 noJsiyyaBate Apyro JiedeHue 3a NCOPUAZUC U/ MU NICOPUATHYEH APTPUT — KaTO APYTHU
UMYHOCYIIpecopH min (oToTepamnus (KoraTto TAJIOTO ce JIeKyBa ¢ Tarl yatpaBuonerosa (UV)
cBeTNIMHA). Te3u IeUeHns ChIo MOXKE J1a OTCIA0AT YacT OT UMyHHaTa cuctema. M3non3BaneTo
Ha Te3u JieueHus 3aenHo ¢ WEZENLA He e uzcnenano. Be3MoxHO € 00aue, TO /1a yBeIUIU
pUCKa OT 3a00JIsIBaHMsI, CBbP3aHU C OTCIA0BAaHE HA UMYHHATa CUCTEMA.

o AKo0 mosty4yaBaTe WM HAKOra cTe MOoJy4aBaJIi HH/KEKIUH 32 JIedeHHue HA aJleprum — He €
n3BectHO nann WEZENLA moxe 51a okake BIUSHUE BBPXY THIX.
o AKO cTe Ha ¥ Haj 65 roIMHN — MOJXKE J1a CTE MO-CKIOHHU KbM MH(EKIHH.

AKO He cTe CUTYpHH JJaJId HSIKOE 0T TOpen30poeHuTe ce oTHacs 3a Bac, mochBeTBaiite ce ¢ Barmms
nekap wim papmarieBT, penu ga u3noisBate WEZENLA.

Hsxou nanueHTH moirydaBart Jymyc-oJ00HH PeaKIIUY, BKIFOUUTEIIHO KOXKEH JIYIyC epUTEMATOACC U
JYIyC-TT0I00C€H CUHIPOM, 110 BpeMe Ha JIUeHHUE ¢ yCTeknHyMab. ['oBopeTe BeqHara ¢ Bamus sekap,
aKo TIOJIYYHTE YepPBEH, HAJUTHAT, JIIOIIEI] ce OOPHB, MTOHAKOTA C TIO-THhMHH T'PAaHUIIH, B U3I0KECHHATE
Ha CI'BHIIC yYaCThIIM HA KOYKaTa WU CTAaBHU OOJIKH.

CobpaevyeH MHGAPKT U HHCYJITH

WHdapkT 1 HHCYNITH ca HaOIIOAaBaHU B IPOYUYBAHE NPH MALUEHTH C IICOPUA3HC, JIEKYBaHU C
ycTeknHyMa0. Bamust nekap pefoBHO 1€ NpoBepsiBa pUCKOBUTE (PAKTOPHU 3a ChPEUHO 3a00/11BaHe U
uHCyNT IpH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 1o noaxonsnl HauuH. Heza0aBHO moTepcere
MEIUIMHCKA TIOMOLLL, aKO TOJIy4uTe 00JIKa B IbpANTE, CIa00CT MM HEOOMYaHO ycelaHe OT eAHaTa
CTpaHa Ha TsUI0TO, OTIIYCHATOCT Ha JIMIETO WX I'OBOPHU WX 3PpUTCIIHU CMYIICHUS.

Jleua u 1oHOIIH

WEZENLA He ce npenopbyBa 3a yrnorpeda rnp# Aelia Ha Bb3pacT oA 6 TOAWHU ¢ TICOpUas3uc, Jena ¢
oonect na Kpown u terno oz 40 kg vim npu nena Ha Bb3pacT mox 18 roJMHu ¢ ICOpUaTHYECH apTPHT,
3aI0TO HE € MPOYYBaH NPHU Ta3H Bb3pacTOBa IpyIa.

JApyru gexkapcrea, Bakcuiu 1 WEZENLA
Tps6Ba na xaxxete Ha Bamus nexap niu ¢papMaLeBT:

o AKo npuemare, HaCKOpO CcTe MpUeMalli UJIH € Bb3MOXHO J1a IIPUEMETe APYTH JIeKapCTBa.

o Axko Hackopo Bu e npaBena wiu rutanuparte J1a Bu ce npaBu BakcuHanus. JlokaTo u3nonssare
WEZENLA, usxou BUIOBE BaKCHHH (’KMBH BaKCHHH) HE TPsOBa J1a Ce MpUJIarar.

. Axo cte nomrygaBaa WEZENLA 1o Bpeme Ha OpeMEHHOCTTa, TPAOBa Jia KaXkeTe Ha JieKaps Ha

6ebero Bu 3a neuennero c WEZENLA, nipenu To 1a OTyYH KakBaTO U J1a € BaKCHHA,
BKJTFOUHTEITHO >KUBH BakcuHU, KaTo BIDK Bakcuna (n3mon3Bana 3a npemna3Bane oT
TyOepkyio3a). JKuBuTe BakCHHH He ce IpenopbuBaT 3a Bamiero 6e6e npe3 nbpBUTE ABaHAAECET
Mecella cie]l paXkI1aHeTo, ako cte nonydaBanu WEZENLA no Bpeme Ha 6peMEHHOCTTa, OCBEH
ako JekapsT Ha Bamero 6ebe He penopbya Apyro.

BpemeHHOCT M KbpMeHe

o AKko cTe OpeMeHHa, cMsTaTe, 4Ye MOKe J1a cTe OpeMeHHa WM IJIaHupaTe OpEeMEeHHOCT,
nochbBeTBaiiTe ce ¢ Bamus nexap npeau ynorpebdara Ha TOBa JIEKapCTBO.
. He e nabnroiaBaH mo-BUCOK pHCK OT BpoJieHH Aedektu nmpu 6ebeta, n3noxxenn Ha WEZENLA B

yrpobara. [lanaute ot ynorpebara Ha WEZENLA nipu 6pemMeHHH KeHU 00aye ca OrpaHnveHH .
[lopanu ToBa e 3a mpennounTtade Aa ce u30sarea ynorpedbara Ha WEZENLA 1o Bpeme Ha
OpeMeHHOCT.

o AKO cTe KeHa ¢ IeTepOCH MOTeHINAI, XKeJaTeIHO € 1a He 3a0peMeHsBaTe U /1a U3I10JI3BaTe
TTOIXOJISIIIT TPOTUBO3aYaThIeH MeTO I, koraTo m3noi3sare WEZENLA u mone 15 ceamuru criep
nocneaHoTo npuinarane Ha WEZENLA.

. WEZENLA mosxe 1a npeMHHe Mpe3 IU1aleHTaTa B HepoAeHoTo 6ebe. AKO cTe momydaBalin
WEZENLA 1o Bpeme Ha OpemeHHOCTTa cH, 0ebeTo Bu Moke ja iMa 1o-BHCOK PUCK OT
HHPEKIINA.

130



o BaxxHo e 1a kaxxere Ha JiekapuTe Ha Bamero 6e6e 1 qpyri MEANLIMHCKH CIIEHUATUCTH, aKO CTEe
nomydaBamn WEZENLA 1o Bpeme Ha OpeMEHHOCTTa CH, TIpean 6e0eTo Aa MoTydu KaKBaTo U
na ¢ BakcuHa. JKuBn BakcuaM, kato BIDK BakcuHa (M3mos3BanHa 3a mpeamna3BaHe OT
TyOepKyIo3a) He ce ImpenopbyBar 3a Bamero 6ebe npe3 mbpBHUTE ABaHAIECET Mecela cie]
pakaaHeTo, ako cre nonyyaBanu WEZENLA no Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JeKapsT
Ha Bamrero 6e6e He mpenopbya IpyTo.

o YcrekuHymMad MOKe Jla TpeMUHE B KbpMaTa B MHOTO MalKu KonndecTBa. [locbBeTBaiite ce ¢
Bamus nexap, ako KbpMHUTE WIIM aKO IUIaHUpaTe Aa Kbpmute. Bue u Bamusart nekap tpsaoBa na
pemuTe ganu TpsOBa Aa kbpMuTe win na m3nonssare WEZENLA - He nipaBete u gBere.

Ilodupane u padoTa ¢ MAIIIHHH
WEZENLA He noBnusiBa UiTU MOBJIKSIBA IIPEHEOPEIKUMO CITIOCOOHOCTTA 3a modupaHe U padboTa ¢
MaIIHHH.

WEZENLA cbabp:xa noaucopoar 80

WEZENLA cbaspka 0,02 mg (45 mg/0,5 ml) wiu 0,04 mg (90 mg/1,0 ml) monucop6at 80 (E 433)
BBB BCAKa 7103, KosATO € ekBuBasieHTHa Ha 0,04 mg/ml. [Tonmncopbarure Morar qa MpuUauHAT
aJIeprUYHU peakiun. TpsoBa a kaxxere Ha Bamms nekap, ako MaTe yCTaHOBEHH aJIePTHH.

3. Kak na m3nmoisBate WEZENLA

WEZENLA e npeana3Haues 3a ynorpeba rnoj pbKoBOACTBOTO U KOHTPOJIA Ha JIEKap ¢ OIUT B
JIEUEHUETO Ha 3a00JaBaHMsl, 3a KOUTO € nokazano WEZENLA.

Bunaru nsnosnsBaiite ToBa JiekapcTBO TOYHO KakTo Bu e xa3zan BamusT nexap. Ako He cTe CUTYpHU B
Henlo, nonuTtaiite Bamus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora mie Bu ce mocraBst
WHKEKIMHUTE U KOra IIE ca CIEABAINTE KOHTPOIHU MIPETIIECIN.

Kakso konmuyectBo WEZENLA ce npuiara
Bammusr nekap e perm kakBo kosimuectBo WEZENLA Tps6Ba aa nonydnTe U 32 KaKbB EPUOJ OT
BpeMe.

Bn3pacTHu Ha 18 roaHy MM Mo-rojieMu
Ilcopua3uc wim ncopuaTuyeH apTpuT

. [Ipenopprunrennara HauyanHa no3a € 45 mg WEZENLA. [Tauuentu c tersio Hag 100 kunorpama
(kg) moxe na 3anovnart ¢ g03a 90 mg BMecto 45 mg.
o Cnen HauanmHaTa 1034, ciaeasamiata Bu no3a me 0b1e 4 ceMuIu o-KbCHO U CJIEJ TOBA HA

Bceku 12 ceaqmunu. Ceasammre 1031 OOMKHOBEHO ca ChIUTE, KATO HaYaIHATa J103a.

Bosaect na Kpon

o Io BpeMme Ha neuenunero BamusT nekap e Bu npuinoxxu mepBara 103a OT MPUOIU3UTETHO
6 mg/kg WEZENLA upe3 kankoBo BIIMBaHE BbB BeHa Ha pbKara (MHTpaBeHO3HA HHDY3Us).
Crnen HauanmHaTa 71034, 1€ noiyuure ciaeasamara go3a 90 mg WEZENLA cnen 8 cenmunu,
cien ToBa mpe3 12 cemMuIy dpe3 HHXKEKITHS o] Ko)kaTa (TTOIKOKHO).

. IIpu HAKOM ManMEHTH, Cie] MbpBaTa MoaAKokHa nHxeknud, 90 mg WEZENLA moxe na ce
npuiara npe3 8§ ceaMuIly. Bammst gexap 1ie penru Kora TpsOBa /1a TOJIYYHTE CIeBaIIaTa CH
J103a.

Jella ¥ IOHOILIIM HA 6 TOAMHYU WJIM MO-T0JIEMH

IIcopnasuc

o JlekapsT TpsOBa Ja onpe/eny MpaBriIHaTa 3a Bac j103a, BKIIIOUHATETHO M KOJIIMYECTBOTO (0Oema)
WEZENLA, koiiTo Tpsi0Ba 1a ce MHXXEKTHpa, 32 Jia € MpaBuiHa go3aTa. [IpaBunHara n1o3a 3a
Bac mie 3aBucu ot BameTo TenecHo Terio mo BpeMe Ha BCsiKa J103a.

o Hanuyen e ¢nakoH ot 45 mg 3a nema, KouTo TpsAOBa 1a moyrydaT Mo-Majiko OT IpiiaTa 1032
45 mg.
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. Axko Texxute mo-manko ot 60 kg, mpenoppunrennata go3a e 0,75 mg WEZENLA na kg Tenecno

TerJo.
. Axo texxute ot 60 kg no 100 kg, npenoppuntennara no3a e 45 mg WEZENLA.
. Axo Texxute nioBeue ot 100 kg, npenoppunrennata go3a e 90 mg WEZENLA.
. Cnen HauanHaTa 103a, ciaeasamiata Bu no3a me Obae efes 4 ceIMUIM O-KbCHO U CIIEJ TOBA Ha

BcekH 12 cenmurin.

Jena c Teryio Hail-manko 40 kg

Boaect na Kpon

. ITo Bpeme Ha nedyenueTo Bammsar exap 1ie mpuiIoXH IrspBara 103a ot npuommsurenaHo 6 mg/kg
WEZENLA 4pe3 kankoBo BIMBaHE BbB BeHa Ha pbhkaTa Bu (MHTpaBeHo3Ha undy3us). Cnen
HayajgHaTta 703a e noxyunte ciaeasamara 1o3a 90 mg WEZENLA cnen 8 cenmui, a cief
TOBa Ha BCEKH 12 CEIMHUIIN Ipe3 MHXKEKITHS TI0]T KoxKaTa (,,[TOTKOKHO ).

. IIpu HAKOM MaLMEHTH, ciel MbpBaTa noakoxHa nrxekus, 90 mg WEZENLA moxe na ce
npuiara mpes 8§ ceaMuiy. BamusT jgexap e penis kora TpsioBa Aa NOoIy4uTe CIeBalaTa CH
J103a.

Kak ce npuiara WEZENLA

. WEZENLA ce npunara kaTo HHXEKITUS 1Mo/ KoXkaTta (IMoAKoxkHO). B HawanoTo Ha Bamrero
neyenne, WEZENLA Moxe 1a ce MHXKEKTHpa OT JIeKap WIN MEAUIIMHCKA CecTpa.

. Bue u Bammsar nekap, o6ade Moxke fa pemute, 4e Bue camu Moke 1a CM HHXKEKTHpaTe
WEZENLA. B TakbB ciyyaii 1ie npeMuHeTe o0yueHne Kak 1a cu umkektupare WEZENLA
CaMOCTOSITEITHO.

. 3a ykazanus Kak ja nmkektupare WEZENLA BwxTe ,,YKa3anus 3a ynorpe0a’” B Kpast Ha Ta3H
JINCTOBKA.

rOBOpCTC ¢ Bamms JICKap, aKkO0 UMaTe BBIIPOCHU OTHOCHO TOBA KaK CaMU Jia ITOCTAaBATC MHIKCKIHATA.

AKO cTe U3n0JI3BaJIN NoBeye oT HeoOxoaumaTta n03a WEZENLA

AKo cTe u3moi3Baiu wiu ca Bu npunoxxunu nmosede ot Heooxomumarta q03a WEZENLA, He3a0aBHO
ce ToChBeTBaTe ¢ Jiekap win papmarieBT. Bunaru Hocere ¢ Bac kapToHeHaTa onakoBKa Ha
JIEKapCTBOTO, IOPH U JIa € Ipa3Ha.

AKo cTe nponmycHaau aa usnoja3sate WEZENLA
AKO cTe TIpoITyCHaJM 1032, CBhpKeTe ce ¢ Bamms nekap wu dpapmaneBT. He npunaraiiteB3emaiite
JIBOMHA 1034, 3a J1a KOMIIEHCHpAaTe MPOIyCHATAaTa 1034.

AKko cte cripesin ynorpedara Ha WEZENLA
He e omacHo na cripere ynorpebara nHa WEZENLA. Ako ob6aue s cripete, Bamure cumMntroMu Moxke
Jla ce Bb30OHOBHIT.

AKX0 UMaTe HSIKaKBH JIOIBIHUTEIIHA BBIIPOCH, CBBP3aHH ¢ YIOTpebaTa Ha TOBA JIEKAPCTBO, OMMUTANTE
Barmus siekap win GpapMariesT.

4. Bb3MOKHN HeKeTaH! peakuu

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKC Aa MPCAN3BUKA HCKCIIAHNU PCAKIINU, BBIIPCKU Y€ HE
BCCKH I'l TIOJTy4aBa.

Cepuo03HU HeKeJTaHU peakuu
Hsikon manmeHTH MOKe Ja *MaT CEpUO3HU HEXEJaH! Peakiy, IPH KOUTO JIa c€ Hajlara CIeHo
JICYCHHE.

AJIeprUYHM peakIu — MOsKe 1a U3MCKBAT clelHo JedeHue. UHpopmupaiite Bamus jexap nim
He3a0aBHO NMOTBhpPceTe CIeIIHA MeHIIHHCKA IOMOIII, AKO0 3a0esIe/KuTe HAKOM OT CJIe[IHUTE
NpU3HALM.
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o Cepuo3HHTE aJIEPTUYHU peakny (,,aHadunakcus’’) ca peAKH Ipu Xopa, MpHeMaIln
ycTexkuHyMab (Moxke na 3acerHat a0 1 Ha 1 000 gymm). [Ipu3Hanure BKItOYBAT:

o 3aTPYAHCHO AMIIAHE WJIN MPETIIBIIaHC
o HHUCKO KPBBHO HAJIATAHC, KOCTO MOKE Ja NIPUYUHU 3aMadHOCT UJIU CBETOBBPTEIK
(@] noAayBaHE Ha JIMIETO, YCTHUTE, yCTAaTa UJIM I'bPJIOTO.
L Yecture IMMpU3HalU Ha AJICPrUYHa pCaKIUA BKIIOYBAT KOKCH O6pI/IB U YpTHUKapus (MO)KG Ja

3acerHat jo 1 ma 100 mymm).

B peaxu caydan ce cb001aBaT ajieprudHu 0e10Apo0OHM peakuuu U 0e10ApOo0HO Bb3NaJIeHne
MPH NANUEHTH, KOUTO NMOJay4aBaT ycrekunymao. TpsaoBa n1a kaxere BenHara Ha Bamus jekap,
aKO0 MOJIyYHTe CHMIITOMM KATO KALLJIUMLA, 321yX U BUCOKA TeMIlepaTypa.

AKO TIONTyuuTe Cepro3Ha ajlepriuyHa peakius, BamusT aekap Moxe na periu, ue Bue He TpsOBa na
n3nonsBare WEZENLA oTtHOBO.

Nudexnun — Moxe 1a M3MCKBAT clielIHo JiedeHnue. Mudopmupaiite Bamus nexap, ako
3a0esieskNTe HAKOM OT ciIeJHUTE MPU3HALH.

o WHQEKIUUTE Ha HOCA WM T'BPJIOTO U MPOCTyAaTa ca 4yecTH (Moxe jaa 3acersar 1o 1 Ha 10 mgymm)
° WHQPEKIUUTE Ha JTOJIHUTE TUXATEIHUA TTUINA (TPBIHU HH(EKIMK) ca HedeCTH (MOXKe Jia
3acerHat o 1 va 100 mymm)
. BB3IMAJICHUETO Ha MTOKOXKHATA THhKaH (I[eTyJIUT) € HeuecTo (MOJKe /1a 3aceTHe 1o | Ha
100 mymm)
. xeprec 3octep (BUa 00s1e3HEH 00PUB ¢ MeXypH) € HedecT (Moxke na 3acerde 110 1 Ha 100 mymm)

WEZENLA wmoxxe na Hamanu criocooHocTTa Bu 1a ce 6opute ¢ nadeknmm. Hiaxon nHpekum Moxe
Jla CTaHaT CEPHO3HU U MOXKE /1a BKITFOUBAT WHPEKIHMH, IPUYMHEHU OT BUPYCH, THOWUKH, OaKTepUn
(BKITFOUUTENHO TyOEpKYyII03a) WK Mapa3uTH, BKIIOYUTENHO HH(EKINH, KOUTO BH3HUKBAT MIPEIUMHO
IIpH Xopa ¢ oTciadeHa IMyHHa cucteMa (omopTIoHUCTHYHY nHpekun). [Ipu nanrenTH, morydaBamniu
yCTeKHHYMa0, ce ChoOIIaBaT ONOPTIOHUCTUYHN MH(EKIIUN HAa MO3bKa (€HIIe(aIUT, MCHUHTHUT),
OenuTe TPOOOBE U OUHTE.

Hoxarto m3nomseare WEZENLA, Tps0Ba ia ciiequre 3a nmpu3Haiy Ha nHpeknus. Te BKIFouBaT:
BHCOKA TeMIIepaTypa, TPUTIONOI00HN CHMITTOMH, HOIITHO MTOTEHE, 3ary0a Ha Terio

yMoOpa WM 33]TyX, YIIOPHUTA KallLTAIA

TOTLIIA, 3a4epBEHA U 0OJIe3HEHA KOXKa MITM OOJIe3HEH KOXKEH OOPHUB ¢ MEXYPH

MapeHe Mpu ypuHUpaHe

Juapust

3pUTEITHO CMYIIIEHUE WK 3ary0a Ha 3peHHe

TJ1aBO0OJHE, CKOBAHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETIIHHA, TafIeHe WK OOBPKAHOCT.

WNndopmupaiite Bamms nekap BeqHara, ako 3a0e1eXHUTe HIKON OT Te3u Npu3Hauy Ha nHdpekuus. Te
Morar Aa ObAaT NpU3HaNK Ha HHQEKIHUH KaTo IPhAHN HHPEKIUH, KOKHA HHPEKINH, XepIec 30CTep
WJIH OTIOPTIOHUCTUYHN MH(EKITUH, KOUTO MOTaT J]a IOBEAT 10 CEPHO3HU yCIOKHEHHS.
WNudopmupaiite Bammust gekap, ako nMaTe HSIKaKBa YIOPHUTA WM MOBTapsIa ce MHPeKIus. Bammst
JieKap MOXKe J1a pemiy, ye He TpsiOBa na m3nomsare WEZENLA, nokato nuadexuusra He 0bae
n3neKyBaHa. TpsOBa na kaxere BegHara Ha Bammwst nexap, 1 ako UMaTe OTBOPEHHU paHHU WU
HapaHABaHWUS, ThI KaTO MOJXKe /1a ce HH(EKTHUpar.

JIromeHe Ha KOKaTa — HHTEH3WBHOTO 3a4epPBsIBaHe U JIIOIIeHe HA KOKATa Ha MO-T0JIsIMa MJIOL
MO TAJIOTO MOKe 1a ca CHMITOMH HA ePUTPOePMHUYEH NMCOPHUA3ZUC MU eKc(]oIuaTHBeH
AEPMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/1BaHus1. AKO 3a0ej1e;kuTe HAKOI 0T Te3u MPU3HALM,
Tpsa6Ba 1a nHpopmupaTe Bammus gexap He3abaBHO.
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JIpyru He:KeJIaHU peakiuu

YecTu HexKeJIaHU peakuuu (Moxe aa 3acerHar 1o 1 Ha 10 gymm):
JIHAPUST

rajgeHe

HOBpBIIaHEe

yMopa

3aMasHOCT

riaBobosnue

ChpOex (mpypuryc)

0omKa B repOa, MyCKYJIUTE UITH CTABHUTE
BB3IIAJIEHO I'bPII0

3adepBsBaHe M 00JIKa Ha MICTOTO Ha MHKEKTHPaHe
nH(pEKIHsI Ha CHHYCHTE

HeuecTu Hexenanu peakuuu (Moxe fa 3acersat 0 1 Ha 100 xymm):

nH(pEKIUY Ha 3601Te

BarMHaJTHA WH(EKIUs, TPUINHEHA OT I'bONIKH

JeTpecust

3amyIIeH HOC WK XpeMa

KbpPBEHE, TIOCHHSIBAaHE, BTBbPSIBaHE, T0JyBaHE H ChpOEK Ha MACTOTO Ha HH)KEKTHUpAHE

ycelaHe 3a ciadocT

CrajiaHe Ha Kienaya U U3KpUBsIBaHE HAa MYCKYJIMTE Ha eIHaTa MOJOBHHA Ha JIUIETO (,, TUIEeBa

napanu3a’” Wiy ,,iapajin3a Ha ben”), KosTo 00OMKHOBEHO € BpeMeHHa

o IpOMSHA Ha IICOPHA3UCa ChC 3aUePBABAHE M HOBH MAJIKH, XBJITH WM OSIIM MEXYPH I10 KoXara,
MOHSKOTa MPUAPYKEHH C TeMIiepaTypa (IIyCTyJI03€H IICOPUAa3UC)

o OeciieHe Ha KoXaTa (eKcoralms Ha KoKara)

o aKHe

Penxu HexkenaHu JieKapcTBeHU peaknuu (Moxke ja 3acernar jo 1 Ha 1 000 gymm):

o 3auepBsaBaHe U JIFOIIEHE HAa KOXKAaTa Ha IMO-TOJIsIMA TUTOII 110 TSIIOTO, KOUTO MOXKE Ja ChPOST HITH
Jia ca bosne3neHu (exchosmaTBeH aqepMatuT). [10J00HM CHMIITOMH TIOHSKOTa C€ pa3BUBAT KaTO
€CTEeCTBEHA MPOMsHA Ha BHJA HA CUMIITOMHUTE HA MCOPUA3UC (EPUTPOJICPMHUYICH ICOPHA3HIC)

o Bb3naneHue Ha MaJIKUTE KPHBOHOCHH ChJIOBE, KOETO MOJXKE JIa JIOBEJIC JI0 KOXKEH OOPUB ¢ MAJIKU
YEepBEHU WU JINJIABU MOy TUHH, TEMIIEPATypa WK 00JIKa B CTAaBUTE (BACKYJIUT).

MHOro peKH HexKeJaHH JJeKapCcTBeHU peakium (Moxxe 1a 3acerrar a0 1 va 10 000 mymm):

. OO0pa3yBaHe Ha MEXypH 10 KOKaTa, KOsITO MOXKe Jia ObJie 3auepBeHa, ChpOsiiia u 0oJie3HeHa
(6ynozen nemdurownn)

o KOXKEH JIYIyC epUTEMATO/IEC U TYIyC-TI0A00EH CHHAPOM (UePBEH, HAJWTHAT, JTFOIIEI] ce OOpUB
B M3JIOKCHHUTEC Ha CJIBHIIC YUaCThblIHM HAa KOXKaTa, KOMTO MOXKE Ja € MMPUAPYNKEH OT OO0JIKH B
CTaBHTE).

Cpo01aBaHe HA HeKeJIaHU PeaKIun

AKO oTyYnTe HIKAKBU HEXKEJIAH! JICKAPCTBEHH peaKInu, yBeaoMeTe Bamms nexap wim hapMarienT.
ToBa BKJIIOUBA U BCUYKH Bb3MOKHU HEOMHUCAHU B Ta3U JINCTOBKA HEXENAHU peakuuu. MoxeTre ChIIo
Jla ChOOIINTE HEXKENaHN PEeaKIUY JUPEKTHO Ype3 HAllMOHATHATA CUCTEMa 32 ChOOIaBaHe, IOCOYEHA B
IIpunoxenne V. Kato cro01maBare HeXXEIaHA PEaKIIMH, MOXKETE Ja TaJIeTe CBOSI MPUHOC 3a
MoJTydaBaHe Ha MoBeue HHPpOpManns OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a cbxpansaBate WEZENLA

o Jla ce cbxpaHsBa Ha MSICTO, HEJIOCTBITHO 32 JIeTIa.
. Ja ce cpxpansBa B xmagmwiauK (2°C—8°C). [la He ce 3ampa3ssiBa.

134


https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

o CobxpaHsBaiiTe IpeBapUTEIHO HATbJIHEHATA CIPUHIIOBKA B KAPTOHEHATa OMaKOBKa, 3a Ja ce
Mpe/na3u OT CBETINHA.

° AKoO € Heo0XOMMO, OTACTHUTE MPEABAPUTEIIHO HATbIHeHH cpuHIOBKH WEZENLA moxe
CBINO J]a ce€ ChXpaHsBAT MpH CTaifHa TemnepaTypa 10 30°C eqHOKPAaTHO 32 MaKCHMAJICH MEPHO/T
1o 30 n1HM B OpUTrMHATHATa KAPTOHEHA OMAKOBKA, 3a Ja C€ MPEANAa3saT OT CBETIMHA. 3alUIIeTe
JlaTaTa, Ha KOSITO MIPEIBAPUTEIIHO HAIIBJIHEHATA CIIPUHIIOBKA € U3BaJICHA 3a IbPBU BT OT
XJIaUITHAKA U 1aTaTa Ha U3XBBpIsTHE. JlaTaTa Ha M3XBBPIISIHE HE TPSAOBA J1a € CieN
OpPWTHHAJHI CPOK HA TOAHOCT, OTIIEYaTaH BbPXY KapToOHeHaTa omakoBka. Ciie KaTo BETHBK
CIIPUHIIOBKATa € OMIia ChbXpaHsABaHa Mpu craiiHa Temmneparypa (1o 30°C), T He TpsOBa 1a ce
BpBIIA B XJTaIWITHAKA. I3XBBpIIeTe CIPUHIIOBKATA, aKO HE Ce M3M0I3Ba Clie]] ChXpaHeHHe TpH
cTaifHa TemnepaTypa B pamkuTe Ha 30 IHU WK CIie/l N3TUYaHEe Ha OPUTHHAIHUS CPOK Ha
TOHOCT, B 3aBUCUMOCT OT TOBa, KO€ OT ABETE HACTHIIU MO-PAHO.

. He pasknamaiite npeasaputeano HanbiHeHUTe cipuHIoBKkM WEZENLA. ITpoabiKUTETHOTO
SHEPTUYHO pa3KIalllaHe MOKE Jia IIOBPEIH JIEKapCTBOTO.

He n3non3Baiite ToBa JIEKaApCTBO:

. CJIell cCpoKa Ha TOJHOCT, OTOEINSI3aH BhPXY €THKEeTa M KapTOHEHATa OTTaKOBKa CIIe]T
»EXP“/,,Lonen no:*“. CpoKbT Ha TOJHOCT OTTOBApPs HA MOCJEAHMS JCH OT MOCOYCHHUS MECEII,

L] AKO TCYHOCTTA € C HpOMeHeH OBAT, MbTHaA UJIHN B HE CC 336€J15[3B3T HHyBaHII/I tIy)K,)Z[I/I qacTuin
(BmxkTe Touka 6 ,,Kak m3rnexxga WEZENLA 1 kakBo ChIIbpa OIakoBKaTa“);

° aKO 3HACTe WM CMITATe, Ye MOXKE J1a € OnJia U3JI0KEeHa Ha CKCTPEMHH TeMIIepaTypH (KaTto
WHITUICHTHO 3aMPb3BaHe WM 3arpsBaHe);

. aKo MPOIYKTHT € OWIT eHePTUYHO pa3KiIaTeH.

WEZENLA e camo 3a egHOKpaTHa yrioTpeda. Hemsnon3BaHUAT MPOILYKT, OCTaHAT B CIIPHHIIOBKATA,
Tps0Ba 1a ce U3XBbpiu. He M3XBBHPIIsAiTE IeKapcTBaTa B KaHAIM3ALMATA WITH B KOHTEITHepa 3a
JioMaiHu oTra by, [lonuTaiite Bams hapmaiieBT Kak Ja U3XBbPIIATE JeKapCcTBaTa, KOUTO BeUe HE
n3nosi3Bare. Te3u MEpKH 1€ CIIOMOTHAT 3a OMa3BaHE Ha OKOJIHATA CPelia.

6. Chabp:xkaHue Ha ONIAKOBKATA M JONBJHUTEIHA HHpoOpManust

Kakso ceabp:xa WEZENLA

. AKTHBHO BeIECTBO: ycTeKnHyMa0. Besika nmpeaBapuTeTHO HATbITHEHA CIIPUHITOBKA ChABPKa
45 mg ycrekuaymad B 0,5 ml wim 90 mg ycrexkunymad B 1 ml.

. Hpyru cberaBku: L-xuctuaut, L-XUCTUIMHOB XUAPOXIOPHI MOHOXHUAPAT, mojucopodar 80

(E 433), 3axapo3a u Boa 32 WHKEKIIHH.

Kak m3rie:xkna WEZENLA u kakBo ChIbp:ka 0MaKOBKATA

WEZENLA e OucTbp 10 onajieciieHTeH, Oe31BETEH /10 0JIC0XK BT MHKEKIIMOHEH pa3TBop. JlocTaps
ce€ B KAPTOHEHA OIMAKOBKA, ChbPXKAallla €/HA CTHKJICHA IPEABAPUTEIIHO HAITBJIHEHA CIPUHLIOBKA OT

1 ml ¢ enuHMYHA 703a. Besika npeiBapuTeIHO HAITbJIHEHA CIIPUHIIOBKA ChIIbpxka 45 mg ycTeKuHyMa0
B 0,5 ml mmxexknuonen pa3reop wim 90 mg ycreknaymab B 1 ml.

IIpurtexaTtes Ha pa3pelIeHHETO 3a yoTpeda U NPOou3BOAUTEII
Amgen Technology (Ireland) UC,

Pottery Road,

Dun Laoghaire,

Co Dublin,

Hpnanaus

IIpuTexkaTen Ha pa3pelIeHHETO 32 YIOTpeda
Amgen Technology (Ireland) UC,
Pottery Road,
Dun Laoghaire,
Co Dublin,
Hpnannus
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IIpousBoauTe
Amgen Europe B.V,,
Minervum 7061,
4817 ZK Breda,
Hunepnannus

IIpouzBoauTe
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a HOmBIHATETHA HHPOPMAI[HS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHETo 3a YIoTpeoa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

Buarapus
Awmmxen bearapus EOO/L
Temn.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf.: +45 39617500

Deutschland
Amgen GmbH
Tel: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EAlrada
Amgen EALdg @appokevticd EILE.
TnA: +30 210 3447000

Espaia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmaceéutica, Lda.
Tel: +351 21 4220606
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Hrvatska Romaénia

Amgen d.o.o. Amgen Romania SRL
Tel: +385 (0)1 562 57 20 Tel: +4021 527 3000
Ireland Slovenija
Amgen Ireland Limited AMGEN zdravila d.o.o.
Tel: +353 1 8527400 Tel: +386 (0)1 585 1767
island Slovenska republika
Vistor Amgen Slovakia s.r.o.
Simi: +354 535 7000 Tel: +421 2 321 114 49
Italia Suomi/Finland
Amgen S.r.l. Amgen AB, sivuliitke Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500
Kvnpog Sverige
C.A. Papaellinas Ltd Amgen AB
TnA: +357 22741 741 Tel: +46 (0)8 6951100
Latvija

Amgen Switzerland AG Rigas filiale

Tel: +371 257 25888

JlaTa Ha oCJIeIHO NpepasriieskAaHe Ha JTUCTOBKATA
JApyru u3rounuuu Ha nHpopMmauus

IMoxpoOHa nHpopMaIKs 3a TOBA JICKApCTBO € MpeoCTaBeHa Ha yeOcalita Ha EBporeiickara areHIus
0 JIeKapcTBara https://www.ema.europa.eu.
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YKA3AHUA 3A YIIOTPEBA

Te3u ,,Ykazanus 3a ynorpeda“ chappikar nHpopmalus Kak jia nmkekrupare ¢ WEZENLA
MPEIBAPUTEIIHO HAIIbJIHEHA CIIPUHIIOBKA.

Tasu npeaBapuTETHO HAITBIHEHA CIIpUHIIOBKA mocTaBst WEZENLA dpe3 moakokHa HHKEKITHS.
Bukre nuctoBkara 3a nHGoOpMaIys OTHOCHO JICKapCTBOTO.

3ano3HaBaHe ¢ MpPeIBAPUTETHO HATBJIHEHATA CIIPUHIIOBKA

Kpaii Ha GyTanoro
Ct10110 Ha OyTANIOTO

Kimuncose Ha
MIPEAMa3UTENsl Ha UIiaTa

ByTano (MecTonoiaoKeHueTo MoKe Jia
BapHpa)

MsicTo 3a pbCTUTE

Tst0

Etuker
[Ipo3opue 3a HabMOACHUE

Kamauka Ha uriara
(B x0sITO € urnara)
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1 Baxxna nHdopmanus, KOATO TpsidBa 1a 3HaeTe npeau uH:kekTupane Ha WEZENLA

Ho3upane:
. WEZENLA ce npeznara B ae paznnaau go3u: 45 mg/0,5 ml u 90 mg/1,0 ml. Ilposepere
pelienTara cu, 3a ja ce yBepuTe, ue pasiojaraTe ¢ MpaBUIHATA J03a.

. CripuHIOBKATA 1€ U3MJISK A [0 Pa3InieH HaYMH 32 BCsKa 103a. KonndecTBOTO Ha IeKapCTBOTO
B IIPEIBAPHUTEIIHO HAITBIHEHATA CIIPHHIIOBKA CHIIO 1€ € Pa3IMIHO 3a BCSKA J1034.
. Hozara 45 mg/0,5 ml cbappika mo-Manko KOJIMYeCTBO JeKapcTBo oT no3ara 90 mg/1,0 ml.

Buxte WIIIOCTPALIMUTE ITO-A0JIY 3a TOBA KaK M3IJICKAa Bamara go3a B npeaABaApUTCIIHO
HaIlTbJIHEHATa CIIPUHIIOBKA.

ILL2726 v1

45 mg/0,5 ml 90 mg/1,0 ml

N3noms3Bane Ha WEZENLA npenBapuTe/iHO HATBJIHEHA CIPUHIIOBKA:

. BaxxHo e 1a He ce onuTBaTe a CU MIOCTaBUTE CaMH MHXKEKIHUATA, aKO HE CTe€ 00YYEHH 3a TOBa OT
Bamms siekap wim oT 10CTaBUMKA HAa METUIIMHCKH TPHXKH.

. [Tpu nena Ha BB3pact 12 1 moBede roiuHu ¢ copuasuc ¢ Terao 60 kg mmu moseue ce
nperiopruBa WEZENLA na ce usmnoinsBa 1o HabIOAEeHUETO Ha POJAUTEN WM MTOJIATralio TPYXKH
JuIe.

. He n3non3BaiiTe npeBapuTEIHO HAITbJIHEHATa CIPHUHIIOBKA, aKO KapTOHEHATa OMaKOBKA €
TOBpEJIeHA WM pa3levaTaHa.

. He m3nomn3gaiite npeBapuTEIHO HAITbIHEHATA CIPUHIIOBKA CIIE]] JaTaTa Ha M3TUYaHe Ha CPOKa Ha
TOAHOCT Ha €THKETA.

. He pa3kinamaiite nmpeaBapuTeTHO HATbJTHEHATA CIIPUHIIOBKA.

. He oTcTpansBaiiTe karaykaTa Ha Urjata oT IPEJBAPUTEIHO HAITbIHEHATa CIIPUHIIOBKA, JOKATO
HE CT€ TOTOBH 33 UH)XKEKTHpAHE.

. He u3znon3eaiite npenBapuTeIHO HAITBIHEHATA CIIPHHIIOBKA, aKO € OHiia 3aMpa3eHa.

. He n3non3BaiiTe peBapuTEIHO HAITBJIHEHATA CIIPUHIIOBKA, aKO € M3ITyCKaHa Ha TBhpAa

MOBBPXHOCT. YacT OT NpeaBapUTEIIHO HATbJIHEHATA CIPUHIIOBKA MOXKE /1a € CUYIIeHa JOPU aKo
CUYNIBAHETO HE Cc€ BMXkJa. AKO MMa HAJIMYHA, U3M0JI3BATe HOBA MPEIBAPUTEITHO HATbJIHEHA
CIIPHMHIIOBKA M ce o0ajere Ha Bamus jiekap vin Ha J0CTaBYMKA HA MEIUIIMHCKU TPIKH.

Baxno: CpxpaHsiBaiiTe MpeIBapuUTETHO HATBITHEHATA CIIPUHIIOBKA M KOHTEHHEpA 33 N3XBBPIISTHE
Ha OCTPY IIPEIMETH Ha MSICTO, HEOCTBIIHO 32 Aela.
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2 IloaroTBsine 3a nH:kekTHpaHe Ha WEZENLA
2a XBaHeTe NpeJBapUTEJHO HAIlbJIHEHATA CIPHHLIOBKA 32 WHJINHABLPA U 1 U3BajeTe OT
KAPTOHEHATAa ONMAaKOBKA.

° He xBamatite CTBHOJIOTO Ha 6yTaJ'IOTO, MACTOTO 3a IPBCTUTE WIIM KalladyKaTa Ha uIjara.

° He xBamaite KINICOBETE Ha MMpeaAnasuTeiid Ha urjarta.

° H3Banete HeO6XOI[I/IMI/I$I 6p01>i MpeaABAPUTCIIHO HAITBJIHCHH CIIPUHIIOBKHA 3a BamaTta nHkekIus.
° ITocTaBeTe HEM3MNOII3BAHUTE MPEABAPUTEITHO HAITBJIHEHU CIPUHIIOBKHU O6paTHO B XJIaJUJTHUKA.

20 N3uakaiiTe 30 MUHYTH NPeABAPUTETHO HAbJIHEHATA CIPUHIIOBKA 12 JOCTUTHE CTAHA
TeMmeparypa.

MN3YAKAUTE
30
MHHYTH
° OCTaBeTC HpCI[BapI/ITeJ]HO HaIlTbJIHCHATA CHpI/IHHOBKa Ja C€ 3aTOIlIU IO €CTECTBCH HAYHWH.
. He 3arpsBaiite ¢ roperia Boja, B MUKPOBBJIHOBA (ypHA UITM HA TIPSKa CTbHYEBA CBETIIMHA.
. Huxkora He paskiamaiiTe npeBapyuTeIHO HallbIHEHATA CIIPUHIIOBKA.
i N3non3BaneTo Ha NpeIBapUTEIHO HAIbJIHEHATA CIPUHIIOBKA IIPU CTailiHa TEMIIEpaTypa MO3BOJIsABa

Ja C€ HaMaJIn ,Z[I/ICKOM(I)OpT'LT IIPpU UHXXCKTHUPAHC.

2B Cblepere M MocTaBeTe CJeIHNTE Hella 3a BamaTa nmHKeKIUs HA YHCTa, 100pe 0CBeTeHA
NOBbPXHOCT.

Kbpnuuka, HanmoeHa cbC
CIIUPT

Jlertenka

Konteiinep 3a u3XBbpiisiHe
Ha OCTPU NMPEIMETH [TamyueH TamMIioH umu

MapJICH KOMIIpEC

. WEZENLA npezaBapuTenHO HaTbJIHEHA CIIPUHIOBKA (ChC CTaiiHa TeMIepaTypa)
. Konrelinep 3a U3XBBPIISIHE HA OCTPHU IIPEIAMETH

. Kbpnunuka, HanloeHa cbC CIIUPT

. Jlenenka

. [TamMydeH TaMITOH WJTH MapiieH KOMIIPec
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3 IloarorBsine 3a HHKEKIUATA

3a Oraenaiite JiekapcTtBoTo. TpsioBa 1a e OMCTHP /10 ONaJIeCleHTeH, 0e31BETEH /10 CBETJIO0KbJIT
pa3TBop.

JlexapcTBO

HOpMaJ'IHO € J1a BUAUTC Bb3AYIIHU MEXYpU€Ta B IPEABAPUTEIIHO HAITbJIHCHATA CIIPUHIIOBKA.

He m3non3BaiiTe, ako JIEKapcTBOTO € 3aMpPB3HAI0, MBTHO WJIH C IPOMEHEH IBAT WU ChIbpKa
YY)KIAW BUIUMH YaCTHIIH.

30 IlpoBeperte cpoka Ha roaHocT (EXP) u orsienaiiTe npeaBapuTeHO HAITbJIHEHATA CIIPUHLIOBKA.

CpoK Ha TOJTHOCT

He n3nonssaiiTe, ako JaTaTa Ha U3THYaHE HAa CPOKA Ha TOJHOCT € MUHAJA.
He n3nonssaiite npeBapuTEIHO HAITBIHEHATA CIPUHIIOBKA, aKO:

- Kalauykarta Ha UIJjaTa JUIICBA WM € pa3xjabeHa.

MMa IyKHAaTUHY WU CUYIIEHH YacTH.

€ U3IIyCKaHa Ha TBbP/Ja NIOBBPXHOCT.

VYBepere ce, ye pasmnoinarare ¢ IpaBUIHNATE JIEKAPCTBO U J034.

3B UH:KkekTHpAaliTe HA €IHO OT Te3M MecTa.

I'opHa yact Ha pbKaTa

) Kopem

benpo

\

I/IH)KCKTHpafITC B 6€L[p0T0 HJIK KOpeMa (C HM3KJIIOUCHHUE Ha 30HAaTa HAa 5 CM OKOJIO m,na).
° I/I361/1pa171Te PA3JIMYIHO MSCTO 3a BCSAKA MHKCKIUA.

Jpyro nuile MOXe J1a HallpaBu HHXEKIHUATA B OeIpOTo, KopeMa WiIH 3ajJHaTa 00JJacT Ha TopHaTa
4acT Ha phKarta.
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Bazkno: N36srsaiite obmactu ¢ Oene3n, CTpUH WU KBACTO KoXkaTa € 00Jie3HeHa, HaCHHEHa,
3auepBEeHA WM BTBBPJICHA. AKO € Bb3MOXHO, HE HHXCKTHUPAHTE B 00JIaCTH HA KOXKaTa, KOUTO
[TOKa3BaT IPU3HALIK Ha [ICOPHA3KC.

3r U3muiiTe IaTeIHO PblETE CH C BOAA H CAIMYH.

3n ITouncTeTe MACTOTO HA HHKEKTHPAHE C KbPIHUYKA, HANIOEHA ChC CIUPT.
. OcraBeTe KOXarta Ja U3ChXHE HA BB3AYX.
. He moxocBaiiTe Ta3u 06JacT mpeay HHKEKTHPAHE.

4 Unxextupane Ha WEZENLA

4a N3TerjieTe KanmaykaTa Ha UIJIaTa 0e3 Ja si OrbBaTe, KaTo AbP/KUTE MHWINHIbPA HA
CIPUHIIOBKATA.

Baxno: OrcTpaHeTe KamaykaTa caMO KOraTo MOYKETE Jla MHKCKTUpaTe He3a0aBHO (B paMKHUTE Ha
5 MHHYTH), ThI KaTO JIKQPCTBOTO MOXKE Ja 3aChXHE.

. He BbpTETE U HE OI'bBANTE Kanaykara Ha Urjara.

. Huxora He niocTaBsiiiTe 00paTHO Kanadkara Ha uriiata. ToBa MOXe Jia IIOBPEIU UriiaTa.

. Wrnara He TpsidBa Aa ce TOKOCBA O HUILO CIIEA OTCTPAaHsSIBAHE HA Kaladkara.

. He nocTaBsiiiTe IpeIBapUTEIIHO HAIThIHEHATA CIIPUHIIOBKA 0€3 Kalauka Ha KaKBaTo U Jia €
MOBBPXHOCT CJIe/l OTCTPAHsBaHE Ha KalauKara Ha urjiara.

. He ce onuTBaiite Ja OTCTPAHUTE Bb3AYLIHUTE MEXypUETa OT MPEABAPUTEIHO HAITbIHEHATA
cripuHiioBKa. HopManHo € 1a uma Bb3IyLIHA MEXypUeTa.

. Hanuuuero Ha Kanka OT JIEKapCTBOTO € HOPMAaIHO.

40 IIpeau MHKeKTHPaHe 3aXBAHETE KOKATA 0KOJI0 MACTOTO HA HHIKEKTHPAHe.
3AXBAIIAHE

® 3axBaHeTe KOoXKaTa MEXKAY najiclia v rmokKasajieiia Cu 3a 06pa3yBaHeT0 Ha KO>XHa I'bHKa 3a IIOCTaBsAHEC
Ha WHXKXCKIIUATA.
° Axo e BB3MOXHO, 'bHKAaTa TpSI6Ba Ja € II1MpoKa OKOJIO 5 cMm.

Baxkno: HpOlI’I)JDKeTe Ja IBPXKUTE KOXKaTa 3aXBaHaTa 10 3aBbPIIBAHC HA WHXKXCKIUATA.
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4B BnBegeTe UTJIaTa B 3aXBaHATATa KO3Ka.
BBBEXK/JIAHE

. BroBenere urinara B 3aXBaHaTaTa KoXa IO BI'bJI OT 45 Tpagyca.

° He nocrassiiiTe IIPpBCTa CH HAa Kpasd Ha 6YTaJ'IOTO, JOKaToO BBBCKIATC UIJjiara, TBH KaTo TOBa MOXE J1a
J0BCIC 10 3ary6a Ha JICKapCTBO.

4r Hatucnere 6aBHO Kpas Ha OyTaJ0TO, IOKATO 3aCTaHe M3LSJI0O MEKAY KJIMICOBETE HA
npeAna3uTess Ha UIjaTa.

NH/XEKTUPAHE

. Hukora ne usrerisiite oOpaTHO OyTasoTo.
. He u3Baxkaiite uriata, J0KaTo He O'b/ie MHIKEKTHPAHO ISUIOTO KOJIMYECTBO OT JIEKAPCTBOTO.

41 Momabp:xaiiTe HATHCKA BHPXY 0yTA10TO U H3BajieTe UIJIaTa OT KOXKaTa.
HU3BAXKIAHE

. TomabpikaiiTe HaTHCKA BHPXY OYTAIOTO M M3BAJICTE UIJIATA OT KOXKATa.

. OTmycHeTe KoXKaTa CJie]] U3BaXKIaHEeTO Ha UIJIaTa.

. baBHO oTcTpaHeTe majera cu ot Kpasi Ha OyTtanoTto. ToBa 1e Mo3BOJIH Ipa3HaTa MpPeIBapUTEITHO
HAIbJIHEHA CIIPUHIIOBKA JIa CE U3TETIIM HArOpe JI0 MMBJIHOTO MOKPHUBAHE HA UTJIATa OT MPeana3uTeIst
Ha UrJiaTa.
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AKo e HeoOXoaUMa BTOpPa MHXKEKIUA...

4e IloBTOpETE CTHIKH 2a — 471, aKO € HEOOX0ANMA BTOPA WHIKEKIHSI.
. IIpoBepere peuenTata 3a Bamara no3a. Axo Bamara noza e 90 mg, me noayuute win easa 90 mg
IPEIBApUTEIHO HAITBJIHEHA CIIPUHIIOBKA WK J1B€ 45 mg NpenBapuTeIHO HAITbJIHEHHU CIIPUHIIOBKH.
- AKko momyuuTte aBe 45 mg npeaBapuTeIHO HAITBIHEHN CIPUHIIOBKH 32 90 mg 103a, 1m1e
TpsiOBa Jla HaNPaBUTE BTOPA MHIKEKIUS HEMOCPEACTBEHO ClIe/ MbpBaTa.
. [loBTOpeTe cThIiku 2a — 47 32 BTOpaTa MHXEKINS C HOBA IPEABAPUTEIHO HAIIbJIHEHA CIIPUHIIOBKA.
W36epete pa3nuuHO MSCTO 32 BTOPATA MHKEKIIMA.

5 lIpuknawuBane U u3xBbpiasHe Ha WEZENLA

Baxxno: Hukora He mocTaBsiite 00paTHO Kanadkara Ha WTJiaTa.

Sa I/stm)p.ﬂeTe HU3I0JA3BAaHATA NPEJIBAPUTEC/IHO HAITBJIHCHA CIIPUHIIOBKA M KallayKaTa Ha urjiata B
KOHTeﬁHepa 3a U3XBBPJAHEC HA OCTPHU IPECAMETH.

° He uznomn3saiite IOBTOPHO NPCABAPUTCIIHO HAlIbJIHCHATA CIIPUHIIOBKA.

He m3xBBpIISiiTe IPEABAPUTEIIHO HATBIIHEHATA CITPUHIIOBKA C OUTOBUTE OTHAIBIIH.

56 IIpoBepeTe MACTOTO HA HHAKEKTHPAHE.

. He pa3tpuBaiiTe MACTOTO HA UHKEKTUPAHE.
. AKO UMa KpbB, IPUTUCHETE MMaMy4€H TAMIIOH WM MapJIeH KOMIPEC Ha MSCTOTO HA MHXKEKTUPAHE.
ITocTaBere seneHka, ako € HEOOXOAUMO.

Hewsnom3BaHUAT IPOAYKT, OCTAHAT B CIIPUHITOBKATA, TPsiOBa 11a ce M3XBBHPIU. He m3xBbpisiiTe
JIeKapcTBaTa B KaHAIM3alUATa UM B KOHTEHHepa 3a loMalliHy oTnaabud. [lonuraiite Bamus
(hapmarieBT Kak Jja M3XBHPIIATE JIEKAPCTBATa, KOWTO BeUe HE U3IMO3BaTe. Te3u MepKH Iiie CIOMOTHAT
3a OIa3BaHE Ha OKOJIHATa Cpefa.
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JIncroBka: nngopmanusi 3a noTpeduTENS

WEZENLA 45 mg nHkeKIIMOHeH Pa3TBOP B MPeIBAPUTEIHO HAITbJIHEHA MHCATKA
WEZENLA 90 mg nHkeKIIMOHeH Pa3TBOP B NPeIBAPUTEIHO HATbJIHEHA MHCATKA
ycTeknHyMa0 (ustekinumab)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTENTHO HabmoqeHre. ToBa 1m1e mo3Boau 0bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSKA HEXKETaHa PeaKIHs, KOSITO CTe MOMyYMIA. 32 HaurWHa Ha ChOOIIaBaHe Ha HEXXeJaH!
peakIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHUMATEJHO ISIJIATA JIMCTOBKA, PEAH /1 3al04YHeTe 12 U3M0JI3BaTe TOBA JIeKAPCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

Ta3u JIMCTOBKA e HANMCAHAa 32 NaleHTAa, KOWTO MpHeMa JIeKapCcTBOTO.

- 3anazere Ta3u JUCTOBKA. MOKe 1a ce HATIOKHU Ja S IPOYETETE OTHOBO.

- AKO ¥MaTe HIKaKBY JIOIBIHUTEIIHHA BBIIPOCH, IONUTaNTe Bamus nexap win gpapmariesT.

- Toga siekapcTBO € npeanucaso au4Ho Ha Bac. He ro npeorcrsnBaiite Ha gpyru xopa. To Moxe
Jla UM HaBpeI, HE3aBUCHMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisiBaHe ca chIuuTe KaTo BammuTe.

- AKO MonyunTe HAKAaKBU HEXKEJIaHHU peakuuy, yBenomere Bamus nexap win papmanent. ToBa
BKJIFOYBAa U BCUYKH Bb3MOXXHH HCKECJIIaHU pE€aKlIMU, HCOIMMCAHN B Ta3U JIMCTOBKA. Buxte
TOouKa 4.

Kakso CbhbABbpPiKa Ta3u JUCTOBKa

Kaxgo npencrasnsisa WEZENLA u 3a kakBo ce U3I0JI3Ba
Kakso Tpsi6Ba na 3Haere, npenu na m3noi3sate WEZENLA
Kak na n3nonssate WEZENLA

BB3MOKHH HEKeNlaHU PeaKkLuH

Kak na cexpansisare WEZENLA

ChabpikaHue Ha OMaKOBKaTa M AOIBIHHUTEIIHA HHpOpMAIIHsI

Sk wd =

1. Kaxkso npeacraBisasa WEZENLA n 3a kKakBo ce U3M0J13Ba

Kaxkso npeacraBiasa WEZENLA

WEZENLA chabpka akTHBHOTO BEIIECTBO ,,yCTEKHUHYMAa0”’, KOETO € MOHOKJIOHAITHO aHTHUTSLIO.
MOHOKIIOHATHUTE aHTUTENa ca MPOTEHHH, KOUTO pa3lo3HaBaT U CBBP3BAT ONpeAeICHH crieliupuIan
NPOTEUHH B OPTaHU3Ma.

WEZENLA npunamiexu KbM Irpyla JeKapcTBa, HApEUCHH ,,AMyHoCcyIpecopn’’. Te3u JexapcTra
HeﬁCTBaT, KaTO HaMaJIsIBaT aKTUBHOCTTA Ha 4aCT OT UMYHHAaTa CUCTEMA.

3a kakBo ce n3noa3Ba WEZENLA
WEZENLA ce u3mosssa 3a JieueHne Ha CJIeHUTE Bb3NaJIUTEIHHU 3a00/IIBaHUS

. [InakoB rcopmasuc - Mpu Bb3pacTHH
. IIcopraTudeH apTpuT — IPH Bb3pPACTHA
. Ymepena 1o Texxka 0osiect Ha KpoH — npu Bb3pacTHH

IlnakoB ncopuasuc
,,I17TaK0oB TIcoprasuc” € KOKHO 3a00JIsIBaHe, KOSTO BOJIH JI0 Bh3IAJICHHUE, 3aCATan(o KO)KaTa M HOKTUTE.
WEZENLA namansBa Bb3MaJI€HHETO U APYTUTE MPU3HAIM Ha 3a00JSIBAHETO.

WEZENLA ce n3non3Ba nmpu Bb3pacTHU C YMEPEH JI0 TEXBK IIAKOB TICOPHA3KC, KOUTO HE MOTaT J1a
U3M0J3BaT LUKJIOCIIOPUH, METOTpEKcaT Uik (OTOTepamys, WM KOraTo Te3U JIEUEHUs He JieficTBaT.
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IlcopuaTnyen apTpur

[IcopuaruueH apTpUT € Bb3MAINTENHO 3a00JIs1BaHEe HA CTABUTE, OOUKHOBEHO CHITBTCTBAHO OT
ncopuasuc. AKo MUMaTe aKTUBEH IICOPHaTUYEH apTpUT, IbpBO 1ie Bu nexyBar ¢ npyru nekapcTBa. AKo
HE ce MOBJIHUsETE AOCTaThUHO A00pe OT Te3| JieKapcTBa, Moxke na Bu ce mpennume WEZENLA, 3a na
ce:

o HaMaJISIT PU3HAIIMTE ¥ CHMIITOMUTE Ha 3a00JsBaHeTO B,
o nono6pu ¢puzndeckoro Bu cberosiHue;
. 3a0aBM yBpexJaHeTo Ha BammTe crasu.

Boaect na Kpon

Bonectra Ha KpoH e Bp3manuTenHo 3a0oisaBaHe Ha dyepBaTta. Ako nMate 6osect Ha KpoH mbpBo 111e
Bu ce magat npyru nexapctBa. AKO HE C€ TOBIIUSETE TOCTATHUYHO WM UMAaTe HETTOHOCUMOCT KbM TE3H
nekapcTBa, Moxke 1a Bu ce nane WEZENLA 3a HamansiBaHe Ha IpU3HAIIUTE U CUMIITOMUTE Ha
3a00iaBaneTo Bu.

2. Kaxkso Tpsi0Ba 1a 3naere, npeau aa usnoja3sate WEZENLA

He n3noiseaiite WEZENLA

o AKO cTe aJJeprHYHM KbM YCTeKHHYMa0 WM HAKOS OT OCTaHAJINTE ChbCTABKH Ha TOBA
JeKapcTBO (M30pOEHU B TOUKA 6).

o AKo0 HuMaTe aKkTHBHA HH}eKus, KosATo Bammar nexkap Hamupa 3a 3HaYUMa.

AKO He cTe CHTYpHH JJalld HSIKO€ 0T U30pOoeHHTe TIO-Tope ce oTHacs 3a Bac, moceBeTBaiiTe ce ¢ Bamms
nekap win papmarieBt, npeau na usnonzsare WEZENLA.

IpenynpesxaeHust U Mpeana3sHu MEPKH

I'oBopere ¢ Bammms siexap wim gapmaneBT npenu na uznonzsate WEZENLA. Bamust nekap e
MIPOBEPH CHCTOSTHHETO Bu mpenu Besiko nedenue. TpsaOBa 1a kaxxeTe BeJHAra Ha CBOsI JieKap 3a BCsKa
Bama 6onect npenu Besiko nedenne. Chino Taka nHbopMupaiite Bamms nekap, ako Hackopo cTe Onnn
B KOHTAKT C YOBEK, KOMTO MOXe Jla iMa TyOepKyio3a. Bammst nexap me Bu npernena u e HanpaBu
M3CclIeIBaHe 3a TyOepKyio3a, npeau na usnonzsare WEZENLA. Axo Bamust nekap cMsara, 1e cte
M3II0KEHHU Ha PHUCK OT TyOepKyIo3a, Moxke Aa Bu mpenmuie iekapcTBa 3a JISYSHHUETO K.

Cienere 3a cepHO3HU HeKeJTaHU PeaKIu

WEZENLA Moxe aa npenu3BUKa CEpHO3HN HEXKETaH! PEaKIMU, BKIIOYUTETHO aIEPTUYHU PEAKIIUU U
nHexuu. TpsOBa 1a ciaequre 3a ONpeAeIeHN NPU3HALHU Ha 3a00JI1BaHMs, TOKATO IpHEMaTe
WEZENLA. Buwxre ,,Cepro3Hy HEXETaHU PEKAMUPEaKIny B TOUKA 4 3a MBIHUS CIUCHK Ha TE3U
HEXEJIAHU PEaKIVH.

IIpenn na usnonzsare WEZENLA nngopmupaiite Bammus sekap:

. AKO HAKOra cTe HMaJu aneprudia peaknust KkbM WEZENLA. Axo He cTe CUTYpHH,
nonuraiite Bamus nekap.

o AKO HAKOra cTe HMaJH HAKAKBB BHJI PaK — TOBa €, 3al[0TO UMYyHOCYIIPECOPHUTE KaTO
WEZENLA otciabBar yacT OT UMyHHaTa cucTeMa. ToBa MOXKe Ja MOBHUIIIN PUCKA OT PakK.

o AKO cTe JeKYBaHM 32 MCOPHA3KC C APYTrH OHOJTOTMYHH JIEKapCcTBa (JieKapcTBo,

NMPOU3BeJeHO0 0T OMOJIOrMYeH U3TOYHUK U 00MKHOBEHO NMPUJIATAHO Ype3 HHKEKIUS) -
PHUCKBT OT paKk MOXKE J1a € TI0-BHCOK.

° AKO0 MMAaTe WU HACKOPO cTe MMaJH HH(eKIus.

° AKO MMaTe HOBM WJIM IPOMEHSIIIM Ce JIe3UM B YYaCThLUTE C IICOPUAZUC UIIH 110
He3acerHarara Koxa.

. AKo0 moJstyyaBaTe Apyro JieueHue 3a NCOPUAZUC U/ MU MCOPUATHYEH APTPUT — KaTO JPYTH

UMYHOCYIIpecopH win (oToTepamnus (KoraTo TsJIOTO ce JIeKyBa ¢ Thrl yatpaBuosietoa (UV)
cBeTNIMHA). Te3u JIeUeHns ChIo MOKE J1a OTCIIa0AT YyacT OT UMyHHaTa cuctema. M3non3BaneTo
Ha Te3u JedeHus 3aenHo ¢ WEZENLA He e u3ciienano. BeaMoxkHO € obade, TO 1a yBEIHIH
pHCKa OT 3a00JsIBaHUS, CBhP3aHH C OTCIa0BaHE HA UMYHHATa CUCTEMA.
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o AKO mosTy4aBaTe WM HAKOra cTe MOoJy4aBaJIi HH/KeKIUH 32 JIedeHHue HA aJIepruM — He €
u3BecTHO Janu WEZENLA Moxe 1a okaxe BIUSHUE BbPXY TAX.
o AKO cTe Ha ¥ Haj 65 roIMHN — MOJXKE J1a CTE MO-CKIOHHU KbM MH(EKIHH.

AKO He cTe CUTYpHH JJaJId HSIKOE 0T TOpen30poeHuTe ce oTHacs 3a Bac, mochBeTBaiite ce ¢ Barmws
nexap uinu papmanesT, npeau aa usnonssare WEZENLA.

Hsxoun nammentn IojxyvyaBat J'Iyr[yC—HO,Z[O6HI/I PpCaKyu, BKIIFOUUTEIIHO KOXKEH JIYITYC EpUTEMATOAEC U
J'IyrIyC-HOI[O6CH CUHAPOM, IO BpEMC Ha JICYHCHUC C YCTCKI/IHYM36. FOBOpeTe BegHara ¢ Bamms JICKap,
AKO ITOJIYYHTC YE€PBCH, HAAWTHAT, JIFOICII] CE 06pI/IB, IIOHAKOTI'a C IO-THbMHU I'PAHUIIU, B U3JIOKCHUTEC

Ha CJIbHIEC YYaCThbIUM HAa KOXaTa UK CTaBHU OOJIKH.

Cbpaeven HHQAPKT U HHCYJITH

WnbapkT 1 nHCYNTH ca HAOII0JaBaHU B IPOYYBAHE IPH NMALMEHTH C IICOPUA3HC, JIEKYBaHHU C
yCcTeKnHyMa0. Bammusr jgekap peroBHO Ie MpoBepsiBa pUCKOBUTE (DaKTOPH 33 CHPIEUHO 3a00JIsIBaHE U
uHCYNT pH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT o noaxoasur HauuH. HezabaBHo moThpceTe
MEIUIHCKA TIOMOLLL, aKO TOJIy4uTe O0JIKa B IbpANTE, CIa00CT MM HEOOMYaHO ycellaHe OT eAHaTa
CTpaHa Ha TSJIOTO, OTIYCHATOCT Ha JIMLIETO WJIM TOBOPHHU MJIH 3PUTEIHU CMYILEHHUS.

Jlena u 1oHOIIH

WEZENLA mpenBapuTenHO HaTbJTHEHA MTUCANIKA HE CE MPerophYBa 3a ynorpeda mpu aena U FHOIIH
Ha BB3pacT nox 18 rogunu c ncopuazuc wim 6onect Ha KpoH, 3a110To He € MpOoyYBaH NpHU Ta3H
BB3pacToBa rpyna. BMecto ToBa npu nema Ha Bb3pacT 6 WM IoBeYe FOAMHU U IOHOLIH C TICOPHA3HC
TpstOBa J1a ce M3MO0JI3Ba [IPEABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA WK (yiakoH. BmecTo ToBa npu neua
¢ 6onect Ha KpoH ¢ Terno Haii-manko 40 kg TpsiOBa 51a ce n3noy3Ba HHQY3UOHEH Pa3TBOp,
NpeBApUTETHO HATBIIHEHA CIIPUHIIOBKA WIIN ()JIAKOH.

WEZENLA He ce npeniopbuBa 3a yrnorpebda mpu Jeria ¥ FOHOIITH Ha Bh3pacT moj 18 ronuHu ¢
TICOpHATHYEH apTPUT WK Jena ¢ 6osect Ha KpoH ¢ Terno moj 40 kg, 3amoTo He € Mpoy4YBaH Npu Ta3H
BB3pacTOBa IpyIa.

Jpyru nexkapcrBa, Bakcuau 1 WEZENLA
TpsiOBa na kakere Ha Barmst iekap win GpapmariesT:

o AKo npuemare, HaCKOpO CcTe MpUeMalli UJIH € Bb3MOXHO J1a IIPUEMETE IPYTH JIeKapCTBa.

o Axko Hackopo Bu e npaBena wiu rutanuparte J1a Bu ce npaBu BakcuHanus. JlokaTo usnonssare
WEZENLA, usxou BUIOBE BaKCHHH (>KMBH BaKCHHH) HE TPAOBA J1a Ce MpUIIarar.

. Axo cre nonyyaBanu WEZENLA no Bpeme Ha OpeMEeHHOCTTa, TpsiOBa J1a KaykeTe Ha JeKaps Ha

6ebero Bu 3a neuenunero c WEZENLA, nipenu To 1a OTy4YH KaKBaTO U J1a € BaKCHHA,
BKJTFOUHTEITHO >KUBH BakcuHU, KaTo BIDK Bakcuna (n3mon3Bana 3a npeamna3Bane OT
TyOepkyo3a). JKuBuTe BakCHHH He ce IpenopbuBaT 3a Bamiero 6e6e npe3 mbpBUTE ABaHAAECET
Mecela ciel paKaaHeTo, ako cre noinydasain WEZENLA no Bpeme Ha OpeMEHHOCTTa, OCBEH
ako nekapsT Ha Bamero 6ebe He penopbya Apyro.

BpemMeHHOCT M KbpMeHe

o AKo cTe OpeMeHHa, cMsTaTe, 4ye MOKe J1a cTe OpeMeHHa WM IJIaHupaTe OpEeMEeHHOCT,
nochbBeTBaiiTe ce ¢ Bamus nexap npeau ynorpebdara Ha TOBa JIEKapCTBO.
. He e nabaronaBan 1mo-BUCOK pUCK OT BpojeHH Aedektu npu 6edeta, n3noxxenn Ha WEZENLA B

yrpobara. /lanaute ot ynorpebara Ha WEZENLA nipu 6peMeHHM ®eHU 00ade ca OrpaHnvIeHH.
[lopanu ToBa e 3a npennountade Aa ce u30sarea ynorpedbara Ha WEZENLA 1o Bpeme Ha
OpeMeHHOCT.

o AKO cTe KeHa ¢ IeTepOCH MOTEHINAI, XKeJaTeIHO € 1a He 3a0peMeHsBaTe U /1a U3I10JI3BaTe
TTOIXOJISIIIT TPOTUBO3aYaThIeH MeTO I, koraTo m3noi3sare WEZENLA u mone 15 ceamuru criep
nocneaHoTo npuinarane Ha WEZENLA.

o WEZENLA Mosxe 1a mpeMuHe mpe3 TialeHTaTa B HepoaeHoTo 6ebe. AKO cTe MmoyyaBain
WEZENLA 1o Bpeme Ha OpeMeHHOCTTa cH, OebeTo Bu Moxe 1a iMa TO-BHCOK PUCK OT
UHQPEKIIYA.
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o BaxxHo e 1a kaxxere Ha JiekapuTe Ha Bamero 6e6e 1 qpyri MEANLIMHCKH CIIEHUATUCTH, aKO CTEe
nomydaBamn WEZENLA 1o Bpeme Ha OpeMEHHOCTTa CH, TIpean 6e0eTo Aa MoTydu KaKBaTo U
na ¢ BakcuHa. JKuBn BakcuaM, kato BIDK BakcuHa (M3mos3BanHa 3a mpeamna3BaHe OT
TyOepKyIo3a) He ce ImpenopbyBar 3a Bamero 6ebe npe3 mbpBHUTE ABaHAIECET Mecela cie]
pakaaHeTo, ako cre nonyyaBanu WEZENLA no Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JeKapsT
Ha Bamrero 6e6e He mpenopbya IpyTo.

o YcrekuHymMad MOKe Jla TpeMUHE B KbpMaTa B MHOTO MalKu KonndecTBa. [locbBeTBaiite ce ¢
Bamus nexap, ako KbpMHUTE WIIM aKO IUIaHUpaTe Aa Kbpmute. Bue u Bamusart nekap tpsaoBa na
pemute ganu TpsOBa Aa kbpMuTe win 1a m3nonssare WEZENLA - He nipaBete u gBere.

Ilodupane u padoTa ¢ MAIIIHHH

WEZENLA He noBnusiBa UiTU MOBJIKSIBA IIPEHEOPEIKUMO CITIOCOOHOCTTA 3a modupaHe U padboTa ¢
MalIiHH.

9

WEZENLA cbabp:xa noaucopoar 80

WEZENLA cbaspka 0,02 mg (45 mg/0,5 ml) wiu 0,04 mg (90 mg/1,0 ml) monmucop6at 80 (E 433)
BBB BCAKa 7103, KosATO € ekBuBasieHTHa Ha 0,04 mg/ml. [Tonmncopbarure Morar qa MpuUauHAT
aNepruvHu peakiuu. TpsOBa fa kaxere Ha Bamms nekap, ako UMaTe yCTAHOBEHH alepruu.

3. Kak na m3noimsBate WEZENLA

WEZENLA e npeana3Haues 3a ynorpeba rnoj pbKoBOACTBOTO U KOHTPOJIA Ha JIEKap ¢ OIUT B
JIEUEHUETO Ha 3a00JaBaHMsl, 3a KOUTO € nokazano WEZENLA.

Bunaru nsnosnsBaiite ToBa JiekapcTBO TOYHO KakTo Bu e xa3zan BamusT nexap. Ako He cTe CUTYpHU B
Henlo, nonuTtaiite Bamus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora mie Bu ce mocraBst
WHKEKIMHUTE U KOra IIE ca CIEABAINTE KOHTPOIHU MIPETIIECIN.

Kakso konmunyectBo WEZENLA ce npuiara
Bammusr nekap e perm kakBo kosimuectBo WEZENLA Tps6Ba aa nonydnTe U 32 KaKbB EPUOJ OT
BpeMe.

Bn3pacTHu Ha 18 roaHy MM Mo-rojieMu
Ilcopua3uc wim ncopuaTuyeH apTpuT

. [Ipenopprunrennara HauyanHa no3a € 45 mg WEZENLA. [Tauuentu c tersio Hag 100 kunorpama
(kg) moxe na 3anovnart ¢ g03a 90 mg BMecto 45 mg.
o Cnen HauanmHaTa 1034, ciaeasamiata Bu no3a me 0b1e 4 ceMuIu o-KbCHO U CJIEJ TOBA HA

Bceku 12 ceaqmunu. Creasammre 1031 OOMKHOBEHO ca ChIMTE, KATO HaYaIHATa J103a.

Bosaect na Kpon

o Io BpeMme Ha neuenunero BamusT nekap e Bu npuinoxxu mepBara 103a OT MPUOIU3UTETHO
6 mg/kg WEZENLA upe3 kankoBo BIIMBaHE BbB BeHa Ha pbKara (MHTpaBeHO3HA HHDY3Us).
Crnen HavanmHaTa 21034, 1€ noiyuure ciaeasamara go3a 90 mg WEZENLA cnen 8 cenmunu,
cien ToBa mpe3 12 cemMuIy dpe3 HHXKEKITHS o] Ko)kaTa (TTOIKOKHO).

. IIpu HAKOM ManMEHTH, Cie] MbpBaTa MoaAKokHa nHxeknud, 90 mg WEZENLA moxe na ce
npuiara npe3 8§ ceaMuIli. Bammst gexap 1ie penru Kora TpsOBa /1a TOJIYYHTE CIeBaIIaTa CH
J103a.

Kak ce npunara WEZENLA

. WEZENLA ce mpwiara KaTo WHXEKIHS 1o KoxaTa (IToAK0KHO). B Havanoro Ha Bamrero
nedyenne, WEZENLA Moxe fa ce MH)KEKTHpa OT JIeKap WIM MEAUIIMHCKA CECTpa.

. Bue n Bammsar nekap, obade Moxe fa pemute, 4e Bue camu Moke 1a CM HHXKEKTHpaTe
WEZENLA. B taksB ciny4ail e npeMuHeTe o0y4yeHune Kak J1a cu nmxektupare WEZENLA
CaMOCTOSITEITHO.

. 3a ykazanus kak nga nwkektupare WEZENLA BuxTe ,,YKa3aHus 3a ynorpe0a’” B Kpast Ha Ta3H
JIMCTOBKA.
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FOBOpeTe ¢ Bammus JICKap, ako UMaTe€ BBIIPOCH OTHOCHO TOBa KaK CaMU Jia ITIOCTaBATEC MHKXCKIHATA.

AKo cTe U310J13BaJIi MoBeve OT HeoOxoaumara 103a WEZENLA

AKo cTe u3non3Baiu Wi ca Bu npunoxunu nmosede ot Heooxomumarta qo3a WEZENLA, He3abaBHO
ce TIOChBETBalTe ¢ Jekap win (hapMarieBT. Bunarn HoceTe ¢ Bac kapToHeHaTa omakoBKa Ha
JIEKapCTBOTO, IOPH U J1a € TIpa3Ha.

AKko cte nponycHaau aa usnoia3sare WEZENLA
AKO cTe TIpoITyCHAJIH 1032, CBBpKeTe ce ¢ Bamms nekap wiu dapmaneBT. He npuiaraiiteB3emaiite
JIBOMHA 71034, 3a 1a KOMIIEHCHpaTe MpoITycHaTaTa J03a.

AKko cTe cpesu ynorpedara Ha WEZENLA
He e onacHo na cnipere ynorpe6ara Ha WEZENLA. Axo ob6aue s cripere, Bammre cumnromu Moxxe
Jla C€ Bb3OOHOBSIT.

AKXO UMaTe HSIKaKBH JIOIBIHUTESIIHA BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBA JIEKAPCTBO, OMKUTANTE
Bamus nexap uiu papmarienr.

4. Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE Aa NPEAU3BUKA HEXKEIIaHU PCaKIIUU, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

CepHo3HH HeKeJIaHU peakluun
Hsikon manueHTH MOe Ja UMaT CEpHO3HU HEXEJaH! Peakiy, IPU KOUTO J1a C€ Hajara CIeIIHO
JIEUCHHE.

AJlepru4HM peakunu — MOKe /1a U3UCKBAT cnemHo jJeyenue. UHdopmupaiite Bamus Jekap nim
He320aBHO MOThPCeTe CNellHA MeIUIIMHCKA MOMOIII, K0 3a0esiesKuTe HAKOI 0T caeaHuTe
NMPU3HALN.
. CepHo3HHTE aJIEPTUYHHU peaKiny (,aHaduiIakcus’’) ca peaKH Ipu Xopa, MprueMaliu
ycTekuHyMab (Moxke na 3acerHat 10 1 Ha 1 000 gymm). [Ipu3Hanure BKItOYBaT:
o) 3aTPyAHEHO AUIIAHE WU NPETTbIIaHe
o) HHCKO KPBHBHO HaJISITaHe, KOETO MOXKE Ja MPUIHHH 3aMastHOCT MJIA CBETOBBPTEK
o) MOAYBAHE Ha JIULIETO, YCTHUTE, YCTAaTa WIH I'bPJIOTO.
° YecTuTe NMpU3HAIM Ha aJiepriUyHa peakiys BKIIYBAT KOXKEH O0OpUB U ypTUKApHs (MOXKE J1a
3acerHat jo 1 ma 100 mymm).

B penxu ciaydau ce ch00IaBAT aJIePru4HH 0€JI0APOOHH peaKIuu U 6eJ10Ipo0HO Bh3NaJcHHE
NPHU NAUNEHTH, KOUTO MOJy4YaBaT ycreknuyMa0. TpsaoBa 1a kaxkere BeqHara Ha Bammus aexap,
aKo MOJy4YuTe CUMITOMH KaTO KALJIMIA, 321yX M BUCOKA TeMIepaTypa.

AKO TIOnyuHuTe Cepro3Ha aJepruyHa peakius, BamusaT nexap moxe na perm, ue Bue He TpsOBa na
n3noimsBatre WEZENLA otHOBO.

HNndexnnn — Moke 1a H3NCKBAT ciieliHo JiedeHne. Undopmupaiite Bamms jexap, ako
3a0es1e:KUTe HAKOH OT CJIeIHUTE NPU3HALM.

° MH(EKIUUTE Ha HOCA WITU TBPJIOTO U MPOCTY1aTa ca 4ecTH (Moxe na 3acerHat o 1 Ha 10 xymm)
° WH(EKIUUTE Ha JIOJIHUTE TUXATEIHNA TbTUIA (TPBIHU HH(EKIINN) ca HedeCcTH (MOXe Jia
3acerHat fo 1 va 100 mymm)
° BB3MAJICHUETO Ha IMOIKOXKHATA ThKaH (I[eNTyJIUT) € HeuecTo (MOJKe Jia 3acerHe 10 1 Ha
100 myrmm)
. xeprec 30ctep (Bua 00Jie3HEH 0OpUB C MEXypH) € HedecT (Moxe na 3acerre o 1 Ha 100 mytm)

WEZENLA moxe na Hamanu criocooHocTTa Bu 1a ce 6opute ¢ nadekumn. Hsakon nHGEKIIUN MOKe
Jla CTaHAT CEPHO3HHU U MOXKE JIa BKITFOUBAT WH(PEKIMH, IPUYUHEHU OT BUPYCH, ThOWYKH, OaKTepUn
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(BKJIFOUUTETHO TyOEpKYJI03a) WK MTapa3uTH, BKIFOYUTEIHO UH(EKIINN, KOUTO Bh3HUKBAT MPETUMHO
IIpH Xopa ¢ oTciaadeHa IMyHHa cucTema (OmopTIOHUCTHYHY HHpeknun). [Ipn nanreHTH, morydaBamniu
yCTeKHHYMab, ce cboOIIaBaT ONOPTIOHUCTUYHN HH()EKIUN HAa MO3bKa (€HLIe(aIuT, MCHUHTHUT),
Oenute TPOOOBE U OUHTE.

Hoxaro m3nomsate WEZENLA, Tpsi6Ba na ciiequte 3a npu3Hanu Ha nHpeknus. Te BKirouBar:
BHCOKa TeMIIepaTypa, TPUIIONO00HN CHMIITOMH, HOIIIHO TIOTEHE, 3ary0a Ha Terjio

yMOpa WITH 33]1yX, YIIOPHTA KAl

TOTIIIA, 3aYepBEHA U OOJIe3HEHA KOXKa MK 00JIe3HEH KOXKEH 00PHB ¢ MEXYypH

napeHe Npu ypUHUpPaHe

JapHst

3pUTEITHO CMYIIIEHUE WK 3ary0a Ha 3peHue

ri1aBo0omre, CKOBAaHOCT Ha BpaTa, YyBCTBUTEIIHOCT KbM CBETJIMHA, TaJICHE UIH OOBPKAHOCT.

WNudopmupaiite Bamms nexap BegHara, ako 3a0eNeXuTe HIKOW OT Te3n npu3Hany Ha nHpeknus. Te
MoraT a ObJaT Mpu3Hay Ha HHPEKINH KaTo TPhIHN WH(PEKINN, KOXXHI HH(EKINN, XepIec 30CTep
WM ONOPTIOHUCTHYHH UH(EKINU, KOUTO MOTaT Jia JIOBEIAT JI0 CEPUO3HU YCIOKHEHHSI.
HNudopmupaiite Bamms nexap, ako vMaTe HIKaKBa YIIOPUTA WM MOBTapsIIa ce HHeKusa. Bammsat
JeKap MOXKe Jia pely, ue He TpsaoBa aa usnomsare WEZENLA, nokato uHdexusTa He 0b1e
uznekyBaHa. Tpsa0Ba ia kaxeTe BeHara Ha Bamms iekap,  ako ©MaTe OTBOPEHHU PaHU WU
HapaH;IBaHUs, Thil KATO MOXeE Ja ce HHPEKTHPAT.

JliouieHe Ha KOKaTa — MHTEH3UBHOTO 3a4epBsiIBaHe U JIIOLIEHe HA KOXKATa HA M0-roJisiMa 1oL
10 TAJIOTO MO’Ke 1a ca CHMITOMH HA ePUTPOJePMHUYEH NMCOPUAZUC MIIN eKc(oInaTHBeH
AEPMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/11BaHusl. AKO 3a0e/1eskuTe HAKOI 0T Te3u MPU3HALM,
TpsidBa 1a nHgopmuparte Bamus Jiekap He3a0aBHO.

Jlpyru He:keJIaHM peakuuu

YecTH He:KeJJaHM peakumu (Moxe Aa 3acerrar a0 1 Ha 10 gymm):
JHApUsT

rajzeHe

HOBpBIIaHEe

yMopa

3aMasHOCT

riaBo0oImue

CchpOex (pypuTyc)

Ooika B rbp0a, MyCKYJINTE HJIH CTABUTE
BB3IIAJIEHO I'bPII0

3a4yepBsiBaHe M 00JIKa Ha MSCTOTO HA MHKEKTHPaHe
MH(EKIHS Ha CHHYCHTE

HeuyecTu Hexenanu peakiuu (Moxe 1a 3acersHat g0 1 Ha 100 xymm):

MH(EKIUU Ha 3p0UTE

BarMHaJTHA WHQEKIUS, TPUIUHEHA OT IbONYKH

JIeTIpecHus

3aIylIeH HOC WK XpeMa

KbpBEHE, IIOCUHSABaHE, BTBBP/ISIBAHE, TIOTyBaHE U ChPOEK Ha MACTOTO HA MHIKEKTUPAHE

ycelnaHe 3a ciadocT

Cra/IaHe Ha KJienaJda ¥ U3KpUBsSBaHE Ha MyCKYJIUTE Ha €{HaTa MOJOBHHA Ha JIUIIETO (,,TUIIeBa

napanmsa’” Wi ,,napannsa Ha beir’”), KosSTo 00MKHOBEHO ¢ BpeMeHHa

o MPOMSIHA Ha TICOPHA3KUca ChC 3aYEPBSIBAHE U HOBU MAJIKH, KBJITH WU O€JIH MEXYPH 110 KOXKaTa,
MTOHSAKOTA MPUAPYKEHH C TeMIiepaTypa (IIyCTyJIO3€H IICOPHUA3HC)

. OeieHe Ha KokaTa (eKcdoranys Ha KoyKaTa)

o aKHe
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Penku Hexkenanm JiekapcTBeHU peakuum (Moxke na 3acerHar 7o 1 Ha 1 000 gymm):

o 3auepBsBaHE U JIIOIICHE HA KOXKATa HA TO-TOJIsIMa TUIOI 110 TSJIOTO, KOUTO MOXKE Jia ChpOST HITH
Jia ca bone3neHu (exchonmaTuBeH aqepMatuT). [1oJ00HN CHMIITOMYU TIOHSKOTA C€ pa3BUBAT KaToO
€CTECTBEHA MPOMSHA HA BHJIA HA CUMIITOMUTE HA IICOPUA3UC (EPUTPOISPMHIUCH IICOPUA3HC)

o Bb3nanenue Ha MalTKUTe KPhbBOHOCHU ChIOBE, KOSTO MOXKE J1a JIOBEE JI0 KOKEH OOPUB C MaJIKU
YepBEHH WY JINJIABU TIOYyTUHH, TEMIIEpaTypa WK O0IIKa B CTaBUTE (BACKYJIUT).

MHoro peaku He;KeJIaHU JeKapcTBeHU peakuuu (Moxe 1a 3acerrat 7o 1 Ha 10 000 gymm):

o OO0pa3syBaHe Ha MEXYpH IO KOXKaTa, KOSITO MoXe Ja Ob/ie 3auepBeHa, ChpoAiIa 1 0oJIe3HeHa
(6ymnozen nemduromnn)

o KOXCH JIYITyC €pUTEMATOEC U JIyITyC-110100eH CHHIPOM (U€pBEH, HAJUTHAT, JIFOIIEI CE 0OpUB
B M3JIOKECHHUTE Ha CIIBHIIC YIACTHIIN HA KOXKaTa, KOWTO MOXE Ja € MPHIPYKEH OT OOJIKH B
CTaBUTE).

Cpo011aBaHe HA HeKeJIaHU PeaKl U

AKO TIOITyunTe HIKaKBU HEXEJIaHU JICKApPCTBEHU peakiny, yBeaomere Bammms nekap wuinm hapManesr.
ToBa BKJIIOUBA M BCUUKH BH3MOKHU HEOMUCAHU B Ta3M JIMCTOBKA HEXeJlaHU peakuuu. MoeTe ChIIo
J1a ChOOLINTE HEeXXETIAaHH PEaKMK AUPEKTHO Ype3 HAllMOHAJIHATa CUCTEMA 3a ChOOIIaBaHe, IIOCOYCHA B
Hpunoxenue V. Karo crobmaBare HexxenaHU peakLii, MOXKETe J1a aeTe CBOs IPUHOC 32
HOJTyyaBaHe Ha NOoBe4e MHPOPMAIKs OTHOCHO 0€30M1aCHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na cbxpansaBate WEZENLA

° [a ce cpxpaHsBa Ha MSCTO, HEOCTHITHO 32 JeTIa.

. Ha ce cpxpansna B xnagwiHuk (2°C—8°C). [la He ce 3ampassiBa.

° CobxpansBaiiTe IpeBapUTEIIHO HAITbTHEHATA MICAJIKAa B KAPTOHEHATa OTIAaKOBKA, 32 J1a Ce
MpeJina3u OT CBETINHA.

° AKoO e HeoOXOMMO, OTACITHHTE MPeABAPUTENHO HAaTbTHeHH TTucanku WEZENLA moxe chino

Jla ce ChbXpaHsIBaT IpH craiiHa Temmeparypa 10 30°C eTHOKpaTHO 3a MaKCUMAJIEH IIEPUOJ 10
30 1HU B OpUTMHATTHATA KAPTOHEHA OMIAKOBKA, 32 JIa ce TPEAINa3sAT OT CBETIIMHA. 3anuIIeTe
JlaTara, Ha KOSATO MPeIBapUTEITHO HAITBTHEHATA MHICaJKa € U3Ba/IeHa 32 ITbPBU ITBT OT
XJIaJUITHYKA U 1aTaTa Ha U3XBBpIIsiHe. JlaTaTa Ha M3XBBPIISIHE HE TPSAOBA J1a € CieN
OPUTHHAJIHUS CPOK Ha TOJHOCT, OTIICYaTaH BbPXY KapTOHeHaTa omakoBka. Ciie/l KaTo BeIHBIK
nycankara e Onina chbXpaHsBaHa IpH cTaitHa Temnepatypa (1o 30°C), T He TpsOBa /1a ce BphIla
B XJIQAWITHUKA. MI3XBBpIIeTe nMucankara, ako He Ce M3MO0I3Ba Clie]] ChXpaHeHHe NIPH CTaifHa
TeMIiepaTypa B pamkute Ha 30 THM WM clie]] U3TUYaHe HAa OPUTHHAIIHUS CPOK HA TOJTHOCT, B
3aBUCHMOCT OT TOBa, KO€ OT JIBETE HACTBIIH MO-PaHO.

. He pazknamaiite npenpaputenHo HambiHeHuTe nrcanka WEZENLA. [IponbmkutesHoTo
E€HEPTUYHO pa3KIIalllaHe MOXe J1a TIOBPEIN JIEKAPCTBOTO.

He n3non3BaiiTe ToBa JIEKaApCTBO:

. cJie CpoKa Ha TOHOCT, OTOEISI3aH BEPXY €THKETa M KapTOHEHATA OTTAKOBKA CIIE]T
»EXP*“/,,Tonen no:“. CpoKbT Ha TOJHOCT OTTOBAPS HA MOCIEAHHS JCH OT TOCOYCHHUS MECEII,

. aKO TEYHOCTTA € ¢ IPOMEHEH IIBAT, MbTHA WJTU B HEsl c€ 3a0eTsI3BaT ILTyBaIH y>KIU YaCTUIIN
(BmxTe Touka 6 ,,Kak m3rnexxaa WEZENLA 1 kakBo ChIibpa OnakoBKaTa“);

° aKo 3HAeTe WM CMsITaTe, Y& MOXKe J1a € Onia U3JI0KeHa Ha eKCTPEMHH TeMIiepaTypH (KaTto
WHITAJECHTHO 3aMpPB3BaHE WM 3arpsiBaHe);

. aKo TIPOAYKTHT € OUJT CHEPTUIHO pas3KIIaTEeH.

WEZENLA e camo 3a eqHOKpaTHa ynotpe6a. Hensnon3BaHusaT npoayKT, OCTaHal B MHCAJIKATA,
TpsiOBa Ja ce u3XBHpiH. He M3XBBHpIIsAiiTe IeKapcTBaTa B KaHAIM3ALMATA WK B KOHTEITHepa 3a
nomamrHu oTraaeiu. [lonuTaiite Bamms hapmaneBT Kak a U3XBBPIIATE JeKapcTBaTa, KOUTO Bede HE
u3nosnsBare. Te3n MepKH I1ie CIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA Cpefa.
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6. Cobabp:kaHne HA ONAKOBKATA U JONMbJIHUTETHA HHpopManus

Kakso cpabp:xa WEZENLA

o AKTHBHO BellecTBO: ycTekuHyMa0. Beska mpeaBapuTeiHO HaITbJIHEHA TTHCANKA ChIbpika 45 mg
ycrexkuayMab B 0,5 ml mimm 90 mg ycreknaymad B 1 ml.

o Hpyru cberaBku: L-xuctuans, L-XUCTHANHOB XUAPOXIOPUI MOHOXHAPAT, Honucopbat 80

(E 433), 3axapo3a 1 BoAa 3a HHKEKITHH.

Kaxk usraexna WEZENLA u kakBo cbIbp:Ka ONIAKOBKaTa

WEZENLA e 6ucTBp 10 omajecIieHTeH, Oe31BETCH 10 0JIeTI0KBIT HHPKEKITHOHEH pa3TBop. JloctaBs
Ce B KApPTOHCHA OIAaKOBKa, ChJIbpPIKAIlla ¢IHA CTHKIICHA MPEJABAPUTEITHO HAIThJIHEHA mucaika oT 1 ml ¢
eMHUYHA J103a. Besika mpeBapuTeHO HAIThJIHEHA MUCAJKa Chabpka 45 mg ycrekuayMad B 0,5 ml

WHKEKIMOHeH pa3TBop win 90 mg ycreknaymab B 1 ml.

HpnTemaTeﬂ Ha paspeui€cHuEeTo 3a yHOTpeGa U IIPOU3BOAUTE]L

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Wpnannusa

IIpuTexkaTes Ha pa3peLIeHNETO 3a yNOTpeda

Amgen Technology (Ireland) UC,
Pottery Road,

Dun Laoghaire,

Co Dublin,

Upnanaus

IIpousBoanTen
Amgen NV
Telecomlaan 5-7
1831 Diegem
Benrus

3a JOITBJIHUTCIIHA PIH(I)OpMaHI/IH OTHOCHO TOBa JICKAPCTBO, MOJIsA, CBBPKETE CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTECKATECII HAa Pa3pCIICHUCTO 34 yHOTpeGa:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

Bwarapus
AmmxeH bearapus EOO/L
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf.: +45 39617500

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen S.r.1.

Italy

Tel: +39 02 6241121
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Deutschland
Amgen GmbH
Tel: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EA\LGOa
Amgen EALdg Qappokevtikd E.TLE.
TnA: +30 210 3447000

Espaiia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvmpog
C.A. Papaellinas Ltd
TnA: +357 22741 741

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Romaénia
Amgen Roméania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.o.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliitke Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

JIaTa Ha MOCJCAHO NMpepasrjckaaHne Ha JIMCTOBKaTa

Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

ITonpoOHa nudopmMaliys 3a TOBa JISKAPCTBO € MPe0CTaBeHa Ha yeOcaiiTta Ha EBponeiickaTa areHuus

1o JIeKapcTBara https://www.ema.europa.eu.
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YKA3AHUA 3A YIIOTPEBA

Tesu ,,Ykazanus 3a ynorpeda“ chappkar nHpopmaius Kak ja umkekrupare ¢ WEZENLA
TpeaBapuTesTHo HamrbIHeHa rmucanka (ConfiPen).

Taszu npenBapuTeHO HambliHeHa nucanka jaoctaBs WEZENLA 4pe3 mojkokHa HHXKEKUHs. Buxre
JIUCTOBKATa 3a MHPOpMAIIHS OTHOCHO JICKAPCTBOTO.

3ano3HaBaHe ¢ NpeABAPUTEIHO HAITbJIHCHATA MUCAJIKA

JlaTa Ha M3THYaHE HAa CPOKA Ha
C TOHOCT

Byrano (Moxe na ce BIKIa B
IPO30pYETO, MECTONOI0KEHHETO
MOJKE /1a € Pa3JIU4HO)

IIpozopue

JlekapcTBo

Kbt npeanazuren nog

Karmaykara (MriaTa ce Hamupa
B HETO {
) *~— Kamauka
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Ba:xna nndgopMaiusi, KosiTO TPA0Ba /1a 3HaeTe npeau nH:xkekrtupane Ha WEZENLA

Ho3upane:

WEZENLA ce npeasnara B mpeIBapUTEIHO HAITBTHEHN MUCAIKA C 1Ba BUAa mo3u: 45 mg/0,5 ml
n 90 mg/1,0 ml. [IpoBepeTe penenrtaTa cH, 3a 1a Ce yBepHTe, Ye pas3moarare ¢ paBuiIHaTa
703a.

[[BeThT Ha eTHKETa U Pa3MEPBT Ha MPO30PUETO HA MPEBAPUTEITHO HAITBITHEHATA MHCAJIKA e ca
pa3IMYHU TPU BCEKU BUJ J103a. KOMMYECTBOTO Ha JIEKapCTBOTO B MPEABAPUTEITHO HAITBITHEHATA
MUCaJKa ChIIO LIe € pa3IMYHO 3a BCAKA 103a.

N P

ILL2560 v3

112559 v2

—]

=)

45 mg/0,5 ml 90 mg/1,0 ml

Ba:xno:

Axo no3ara e 90 mg, e nonyuure uian eaa 90 mg npeABapUTEIHO HAMbJIHEHA MUCAJIKa, WU

IBe 45 mg npeaBapUTEIHO HATBIHEHU TTUCAJIKH.

- Ako nonyuute 1Be 45 mg npeaBapuUTEIHO HATbJIHEHU NUcaiky 3a 90 mg no3a, me
TpstOBa J1a HANPaBUTE BTOPA MHXKEKLUS HEIIOCPEACTBEHO CIIe/ IbpBara.

- IToBTOpere cTpnku 1-14 3a BropaTa MHXKEKIUS C HOBA NMPEABAPUTENIHO HAITBITHEHA
nycajka.

- W36upaiite pa3auyHO MSICTO 33 BTOpaTa MHXKEKLUSI.

MsnomBane Ha WEZENLA npeasapuTe/IHO HAITBJIHEHA MHACAJIKA

Baxxno e Bue nin nonaramoTo 3a Bac rprku inie 1a He ce ONHTBA Ja MOCTaBsA CaMOCTOSITETHO
WHXKEKIIUATA, aKo He € 00y4eHO 3a ToBa OT Barms Jiekap wim 10CTaBYMK Ha MEUIIUHCKH
TPUXKHU.

He u3non3saiiTe npenBapuUTEIHO HATBIHEHATA TUCANIKA, aKO KAPTOHEHATA OIaKOBKa €
MOBpE/IeHA UJIN pa3leydaTaHa.

He u3non3Baiite rmpeaBapyUTeHO HAITbJIHEHATA MHCAJIKa CJIEJT 1aTaTa Ha M3THYaHe Ha CpOKa Ha
TOIHOCT Ha ETHKETA.

He pazknamaiite npeaBapuUTENHO HAIBJIHEHATA TUCAJIKA.

He orcTpansBaiiTe kamaykaTa OT PEABAPUTEIHO HATBIITHEHATA MTUCAJIKA, IOKATO HE CTE€ TOTOBH
3a WHKEKTHpaHE.

He u3non3BaiiTe npenBapuTeIHO HATbIHEHATA THCAJIKa, aKo € Onia 3aMpaseHa.

He n3non3BaiiTe npenBapuTEeTHO HATBIHEHATA MICAJIKA, aKO € M3MyCKaHa Ha TBhpa
MOBBPXHOCT. YacT OT NpeABapUTEIIHO HAITbJIHEHATA MUCAJIKA MOXKE Ja € CUyIeHa JOPH aKko
CUyIBAHETO HE ce BIK/a. AKO MMa HaJIMYHA, U3TI0I3BaliTe HOBA MPEABAPUTEIIHO HAITbJIHEHA
nmucanka u ce obajiere Ha Bamus nekap v Ha IOCTaBYMKA HA MEIUIIUHCKH TPYDKH.

Baxno: C’BXpaHHBaﬁTC ONpEeABAPUTCIIHO HAITBJIHCHATA IMHCAJIKa U KOHTCfIHepa 3a U3XBBPJISIHC HA
OCTpHU NpPCAMETH HAa MSACTO, HCAOCTHITHO 3a ACHA.
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IMoaroresine 3a nHxkexkTHpane Ha WEZENLA

1

H3uakaiite 30 MUHYTH NpeABAPUTETHO HABJIHEHATA MUCAJIKA /12 IOCTUTHE CTaiiHA
TeMmeparypa.

N3UYAKAUNTE
30

MMHYTH

I/ISBaI[eTC OT XJIaJUJITHHUKa HCO6XOI[I/IMI/IH 6p01>i OpeaABApPUTCIIHO HAITBJIHCHU IMUCAJIKU 3a Bamara
HWHKCKIIHA.

Ocragere IIPEABAPUTECIIHO HAITBJIHEHATA ITMCAJIKA Ja C€ 3aTOILIN 110 €CTCCTBEH HAYUH.

He 3arpﬂBaﬁTe MNpEABAPUTECIIHO HAITBJIHCHATA MMCAJIKa C ropeiia BOJAa, B MUKPOBBJIHOBA (bypHa
HJIK Ha IIpsKa CJIbHYCBA CBETJIIMHA.

He mocTaBsiiiTe mpeiBapUTEITHO HAITBIHEHATA MMHACAIKAa 0OpaTHO B XJIAAWITHHUKA, CIIE]] KaTO
BEJIHBK € IOCTUTHAJA CTaliHa TeMIiepaTypa.

Hukora He pa3Knau1a1>'1Te MpEABAPUTCIIHO HAIIBJIHCHATA ITMCAJIKA.

W3non3BaHeTo Ha MpeIBapuTeHO HAITBJIHEHATA MKCIIaKa IIPH CTaiiHa TeMIepaTrypa rapaHTupa
MpUJIarane Ha IpsiaTa J103a 1 M03BOJISIBa Aa C€ HaMalll JUCKOM(OPTHT MPH HHKEKTHPaHE.

TN

. JlekapcTBo

Oraenaiite jiekapcTBoTo. Tpsi0OBa 1a e OUCTHP A0 onaJjieCHeHTeH, 0e3BETEH X0 CBETI0KbJT
pa3TBOp.

HOpMaJ'IHO € 1a BUAUTC Bb3AYIITHU MEXYpUCTa.

He uznomnssaiite WEZENLA, ako 1exapcTBOTO € 3aMpBh3HAI0, MBTHO WJIHM C TIPOMEHEH IBAT WIIH
ChIbpKa UY>KIU BUAMMH YaCTULIH.
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eo—— Cpok Ha TOTHOCT

3 IIpoBepete cpoka Ha roaHocT (EXP) u orsenaiite npeaBapuTe/;IHO HANBJIHEHATA MUCAJIKA
3a moBpena.

L He uznomnzsaiite OpeABAPUTCIIHO HAITBJIHCHATA IMCAJIKA, KO aTaTa Ha U3TUYAaHC Ha CPpOKa Ha
TOOHOCT € MHUHaJ1a.

. He v3nos3Baiite npeBapUTEIIHO HAITbJIHEHATA MUCAJIKa, aKo:
- KalraykaTa Ha UrjiaTa JHUICBa WIH € pa3XiadeHa.
- MMa MMyKHATHHHU WU CUYTIEHU YaCTH WU
- € U3ITYCKaHa Ha TBbp/Jda MOBbPXHOCT.

o VYBepere ce, 4e pasnosaraTe ¢ NPaBHIHATE JIEKAPCTBO U J103a.

IHoaroresine 3a un:kekTHpane Ha WEZENLA

Kbpnnuka, HanoeHa cbe
CIHUPT

Jlenenka

KonTeitaep 3a u3xBbpIisHe Ha

ITamy4en TamMIIOH WU
OCTpH MPEeAMETH

MapJieH KOMIIpec

|::.—

4 CnOepere u mocTaBeTe CJIeHUTE Hella 32 Bamara mH:KeKIMsi HA YUCTa, paBHA H 106pe
OCBETEHA MOBBLPXHOCT:

. WEZENLA mpenBapuTenHo HaTbITHEHA MUCANIKa (ChC CTaifHa TeMIepaTypa)
o KownteiiHep 3a U3XBBPIIAHE HA OCTPH MPEAMETH

o Kbpnnuka, HaroeHa cbc ciupt

o Jlenenka u

. ITamy4deH TaMIIOH UM MapJieH KOMIIPEC.
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Kopem

benpo

5 M30epeTe eqHO OT Te3H MeCTa HA HHIKEKTHPAHeE.

o N36epere npeanaTa yacT Ha O€APOTO WK KopeMa (¢ M3KIF0UEHHNE Ha 30HaTa Ha 5 CM OKOJIO
bIIA).
. Jlpyro nHIle MOXe J1a HAITPaBU MHXEKIUATA B OEIPOTO, KOpeMa MM 3ajjHaTa 00JacT Ha TopHaTa

4acCT Ha pbKaTa

Baskno: M30sarsaiite obnactu ¢ Oene3u, CTpUH WIK KBAETO KoXKaTa € 00JIe3HeHa, HAaCHHEHa, 3a4epBeHa
WM BTBBPJICHA. AKO € Bb3MOXKHO, HE HHXKEKTHpaiTe B 00JIACTH HA KOXKAaTa, KOUTO TIOKA3BaT MPH3HAIN
Ha TICOpPHAa3HC.

6  HM3mmiiTe IaTeJIHO pbLETE CH € BOAA U CaIlyH.
7 IlouucreTe MSICTOTO HA MH:KEKTHPAHe ¢ KbPIMYKA, HANI0EHA ChC CIUPT.

° OcTraBeTe KoXKaTa Ja NU3CBbXHC HAa Bb3AYX.

o He noxocBaiiTe OTHOBO Ta3u 001acT Npeu HHKEKTUPAHE.
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HNnxkextupane Ha WEZENLA

Baxno: OrcTpaHeTe KamaykaTa caMO KOTaTO MOYKETE Jla HHKCKTUpaTe He3a0aBHO (B paMKHUTE Ha
5 MUHYTH), T KaTo JIEKapcTBOTO MOKe Aa 3achxHe. He mocTaBsiiTe OTHOBO Kamaydkara.

ITpo3opuero TpsiOBa 1a ce
BIDKIA

NS

8 XBanere mpeABapUTEeIHO HANBJIHEHATA MHCAJIKA, TAKA Ye 1a MOKeTe 12 BIKAATe
npo3opueto. M3TerieTe CHIHO, 32 1a OTCTPAHUTE KanauykaTa. Mo:xke 1a 3aBbpTHTE
KanaykKaTa 3a /1a yJIeCHHTe MaXaHeTo H.

° Hukora He niocTaBsiiite 00paTHO Kanaukara. ToBa MOXe Jia IIOBPEIN UrjlaTa.
° HopwmainHo e na ce Bk Ia Kamka JeKapcTBO Ha BbpXa Ha UTJIaTa WIH BbPXY KBJITHS
MpeAna3uTen.

Baskno: He nokocBaiiTe 1 He HaTUCKaWTe XKbJITUA IIpeanasurell. He nocrassiite NpbCcTa CU BETPE B
JKBIITUS IPEATIA3UTEN.

9 3axBaHeTe KOKaTa, TAKa Ye [1a ce MOJY4YH TBbP/Aa MOBBPXHOCT HA MJICTOTO 32
un:kekTHpane. [locTaBere sKbJITHS MpeANa3uTe/l JHPEKTHO BbPXY 3aXBAHATUS YYACTBK

OT KOKa.
o JpBxTe KoKaTa 3aXBaHATA JIO 3aBbPIIBaHE HA WHIKEKIUATA.

o VYBepere ce, 4e BIKIATE IPO30PUETO.

o VBepere ce, 4e MpeaBapUTETHO HATBIHEHATA MTUCAJIKa € TIOCTaBeHa MMPaBa BbPXY MACTOTO Ha

umKekTrpaHne (o brua 90 rpamyca).
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HATUCHETE U 3AIPBKTE
3a 3aI10YBAaHE HA HHKCKIUATA

10 HartucHeTe CHJIHO HAIO0JIY NIPEIBAPUTENHO HATBJIHEHATA MUCAJIKA, T0KATO KbJITUAT
npeanasuTes crpe aa ce ABMKU. 3aApbKTe MPeABAPUTETHO HATbJIHEHATA MUCAJIKA 0e3 1a 5

NMoB/MraTe
o Urnara mie ce BbBEAC aBTOMAaTUIHO U MHKEKTUPAHETO 1€ 3aMI0YHE.
o Moske f1a dyeTe Wik YCEeTUTE IPaKBaHe.
o JppXTe mpenBapuTeIHO HAIThTHEHATA MHCAJKa MpaBa M CTAOWITHO BHPXY KOXKara.

IJEJAVTE nokato
MPOo30pP4€TO CTAHE U3LAJIO KBJITO

11 HpO}I'bJ'DKeTe Aa HATHCKATE NPEABAPUTEC/IHO HAITBJAHECHATA MUCAJIKA HA10J1Y. HN3uakaiite
MPo30p4€eTo Aa CTaHe U3UAJIO0 KbJITO.

° 3a 3aBBpIIBAHETO HAa MHXKEKIHUATA MOXe J1a ca HeoOxoaumu 1o 15 cexyHu. Moxke 1a dyere wiu
YCETHUTE IIpaKBaHe.

[ Cnen KaToO IMPO30pUCTO CTAHE U3LAJIO KBJITO, HOBAUTHETC MPEABAPUTCIIHO HAITBJIHCHATA
nucajka OT KOXKarta.
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IIpoBepka Ha MSICTOTO HA MHIKEKTHPAHE M M3XBbPJIsIHE HA IIPEeABAPUTETHO HAIbJIHEHATA
NMUCAJKa
IHHOTBBbP/KJABAHE

[Ipo3opueTo € u3LAIIOo KBITO

Hsma ustexiio nexkapctBo
(HOpMamHO € 1a UMa MaJjka
Karka)

1125632

12 TlorBbpaere, ye € HHKEKTHPAHA I[SIJIATA /1032 OT JIEKapCTBOTO.
o He nokocBBaiiTe XbaTHS NpeAna3uTe.
o HopwmanHo e a iMa MainKo KOJMYeCTBO TEYHOCT Ha MACTOTO Ha WH)KEKTHPAHE.

BaskHo: AKO IBETHT Ha PO30PYETO HE € CTaHAJ U3ILUIO JKBIT WM U3TIIEK/1A, Y€ BCE OIIe M3IIH3a
JIEKApCTBO OT UIJIATa WM BHKAATE HAKOJIKO KAlKU OT JISKAPCTBOTO, IIs1aTa 103a HE € HHKSKTHPaHa.
HeszabaBHo ce obanere Ha Bamms qoctaBuuK Ha MEIUITMHCKA TPHXKH.

13 IIpoBepere MACTOTO HA HH:KEKTHPaHe.

o He pa3tpuBaiiTe MICTOTO Ha MHKEKTHPAHE.
o AKO MMa KPbB, IPUTUCHETE TAMY4€H TaMIIOH WJIM MapjIeH KOMIIpeC Ha MSICTOTO Ha
WH)XEKTHpaHe.

° IlocraBere jemneHKa, ako € HEOOXOAMUMO
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ITocTaBeTe NpeABAPUTE/THO HAITbJIHCHATA MMUCAJIKA H KallayKaTa B KonTeﬁHepa 3a
HU3XBBPJIAHE HA OCTPHU NPEAMETH.

Baskno: He uszxBwpiistiiTe npeaBapuTeIHO HAITbITHEHATA MMICAIKA B KOHTEHHEPA 3a JOMAIIIHUA
OTHAIbBIH.

. He n3nosn3BaiiTe NOBTOPHO MPEABAPUTEIHO HAII'BIHEHATA MTACAJIKA.
° He noxocBaiiTe »XbJITHS Opena3uTed.

HewunsnonsBaHusT NpOAyKT, OCTaHAI B MPEIBAPUTEITHO HAMIBIIHEHATA [TUCAJIKa, TPIOBA JIa CE U3XBBPIIH.
He uzxBbpisiite nekapcTBaTa B KaHAJIU3aUATa WIK B KOHTEMHEpa 3a JOMAITHU OTMaIbIIH.
[onuTaiite Bammst papmaneBT kak ga H3XBBPIATE JIEKapcTBaTa, KOUTO Bede He u3nomi3sare. Te3u
MEPKH 1€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.
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