HPUJIOXKEHHE |

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vT031/1 JIEKapCTBEH MPOIYKT HOAJIEKU Ha JOIBIHUTENIHO HaboaeHne. ToBa e mo3Boiau 0bp30To
yCTaHOBsIBaHE HA HOBA HH(POPMAIUS OTHOCHO Oe3omacHocTTa. OT MEAUIIMHCKUTE CIICIIHAINCTH Ce
H3MCKBA J1a ChOOIIABaT BCsAKa MOA03UpaHa HeXXelaHa peakiys. 3a HaunHa Ha choOIIaBaHe Ha
HEXKEJIaHU PeaklUy BUXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Fymskina 130 mg xonmeHTpar 3a HH(QY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢uakon cpappika 130 mg yerekunymab (ustekinumab) 8 26 ml (5 mg/ml).

VYereknnymad e u3ipsuio yoBemko [gG 1k MOHOKIIOHAIHO aHTHTSUIO KbM uHTepiieBkuH (IL)-12/23,
MPOM3BE/ICHO KIIEThYHA JIMHUA OT SHYHUK HA KUTaCKU XaMCTep ¢ moMonira Ha pekomObunanTHa JJTHK

TCXHOJIOT .

HOMOH_[HO(I/I) BCH_ICCTBO(B.) C M3BECTHO JICHCTBUE

Tosa nexapcTBo chabpka 10,4 mg monmcopbar 80 BBEB Beeku (puakoH oT 26 ml, kouto ca
exBuBajieHTHH Ha 0,4 mg/ml.

3a IBIHUA CIIUCHK HA TOMOIIHUTE BEIECTBA BIKTE To4yka 6.1.

3. JIEKAPCTBEHA ®OPMA
KonuenTpar 3a uHdpy3noHeH pa3TBop

PasTBOpbT € OMCTBp M Oe31BETEH O OIE0KBITO-KAPSIB.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU NOKA3AHUS

Bonect Ha Crohn ipu Bb3pacTHU

Fymskina e moka3aH 3a Jie4eHue Ha Bh3pACTHU MAIIMEHTH C YMEpPEHa JI0 TeXKKa aKTHBHA 0OJIECT Ha
Crohn, KOUTO ca ce MOBIUSIM HEAOCTATHYHO, BEUE HE CE MOBIMUABAT UM UMAT HEMOHOCHMOCT KbM
KOHBEHIIMOHAJIHATA Tepalnus Wik KbM aHTaroHuct Ha TNFa.

Bosecr na Crohn npu nera

Fymskina e mokasaH 3a JieueHre Ha yMepeHa JI0 TeKKa akThBHA 0onect Ha Crohn mpu neauaTpuyHm
MaIMEeHTH C TerJIo Hai-mainko 40 Kg, KouTo ca nMasid HeOCTaThUEH OTTOBOP WJIH UMAT
HEMOHOCUMOCT KbM KOHBEHI[HOHAJIHA WJIH KbM OHOJIOTHYHA TEPAIIHs.

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Fymskina koHumeHTpat 3a nH(Y3HOHEH pa3TBOP € NMpeaHa3Ha4YeH 3a ynoTpeda Mo pPhKOBOJICTBOTO U
HaJ30pa Ha JIeKap ¢ OMUT B AMATHOCTHIIMPAHETO | JieUeHneTo Ha 6onect Ha Crohn.

Fymskina koHIIeHTpaT 32 HH(PY3HOHEH pa3TBOP TPsiOBa Jla ce M3MOJI3Ba CaMo 32 HHTPAaBEHO3HATA
MHIYKIMOHHA J103a.



EO3I/I[20BK3

Br3pactau

Bonecr nHa Crohn

Jleuenuneto ¢ Fymskina TpsibBa 5ia ce 3amoyvHe ¢ eIMHUYHA HHTPABEHO3HA /1033, OCHOBABAIla ce Ha
TeJIECHOTO Tero0. MH(Y3HOHHUAT pa3TBOp TPSOBa a ce MPUTOTBHU OT HAKOJKO (hakoHa Fymskina
130 mg, kakTo ¢ yka3aHo B Tabmnuia 1 (Bxk. Touka 6.6 3a MPUTOTBSIHETO).

Tabnuya 1  Hauanna unmpasenosna 0o3a na Fymskina

TenecHo TErno Ha MalnueHTa KbM MOMEHTA Ha IIpenoppunrenna Bpoii ¢pnaxonn Fymskina
TIpUJIaraLe nosa’ 130 mg

<55 kg 260 mg 2

> 55 kg 10 <85 kg 390 mg 3

> 85 kg 520 mg 4

& TIpubmusurenno 6 mg/kg

[IppBaTa MoaKOXKHA /1032 TPSIOBA J1a Ce MPHIIOKU Ha CeMHUIIA 8 ciell MHTpaBEeHO3HATa J103a. 3a
JIO3UpOBKaTa MpH MocJeIBaliaTa cxema Ha MOoAKO0XKHO NpuiioxeHue BkTe Touka 4.2 ot KXII Ha
Fymskina uHXeKIIMOHEH pa3TBOP B MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA.

Cmapuecka 6v3pacm (> 65 coounu)
He e HeoOx0aMMO aganTipane Ha 03aTa MPpH MAMeHTH B cTapuecka Bbh3pacT (Bxk. Touka 4.4).

bvbpeuno u wepnoopobro yspesicoane
He ca npoBexxaanu npoyuBaHus ¢ yCTEKMHYMa0 MpH TE3W TMOMyauu naiueHTd. He Moxe 1a ce pane
MpernopbKa 3a J03ara.

Heouampuuna nonyrayus

Bosnect Ha Crohn nipu nena (maumeHnTtu ¢ reryno Ha-mainko 40 kq)

Jleuenmero ¢ Fymskina Tpsi6Ba fa ce 3amodne ¢ equHIYHA HHTPABEHO3HA /1033, OCHOBABAIIla CE Ha
TENIECHOTO TerTo. MH(Y3HOHHUAT pa3TBOp TPSAOBA J1a Cce PUTOTBU OT HAKOJIKO ¢iakona Fymskina
130 mg, xakTo e ykazaHo B Tabnuua 2 (BX. Touka 6.6 3a IPUTOTBAHETO).

Tabnuya 2 Hauaina unmpasenostna 0oza na Fymskina

Tes1eCHO TErJI0 HA MALMEHTA KbM IIpenopbunTeHa Bpoii prakonu
MOMEHTA Ha MpUJaraHe no3a® Fymskina 130 mg
> 40 kg mo <55 kg 260 mg 2

> 55 kg no <85 kg 390 mg 3

>85kg 520 mg 4

& pubmmsurenso 6 mg/kg

[IspBaTa moaK0XKHA 032 TPAOBA /1a ce MPUIIOXKH Ha CeMUIIa § ciie/l MHTpaBeHo3HaTa J03a. 3a
J03MpOBKaTa MpH MOCJIEABAIIAaTa CXeMa Ha MOJKOKHO TpHIokeHne BIbkTe Touka 4.2 ot KXII Ha
Fymskina umxexiuones pa3rBop ((prakoH) ¥ HHKEKIMOHEH PAa3TBOP B IPEIBAPUTEIIHO HAITBJIHEHA
CTIPHHIIOBKA.

BezomacHocTTa 1 eukacHOCTTa Ha ycTeKHHyMa0 nipu jiedeHne Ha Oostect Ha Crohn mpu npu
TIeIuaTPUIHN TAIMeHTH ¢ Terto o 40 kg Bce ormie He ca ycTaHOBEHU. JIMIICBaT MaHHU.

Hauun Ha npunoxenue

Fymskina 130 mg e camo 3a HHTpaBeHO3HO MpuioxeHue. Tol TpsiOBa a ce mpuiara B MpOIbDKECHHE
Ha Hal-MaJIKO €JMH 4Jac.

3a yKka3aHusl OTHOCHO pa3pekIaHeTo Ha JICKApCTBEHUS MPOAYKT Ipean NMPUIOKEHHUE BIDKTE TouKa 6.6.

4.3 IIpoTuBOMOKA3aHHSA




CBpPBX4yBCTBUTEIHOCT KbM aKTHMBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOIIHUTE BELICCTBA,
n30poeHH B TouKa 6.1. KnmuHHYHO 3HaYMMa, akTHBHA HH(EKIHs (Hap. aKTHBHA TyOepKy103a, BiK.
Touka 4.4).

4.4  CpeuuajHu npeaynpe:xaeHUs U NpeIna3Hu MePKH MPH ynorpeda

IIpocaeaumoct
3a 5a ce moIo0pH MPOCISIUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOIYKTH, UMETO U MAPTHIHUSIT

HOMeEp Ha MPIIIOKEHUS MMPOTYKT TPSIOBaA SCHO J1a Ce 3aIlrCBarT.

Undexnuu

YcreknHyMad Moke 1a MMa TIOTEHIIMAI J1a yBeJIM4YaBa pUCKa OT HHPEKIUH U J]a PeaKTHBUPA JIATCHTHH
nHpekyu. [Ipyn KIMHUYHT IPOYYBAaHMS M TOCTMApKETHHIOBO 00CEPBAIIIOHHO IIPOYYBaHE MPH
MAIMEHTH C TICOpUa3Kc ce HAOII01aBaT CepUO3HN OaKTepUaIHU, THOMYHH U BUPYCHH WHPEKIUU TPU
MaIMeHTH, PUEMAIIIN YCTeKHHYMab (Bxk. Touka 4.8).

[Ipu nanmenTy, TeKyBaHH ¢ YCTEKHHYMa0, ce choO0IaBa 3a OMOPTIOHHCTHYHI WH(EKIINU, BKITFOYBAIIH
peaKkTUBUpaHE Ha TyOepKyJ103a, JPYTH OMOPTIOHUCTHYHYU OaKTepHaTHU MH()EKIINU (BKIFOUUTEITHO
ATUITUYHA MUKOOaKTepraTHa HHPEKINSI, MEHUHTHT, TPUYUHEH OT Listeria, MTHEBMOHMS, TPUYHHEHA OT
Legionella, 1 Hokapino3a), ONOPTIOHUCTUYHN MHUKOTHYHH UH(EKINHU, OTIOPTIOHUCTUYHU BUPYCHH
WHQEKIHUU (BKIIOYUTEIHO eHIEe(PAINT, IPUIUHEH OT XepIec CUMIUIEKC 2) U Mapa3uTHU HHQEKINH
(BKJIFOUMTEITHO OYHA TOKCOIIA3MO03a).

TpsiOBa 1a ce MoaAX0K/a ¢ MOBUIIICHO BHUMaHKE, KOTAaTo ce 00ChkAa mpuioxeHruero Ha Fymskina
MPY TANMEHTH C XPOHUYHHU MH(DEKIUH WK aHaMHe3a 3a peruauBupaia nadekius (Bx. Touka 4.3).

[Ipean 3anmouBaneTo Ha nedeHue ¢ Fymskina manuenture TpsOBa 1a ce u3ciaeaBaT 3a TyOepKyI03Ha
nHdpeknusa. Fymskina He TpsOBa 1a ce nmpuiara npu NaMeHTH C aKTUBHA TyOepKyIo3a (Bk.

Touka 4.3). JledueHHeTo Ha TaTeHTHA TYOepKyJ103Ha MHMEKIUS TPsiOBa J1a 3aMoyvHe Mpe I
npmioxkeHneto Ha Fymskina. AnTutyOepkyno3HaTa Tepanus cbio TpsioBa ga 0bae 00ChIeHa pean
HAYaJIoTo Ha JieueHue ¢ Fymskina npu nmarnyieHTy ¢ aHaMHe3a 3a JIATEHTHA WM aKTUBHA TyOepKyJi03a,
IIPU KOUTO HE MOJKE JIa ce IMOTBBPAM aJeKBaTeH Kypc Ha jneueHue. [lanuenture, npuemammu Fymskina,
TpsiOBa Ja ce HAOII0aBaT BHUMATEITHO 3a MPU3HAIY U CUMIITOMH Ha aKTHBHA TyOEpKyJo3a 1o Bpeme
Ha JICYSHUETO U CJIe]| HeTO.

[ManmenTture TpsaOBa 1a ObIAT HHCTPYKTHPAHU Ja HOTHPCAT JIEKAPCKU CHBET, aKO CE MOSABAT MPU3HALH
WA CHMIITOMH, TIPEATIoNaramy HHQeKus. AKO MalMeHT pa3Bue cepruo3Ha MHOEKIUs, ChCTOSTHUETO
My TpssOBa BHUMATENHO Ja ce cienu u Fymskina He TpsiOBa 11a ce mpuiiara, 1okato HHPEKIHUATa He
Obae oBnasasHa.

310Ka4eCcTBEHN 3a00ISIBAHUS

HmyHocynpecopy KaTo yCTEeKHHYMaO UMaT MOTSHITUAN J1a YBEINYaBaT PUCKA OT 37I0KAYSCTBEHH
3abossaBanus. Hsakou malieHTH, KOUTO ca IpUeMalid YCTEKUHYMa0 B KIIMHUYHY [TPOYYBAHUS U B
MMOCTMaPKETHHTOBO 00CEPBALIMOHHO MPOYYBAHE MIPH MAI[MEHTH C IICOPUA3HUC, Ca PA3BUIIA KOXKHU U
HEKO)KHU 3JI0KaueCTBeHH 3a00i1sBaHus (BK. TOUKa 4.8). PUCKBT OT 3710KauecTBEHU 3a00JIIBaHUS MOXKE
Jla € TI0-BUCOK MPH MAIMEHTH C MICOPHA3KC, KOUTO Ca JIGKYBaHU C IPYyTH OMOJOTHYHH JICKAPCTBA B
X0J1a Ha 3a00JIIBaHETO.

He ca mpoBexxaanu npoyuyBaHus, B KOUTO yJacTBAT MAI[MEHTH C aHAMHE3a 3a 3JI0KaUYeCTBEHH
3a00JIIBaHuUS MM B KOWTO MPOIBIDKABA JISYEHUETO Ha MallMeHTH, Pa3BIIIM 3JI0KAYECTBEHO 3200 sIBaHe
10 BpeMe Ha MpreMa Ha YCTeKMHyMa0. 3aToBa TpsiOBa Jla ¢e MOIX0X/1a C MOBUIIICHO BHUMAaHUE,
Korarto ce 00Chk/a npuiokenneTo Ha Fymskina npu Te3u manueHTH.

Benukn nanuenTy, no-crienuanto te3n Haja 60 ToauHy, TaueHTH ¢ aHaMHe3a 3a MPOIBJDKUTETHA
HWMYHOCYTIpECHBHA TEpamusl WK TakuBa ¢ anamuesa 3a [IYBA-tepanus, TpsOBa a ce HaOmogaBar 3a
MosIBa Ha PaK Ha Koxara (Bxk. Touka 4.8).



CHCTEeMHH U PECIIUPATOPHU PEaKIIUU Ha CBPhXYYBCTBUTEIHOCT

Cucmemnu

CepI/IO3HI/I PCaKIM Ha CBPBXYYBCTBUTCIIHOCT Ca AOKJIaJIBaH! B ITIOCTMAaPKETUHIOBU YCJIOBUA, B HAKON
CJIy4au HSKOJIKO JIHU Clie] JieueHueTo. Mma ciaydyan Ha anadumakcus 1 aHruoeaeM. AKO ce TIOSIBH
aHa(UIAKTUYHA WIH JpyTa CepUO3HA PEaKIisl Ha CBPbXIYBCTBUTEIHOCT, TPSOBA J1a ce HA3HAYH
TOIXO/IAIIIA TePANUs ¥ MpuiIokenneTo Ha Fymskina TpsioBa ma ce mpeycranosu (Bxk. Touka 4.8).

Peakuym, cBbp3anu ¢ nHpy3uATa

B kuHWYHYTE H3MUTBAHKS ca HAOIIOAaBaH! PEaKINH, CBbp3aHu ¢ HHDy3wmaTa (BXK. Touka 4.8). [1o
BpeMe Ha IOCTMAaPKETHHTOBOTO HAOII0/IEHHE Ce ChOOIaBa 3a CEPHO3HU PEaKIINU, CBbP3aHU C
nH(QY3HATA, BKIIOUYNTEITHO aHAQUIAKTHYHH PEaKlnH, CBbp3aHu ¢ HHPy3usaTa. AKo ce Habmo1aBa
CEpHO3HA WITH KHBOTO3aCTpalllaBallla peakiiys, TpsAOBa Ja ce 3al0YHe MOXO0/ A TEPAITUS 1
MPUIIOKEHUETO HA YCTEKHHYMa0 Jla ce MPEYyCTaHOBH.

Pecnupamopnu

Ciy4an Ha ajepruyeH aJBeOoJUT, €03NHO(MIIHA THEBMOHUS U HEMH(EKIMO3Ha OpraHn3upalia
ITHEBMOHHS ca ChOOIIECHH 110 BpeMe Ha IIOCTMapKEeTHHroBaTa ynotpeda Ha ycrekuaymad. Kiimanunure
MPOSIBH BKITIOYBAT KAlUIAIA, AUCITHES M MHTEPCTHLUATHI WHQUITPATH CIIE/ €IHA 10 TPU J03H.
Cepro3HHTE MOCIEIUIM BKIIIOUBAT JUXaTeIHa HEAOCTAThYHOCT U MPOABIKUTEIHA XOCIIUTAIN3aLU.
[Tomobpenwne e cpo01IaBaHO CIIe] MPEYCTAaHOBSIBAHE HA JICYEHUETO C YCTEKHHYMal M B HAKOH CITydau
MIpU TPUIIOKEHHE Ha KOPTUKOCTEPOUAN. AKO Ob/ie M3KITI0OUeHA HH(EKINS 1 JHarHo3aTa ce MOTBBP.IH,
MPUIOKEHUETO HA YCTEKMHYMa0 TpsOBa Jja ce MPEyCTaHOBU H Ja C€ 3all04He MOAXOASIIO JICUEHHE
(Bk. Touka 4.8).

CBbpIIeYHOCHIOBY CHOUTHUS

[Ipu manmenTH ¢ Icoprasuc, ¢ eKCIO3UINS Ha YCTEKHHYMa0, B TOCTMapKETHHTOBO 00CEpBAIlMOHHO
Mpoy4BaHe ca HaOMI0JaBaH! CHPACYHOCHI0BH CHOUTHS, BKIFOUUTETHO HH(PAPKT HA MUOKapIa U
MO3BYHO-CBHI0B HHIUJICHT. PHCKOBUTE (hakTOpH 3a CHPACYHOCHI0BO 3a00sIBaHe TpsIOBa Aa ce
OIICHSIBAT PEOBHO 110 BpeMe Ha JieueHneTo ¢ Fymskina.

Bakcunanuu
[IpemoppuBa ce ga He ce MpUIIarat )KMBH BUPYCHU WU J)KUBU OakTepuanHu BakcuHu (kato BIXK)

enHoBpemenHo ¢ Fymskina. He ca npoBexianu KOHKpETHH POYYBAHUS MPH MAIIUEHTH, BBPXY KOUTO
HACKOpO € MpuiIaraHa >kKiuBa BUPYCHA WIH KWBa OaKkTepuaiHa BakCcuHa. Hsma naHHM 32 BTOPUYIHO
npenaBaHe Ha WHQEKIUS Ype3 )KUBH BAKCHHU TPY NAIIMECHTH, MOJIyYaBally yCTeKUHyMao. JleueHnero
¢ Fymskina TpsiOBa 1a ce mpeycTaHOBH Hai-MajKo 3a 15 ceaMuIm ciie] mocjaeHaTa 103a IpeIu
MOCTaBsHETO Ha JKMBA BUPYCHA WIIM JKUBa OaKTepHaHa BAKCHHA U MOXE JIa c€ Bh30OHOBH Hal-MaJIKO
2 CeJIMMIIU CJIe]] BAKCUHUpAHETO. JIekapuTte, mpeAnucBaniy JeKapcTBOTO, TPSAOBA J1a HAIPABST
crpaBka ¢ KpaTkarta xapakTepHCcTHKa Ha MPOIYKTa 32 KOHKPETHATA BAKCHHA 3a TOMBJIHUTEIHA
WHpOPMAITUS U YKa3aHUs 32 ChITBTCTBAIIO MPIIIOKCHNAE HA IMYHOCYITPECUBHH JIEKapCTBA CIIE]T
BaKCHHUPAHE.

He ce npenopbuBa nprmiarane Ha >kuBu BakcuHH (kaTto BIXK BakcwHa) pu KbpMadeTa, ¢ eKCIO3UITHS
Ha ycTtekrHyMao in Utero, B mpoabsDKEeHHE Ha IBAaHAIECET Mecella Clie]] PaXKIaHeTO HIIH JI0KAaTOo
CepyMHHUTE HHMBA Ha yCTEKWHYMa0 NpU KbPMayeTo ClaJHaT M0 HUBOTO Ha JETEKUHUs (BXK. TOUKHU 4.5 u
4.6). AKO e HaJHIle KaTeropuyHa KIIMHUYHA 1107132 32 OTAEITHOTO KbpMade, MOXe J1a ce 0OMUCIH
MpuJaraHe Ha KUBa BaKCHMHA B [TO-PaHEH MOMEHT, aKO HE C€ OTKPHBAT CEpyMHH HUBA Ha
ycrekunyMma0. [Tanmenture, kouto ynorpedssar Fymskina, Moxe fa moiay4ar eTHOBpEeMEHHO
VHAKTUBUPAHU WM YOUTH BaKCHHU

JBATOCPOYHOTO JIedeHne C YCTeKHHYMa0 He IOTUCKA XyMOPAJIHUS IMYHEH OTTOBOP KbM
ITHEBMOKOKOBUTE ITOJIM3aXapH/IHN BAKCUHH MM KbM BaKCHHHTE CpEIly TeTaHycC (BXK. Touka 5.1).

ChpTeTBaIA HMYHOCYTIPECHBHA Tepaus

[Tpu npoyuBaHust Ipu COpUA3UC HE ca OLEHsIBaHN 0€30MacHOCTTa 1 e()UKACHOCTTa HA YCTEKHHYMa0
B KOMOHMHALIUS ¢ UMYHOCYIIPECOPH, BKIIOUNUTEITHO OMOJIOTMYHM NPOXYKTH M poToTepanus. [lpu
[IPOYYBaHUS MPHU TICOPHUATHYEH apTPHUT CHITBTCTBAIIOTO IpuioxkeHnne Ha MTX He moBnusaBa




Oe3onacHocTTa U eprkacHOCTTa Ha ycTeKuHyMa0. B mpoyuBanusita npu 6osect Ha Crohn u
YJIIEPO3eH KOJHUT CHITBTCTBALIOTO MTPUIIOKEHUE HA UMYHOCYTIPECOPH MITH KOPTHKOCTEPOUIN
U3IJIeX/1a He MOBIMABA 0€30IacHOCTTa WM e(hMKaCHOCTTa Ha ycTeKuHyMa0. TpsadBa na ce moaxoxnaa
C TMOBHILICHO BHUMAaHUE, KOraTo ce 00CHKAa ChI'BTCTBAIIOTO MPUIOKEHHE HA IPYTH HMYyHOCYIPECOPH
n Fymskina v npu npeMuHaBaHETO KbM J€YEHHE C IPYTH ONOJIOTUYHH UMYHOCYTIPECOPH (BXK.
Touka 4.5).

HmyHoTtepanus
YcereknayMal He € OIeHABAH MPH MAMEHTH, KOUTO ca MoJIaraHl Ha UMYyHOTeparvs 3a aneprun. He e

u3BecTHO nanu Fymskina Moske fa ce 0Tpa3u Ha UMyHOTEpanusTa Ipy ajlepruu.

CepHro3HH KOKHU 3a00sIBaHUS

[Ipu manmenTH ¢ copuasuc ce choOIIaBa 3a ciydan Ha eKC(OIMATUBEH JEPMAaTHUT CIIe]T JIeUeHHe C
ycTekuHyMab (Bk. Touka 4.8). [lanmeHTUTe ¢ TI1akoB ICOPHa3ic MOXKE Ja Pa3BUAT CPUTPOACPMHUUCH
[ICOPUA3UC KaTO YacT OT €CTeCTBEHUS XO0JI Ha 32a00JIIBaHETO ChC CUMITTOMH, KOUTO MOXKE OT KIIMHUYHA
TJIeJIHA TOYKa J]a He Ce OTINYaBatT OoT ekc(honnaTuBHUS nepMartuT. Jlekapure TpsOBa 1a BHUMAaBaT 3a
CHUMIITOMH Ha €PUTPOJCPMHUUCH TICOPUAZHC WU €KC(HOTHATHBEH IEPMATUT KATO YaCT OT
MOHHUTOPUPAHETO Ha TICOPHA3KCA MIPH MAIMEeHTa. AKO TE3U CHMIITOMH CE TIOSBAT, TPSAOBA J1a ce
3arovHe noaxoxasmo gedeHue. [IpuemsT Ha Fymskina TpsOBa fga ce mpeycraHoBH, ako IMa ChbMHEHUS
3a JIEKApCTBEHA PEAKIIUS.

3abosIBaHUsA, CBBP3aHU C JIYIYC

Crrydan Ha 3a00JIIBaHMS, CBBP3aHH C JYITYC, CE ChOOIABAaT MPH IMAIIMECHTH, JICKyBaHU C YCTEKHHYMAao,
BKJTFOUHUTETTHO KOKEH JIYITyC epUTEMaTO/IeC 1 JIyITyc-moo0eH cuuapoM. [Ipu Bh3HIKBAaHE Ha JIC3UH,
0CcO0EHO Ha U3JIOKEHHUTE HA CIIBHIIC YYACTHIU HA KOXKATa, UK aKO T€ CE ChITBTCTBAT OT apTPANTHS,
MaIMEHTHT TPSOBa J1a TOTHPCH He3abaBHO JiekapcKa oMo AKO ce MOTBBPIT 3a00JIsIBaHus,
CBBP3aHH C JIYIyC, YCTEKHHYyMa0 TpsiOBa Jla ce MPEyCTaHOBH U JIa C€ 3aIlI0YHE ITOAXO/ISIIO JICUCHHE.

CriernuaiHy monysamuu

Cmapuecka évspacm (> 65 coounu)

B KIMHUYHUTE TPOYUYBAHUS [IPU 0J00PEHNUTE MOKA3aHUs HE ce HAOJI01aBaT ChIIECTBEHU Pa3IHuKs B
edukacHOCTTa Wi GE30MACHOCTTA NPH MAIMEHTH Ha 65-TOMIIHA B3PACT M TI0-TOJEMH, KOUTO
MOJTy4YaBaT yCTEKMHYMa0, B CPaBHEHHUE C TIO-MJIA I TAI[MEHTH. BposT Ha manueHTuTe Ha Bh3pacTt

65 roauHK ¥ TO-TOJIeMH 00ade He € JOCTAThUCH, 3a J1a Ce OIPEIEIH TaH CE MOBJIUSIBAT PA3JIMYHO OT
no-myaaute nanueHTH. Thil KaTo pa3npoCcTpaHeHHEeTo Ha HHMEKIMU CPeJ] CTapuecKaTa MOy Iarus
KaTo ISUI0 € TO-TOJISIMO, JICYEHHUETO TIPH TAIIMEHTH B CTapyecka Bb3pacT TpsiOBa Jia ce mpujiara
BHHMATEJIHO.

CopIobprkaHue Ha HaTpUK

Fymskina csapprka mo-manko ot 1 mmol Hatpuit (23 mg) Ha 103a, T.€. MOXKE Ja ce Kaxke, Je
MpaKTHYECKH He chbprka HaTpuil. Fymskina obaue ce paspexaa ¢ Harpues xiopua 9 mg/ml (0,9%)
nH(pY3HOHEH pa3TBop. ToBa TpsOBa 1a ce UMa MPEABH/I MPH MAIIMEHTH HA JIeTa ¢ KOHTPOJIUPAH
MIpYEeM Ha HaTpHuii (BXK. Touka 6.6).

Fymskina ceabprka noaucopbatu
IMonucopbaTuTe MoOrar Aa NPUYUHSAT ANEPTUUHHN PEAKIINH.

4.5 B3auMmoaelicTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYrd opMHU HA B3auMoelicTBHE
JKuBm BakcuHU He TpssOBa 1a ce mpuiarar eqHoBpeMenHo ¢ Fymskina.

He ce npenopruBa npuiarane Ha >xuBH BakcuHM (kaTo BLDK BakcuHa) npu kbpMaueTa, ¢ eKCIIO3ULIHUS
Ha YCTeKHHYMa0 in Utero, B mpoJbDKeHHE Ha ABAaHAIECET Mecelia CIIe/l PaXKIaHETO MITH JI0KATO
CepyMHUTE HHBA Ha yCTEKWHYMAO NPH KbPMAUeTo CIaJHAT M0J] HUBOTO HA JIETeKIUs (BXK. TOUKHU 4.4 U
4.6). AKO e HaJMIIe KaTeropuuHa KIMHUYHA 10132 32 OTACITHOTO KbpMaue, MOXKe Jia c€ 0OMHUCIN
IpujaraHe Ha ’KHBa BaKCHHA B I0-PAaHEH MOMEHT, aKO HE C€ OTKPHBAT CEPYMHH HUBA Ha
YCTEKHHYMao.



[Ipu dbapmakoKMHETHYHM aHAJIHM3H Ha MOIYJIALMATA, HAIPABESHH B Ipoy4BaHus (aza 3, e u3cneasan
e(peKTHT Ha Hali-ueCTO CHITHTCTBAIIO MPHEMaHH JIEKAPCTBEHH MPOIYKTH MPU MALUEHTH C TICOPUA3UC
(BKJIIOYMTENHO U TIapaneTamoll, HOynpogeH, aneTHICaTIniIoBa KHCcennHa, MeTGpOpMuH,
aTOpBacTaTHH, JEBOTUPOKCHH) BbPXY (papMakoKMHETHKATa Ha ycTeknHyMao. He ca nabnronaBanu
IIPU3HALM Ha B3aUMOJICHCTBUE € T€3H CHIIBTCTBAILO [IPUJIAraHHU JIEKAPCTBEHH NpoXyKTH. OcHOBa Ha
TO3H aHaiu3 € (pakThT, uye Hal-manko 100 mamuentu (> 5% ot u3cienBaHaTa MOMyJalKs) ca JEKyBaHH
CBITBTCTBAILO C TE3U JIEKAPCTBEHH NPOIYKTH Tpe3 moHe 90% OT meproia Ha MPOyYBAHETO.
dapMakOKHHETHKATa HAa YCTEKHHYMa0 He Ce € OB OT ChITBTCTBAIIOTO MpIIoxkeHHe Ha MTX,
HCIIBC, 6-mepkanTomypuH, a3aTHONPHUH U IIEPOPATHN KOPTUKOCTEPOUIH IIPH MAITUEHTH C
NCOPHUATHUYCH apTPUT, 6OJ'ICCT Ha CI'OhIl HJIN YJILCPO3CH KOJIUT, WJIN OT MpCAIICCTBAId CKCIIO3ULIUA Ha
antu-TNFa cpenctsa, mpu nalyeHTH ¢ IcoOpUaTudeH apTput win 6onect Ha Crohn, unu ot
IPEeIeCcTBaIa eKCIO3UIMS Ha OMOJIOTHYHY JICKApCTBEHU NPOAYKTH (T.e. anTU-TNFa cpeacrBa n/nnu
BeJI0JIM3yMa0) MPU MALUEHTH C YJIEPO3€eH KOJIUT.

Pesynratute oT npoyusaHe in Vitro u ot npoy4sane ¢aza | npu y4acTHHIM C aKTHBHA OOJIeCT Ha
Crohn He nipemonaraT HEOOXOIUMOCT OT aIAITHPAHE HA J103aTa NP MAIUCHTH, KOUTO MOJy4YaBat
ceprerBaio CYP450 cyberparu (Bk. Touka 5.2).

[Ipu npoy4BaHus OpU ICOPUA3KC HE ca OICHIBaHKM 0€30MacHOCTTa ¥ e(DUKACHOCTTA Ha YCTEKUHYMa0
B KOMOMHAIIUS C IMYHOCYTIPECOPH, BKIIFOUUTEITHO OMOJIOTHYHU cpejicTBa win dotoTepanus. [Ipu
MPOYYBAHUS MPH MICOPUATHYUEH APTPUT CHITBTCTBANIOTO NprtokeHre Ha MTX He moBmusBa
Oe3omacHOCTTa M e(pUKACHOCTTAa Ha YCTeKHHYMa0. B nmpoyuBanusTa mpu 6onect Ha Crohn u
YIILIEPO3EH KOJIHUT ChITBTCTBAIIOTO MPUIOKEHUE HA HMYHOCYTIPECOPH MITH KOPTUKOCTEPOU U
M3TIIEK/Ia He MOBJIHsABA 6€30MaCHOCTTA MM e(UKACHOCTTA HA YCTEKUHYMa0. (BXK. Touka 4.4).

4.6 @epTHANTET, GPEMEHHOCT U KbpMeHe
XKenu ¢ nereposeH moTeHIAaI

JKenu ¢ nerepojieH noTeHIKaN TPsiOBa Ja U3MONI3BAT €(PEKTUBHA METOIM Ha KOHTPAIICIIUS [0 BpEMe
Ha JeYeHue U 10 15 ceAMHIN clell IEUEHHUETO.

BbpemenHoct
[IpocrieKTUBHU JaHHU OT HETOJISIM Opoii cirydan Ha OPEMEHHOCT CJIe]] €KCITO3UIINS Ha YCTEKUHYyMab ¢

M3BECTEH M3XO0J, BKIIOYUTEITHO moBeue oT 450 cirydast Ha OpEMEHHOCT C €KCIIO3UIIHS MTPEe3 MbPBUS
TPUMECTBP, HE MTOKA3BaT MOBHIIIEH PUCK OT TOJIEMH BPOACHN MalihOpMaIlii IIPH HOBOPOICHOTO.

[IpoyuBaHUATA TIPH KUBOTHH HE TIOKA3BAT MPEKH WK HEMPEKU BPEIHH €PEKTH, CBHP3aHH C
OpeMEHHOCTTa, EMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAKIAHETO WM MOCTHATAIHOTO Pa3sBUTHE (BK.
touka 5.3).

HanuvHusT kTMHUYeH omuT obade ¢ orpanuueH. Kato npeanasHa Msapka e 3a npearovnTaHe aa ce
m30sarBa ynorpebara Ha Fymskina rmo Bpeme Ha OpeMEHHOCT.

YcTekuHyMal npeMuHaBa mpe3 IUIaleHTaTa U ce OTKPUBA B cepyMa Ha KbpMaydeTa, POJICHH OT JKEHH,
JIEKyBaHH C YCTEKHHYMa0 1o BpeMe Ha OpeMeHHocTTa. KIIMHUYHOTO BB3/eicTBYE Ha TO3U (PAKT HE €
H3BECTHO, HO PUCKBT OT HH(EKIIKSA IPH KbpMadeTa ¢ eKCIO3UINS Ha yCTeKnHyMab in utero moxe ma
ObJIc MOBUIIICH Clie]] paxaaHeTo. He ce mpenopbuBa npuiiaraHe Ha xuBH BakcuHu (kaTo BLXK
BaKCHHA) MPH KbPMAYETa, C CKCIO3UIIMS HA YCTEKHHYMAO in Utero, B mpoabKeHHE Ha

IBaHAIECET MeceTla Cclie]] paXKIaHEeTO WIIH TIOKATO CEpyMHHUTE HUBA Ha YCTEKUHYMAO IMPH KbPMAveTO
CIaJHAT MOl HUBOTO Ha JeTeKmws (BX. Touku 4.4 u 4.5). AKo € HajuIle KaTerOprUYHa KIMHUYHA 1107132
3a OTIIETHOTO KbpMaue, MOXKe J1a C€ OOMUCIY MpUIIaraHe Ha J)KMBa BaKCHUHA B IO-paHEH MOMEHT, aKO
HE ce OTKPHUBAT CEpPyMHH HHBA Ha YCTEKHHYMAaO0.

Kopmene
OrpaHunueHu NaHHY, TyOJIMKYBaHU B JINTEPATypaTa, MOKa3BaT, 4e YCTEKHHYMal ce eKCKpEeTHpa B

YoBeIIKaTa KbpMa B MHOTO MJIKH KolimuecTBa. He e u3BecTHO nanu ycreknHymad ce abcopbupa



CHCTEMHO ciell morbiiane. [lopanu moteHnuana 3a nposiBa Ha HEXKEIaHU JIEKAPCTBEHU PEaKkUU KbM
ycTekuHyMa0l IpH KbpMadeTara, TpsOBa Jia ce B3eMe PelIeHHe AU JIa Ce PEYCTaHOBU KbPMEHETO
10 BpeMe Ha JICUCHHE U 10 15 ceMHIu cies Ie4eHUEeTO, WK JIa Ce MIPEyCTaHOBU TEPaIHuATa C
Fymskina, kaTo ce B3eMaT mpeaBU MOI3aTa OT KBPMEHETO 3a JETETO U MoJi3aTa OT TepanusiTa ¢
Fymskina 3a xenara.

Deprunurer
EdekrbT Ha ycTekuHymad BbpXy (epTHINTETA ITPU XOpa HE € OLICHEH (BXK. Touka 5.3).

4.7 EdexTu BbpXY cioco0OHOCTTA 3a mo¢upaHe U padoTa ¢ MAIIUHA

Fymskina He moBnusiBa wim oBIHsIBa MPeHEOPEIKUMO CITOCOOHOCTTA 3a o upaHe U padboTa ¢
MalIiHH.

4.8 HexenaHu JeKapCTBEHH PeaAKIUH

O06001menne Ha npoduia Ha 6e30TacHOCT

Hati-uecTute HeXXenaHu JIEKapCTBEHU peakiuu (> 5%) B KOHTPOJIMPAHUTE MIEPUOU OT KIMHUIHHUTE
MPOYYBAHUS TIPH BH3PACTHH C TICOPUA3KC, TICOPUATHICH apTpHUT, OostecT Ha Crohn W yimepo3eH KOJUT
¢ ycTeknHymab ca Ha3ohapuHTUT U Ti1aBoOomue. [loBeueTo OT TSIX ce CUMTAT 3a JICKH U HE HayaraT
MPEeKbCBAHE HA MPOYYBAHOTO JeueHue. Hail-cepro3HaTa HexellaHa JIEKapCTBeHA PEAKIIHS, KOSTO €
ChOOII[aBaHa 3a yCTEKHHYMa0, € CEpHO3HA PEaKIIMs Ha CBPbXUYBCTBUTEIHOCT, BKITFOUHTEITHO
anadunakcns (Bx. Touka 4.4). O0mmaT npodnia Ha 6€30MaCHOCT € MTOA00CH MPH MAITUEHTH C
MICOpHUA3UC, IICOpUATHUEH apTpUT, OosiecT Ha Crohn M yJIiepo3eH KOJIHT.

TabuuyeH cIMCHK Ha HEXETAHUTE PEaKLUU

Jannute 3a 6€30MacHOCT, IPEAOCTaBEHH MO-A0JTY, Ca MMOTYUYCHH CIIe]l eKCIIO3UIIHS Ha YCTEKHHYMao
pu BB3pacTHU B 14 npoyuBanus ¢aza 2 u ¢asa 3 npu 6 710 manuentu (4 135 ¢ ncopuaszuc u/uinu
rcopuaTuyeH apTpuT, 1 749 ¢ 6omect Ha Crohn u 826 maryieHTy ¢ yiepo3eH KoiuT). ToBa BKIIIOYBa
SKCIIO3UIIHS Ha YCTEKHHYMaO B KOHTPOJIUPAHUTE U HEKOHTPOJIUPAHHUTE TIEPHOIN HA KIMHUYHUTE
MPOYYBaHUS MPH MALMEHTH C IICOPUA3HC, IICOPHATUIEH apTpHT, Oonect Ha Crohn wiy ynuepo3exH
KOJIUT B IPOIBJDKEHUE Ha Hail-Manko 6 mecena (4 577 nmanueHTH) win more 1 roguHa

(3 648 marenTn), 2 194 marmenTy ¢ copuasuc, 6omect Ha Crohn WK yIIIIEPO3EH KOIUT ca C
EKCIO3UIIMS 32 MOoHE 4 roauHu, nokaro 1 148 nmaruenTtu ¢ ncopuasuc wiu 6osect Ha Crohn ca ¢
eKCIIO3UIHS 32 TIOHE 5 TOJMHU.

B tabnuia 3 e mokasaH CIHCHK C HEXKEIAHUTE JISKAPCTBEHU PEAKIIUU OT KJIMHUYHH NMPOYYBAHUS IPU
BB3PACTHU C IICOPHUA3KC, TICOPUATHYCH apTpUT, OosecT Ha Crohn u yJepo3eH KOJIUT, KaKTo U
HEXENAHUTE PEaKIK OT MOCTMaPKETHHIoBaTa yrnorpeda. Hexenanure peakiuu ca KiacupUIMpanu
0 CHCTEMO-OPTaHHHU KJIACOBE M YECTOTA CHITIACHO CIIeAHAaTa KOHBeHIus: Muoro uectu (> 1/10),
Yectu (> 1/100 mo < 1/10), Heuectu (> 1/1 000 mo0 < 1/100), Peaxu (> 1/10 000 g0 < 1/1 000), Muoro
penku (< 1/10 000), ¢ HensBecTHA YecTOTa (OT HATMYHHUTE JAHHU HE MOXeE Ja ObJic HAalpaBeHa
oreHka). [Ipu BCSKO rpynupaHe B 3aBUCHMOCT OT YECTOTaTa HEXEJIAHUTE JICKApPCTBEHU PEaKIUH Ce
M30pOsABAT B HU3XOAI Pl [T0 OTHOIICHUE Ha TAXHATA CEPUO3HOCT.

Tabnuya 3 Cnucvk Ha Hedxceranu peakyuu

Cucremo-oprannm kjaacope Yecrora: Hexkesanm peaknuu

Wudexumu n nadpecranmm YecTr: nHEKIMS HA TOPHUTE AUXATENHH ITTHINA, Ha30(apUHTUT,
CUHY3UT
Heuectu: nenynuT, IeHTaIHU UHDEKIUH, XEPIIEC 30CTep, HHPEKIUS
Ha JIOJTHUTE TUXATEJHU ITbTUILA, BUPYCHH MH(EKIINU Ha TOPHUTE
JMXaTeJIHU IbTHUILA, BYJIBOBATMHAIHA MUKOTHYHA HHPEKIHS

Hapyuienus Ha nMyHHaTa Heuectu: peakiiu Ha CBPbXYYBCTBUTEITHOCT (BKJIIOUHTEITHO OOPHB,
cucTemMa YPTHKAPHS)
Penxu: ceprno3Hu peakiiuy Ha CBPbXUyBCTBUTEIHOCT (BKIIFOUUTEITHO
aHaWIaKCHs, aHTUOE]IEM )

[IcuxuyHu HapyIIeHUs Heuecru: nenpecus




Hapymenus Ha HepBHaTa
cucremMa

YecTu: 3amaiiBane, T1aBo00IHE
HeuecTu: nuueBa napanusa

Pecniupatopuu, rpbaHU U
MCIWACTUHAJIHU HAPYIICHUA

Uectn: opodaprHreanna 6omka

Heuectu: Ha3anHa KOHTeCTUS

Penxu: anepruveH anBeosuT, CO3MHO(PUIIHA THEBMOHUS
MHOro pellku: OpraHu3upaIia MHeBMOHUS ™

CroMantHo-4peBHH
HApyLIEHUS

Uectn: muapusi, rajeHe, MOBPBITaHEe

Hapymenus Ha koxxaTa u
[IOJIKO’KHATA ThKaH

Yecru: cepoex

Heuectu: mycryno3eH ncopuasuc, ekchonmanus Ha KoaTa, akHe
Penxu: excdonraTHBeH AEPMATUT, XUTIEPCCH3UTUBEH BACKYJIUT
MHoro penku: 0y103eH NeM(UTOMT, KOXKEH JIYIyC ePUTEMATOICC

Hapymenus Ha MycKynHO-
CKEJIETHATa CUCTEMA U
ChEIMHUTEITHATA ThKaH

YecTu: 60KH B I'bpOa, MUAJITHUS, apTPAITUs
MHoro penku: JIymyc-noJjo0eH CHHAPOM

OO0y HapyeHus U eheKTU
Ha MSACTOTO Ha MPHIIOKECHHUE

Yectu: yMopa, €puTeMa Ha MACTOTO HAa MHIKCKTHUPAHE, 0oJKa Ha
MSCTOTO HAa MHIKCKTHPAHC

Hedecrtu: peakuny Ha MACTOTO Ha MH)KEKTHPaHE (BKIIOYUTEITHO
KPBHBOM3IIUB, XEMaTOM, BTBBP/IsIBAHE, TIOJTyBaHE U CbPOCK), ACTCHHUS

*  Bmxre Touka 4.4, CHCTEMHH ¥ PECIMPATOPHU PEaKIMU Ha CBPBXUYBCTBHTEIIHOCT.

Onucanune Ha W30paHN HEXEITAHH JEKAPCTBEHU PEaKITHH

Undexnuu

B nnane00-KOHTpOIMpaHu NPOyYBaHUS PH MALUECHTH C TICOPUA3UC, ICOPUATHYEH apTPUT, O0IecT Ha
Crohn 1 ynepo3eH KOJIHUT NPOIEHTHT Ha MHQEKIIUUTE M CEPUO3HATE HHPEKINH € CXOJICH IPU
MalMeHTHTE, JEKYBaHH C YCTEeKHHYMa0, ¥ IIpH JIEKyBaHUTE ¢ Tane6o. B mianebo-koHTpoarpanus
[epUO] Ha Te3H KIMHUYHHU MPOYYBAHMA YecToTaTa Ha MHpekuuuTe ¢ 1,36 3a nauneHToroguHa
IIpociieiiBaHe IIPU NalUEHTH, JIEKYBaHH ¢ YCTeKUHyMao, 1 1,34 — npu nanueHTH, JIEKyBaHU C
mare6o. [osiBumre ce cepuo3an nHPeEKIuu ca ¢ yectota oT 0,03 3a manueHTorouHa MPOCIIEISIBaHEe
IIpY MAIUEHTH, JIEKyBaHU ¢ ycrekuayMa (30 cepro3nn uHdpexuu 3a 930 nanueHToroJuHu
npocneassane), u 0,03 mpu manueHTH, JIeKyBaHu ¢ miane6o (15 ceproznn nHOEKI 3a

434 nanMeHTOroIMHY NpociesBane) (BXK. Touka 4.4).

B xoHTponMpaHuTe M HEKOHTPOJIMPAHHUTE TIEPUOIU HA KIIMHUYHUTE IIPOYYBAHUS IPU TICOPHA3HC,
IcopuaTHyeH apTpuT, 6bosecT Ha Crohn u ymIiepo3eH KOJIHUT, IPeCTaBIISBaIIH

15 227 nanueHTOroIMHN eKCIO3UIUs ¢ YCTeKuHyMao rpu 6 710 naimeHTy, Meuanara Ha BpEMETO Ha
npocnensBane € 1,2 rogunu; 1,7 ronvHy 3a Npoy4YBaHUsATa IpH ncopuasuc, 0,6 ronuHu 3a
npoyuBanusTa npu 6osect Ha Crohn u 2,3 ronWHU 3a MPOYIBAHUATA C YIIIEPO3CH KOJIUT. [IpoTIeHTHT
Ha uHpeknuute e 0,85 3a marreHToroAnHa Mpociie/issBaHe MPH MAIMEHTH, JIEKYBaHU C yCTEKUHyMa0, a
MPOLIEHTHT Ha cepro3HuTe uHpekmu npu Tsax ¢ 0,02 3a nanueHToroIMHa MPOoCyeIsIBaHe

(289 ceprosnn uHpexnnu 3a 15 227 mMareHTOrOAMHHI MPOCIEAIBAHE) U Ca JOKIaIBAHN CEPHO3HI
nH(pEKINH, BKIIOUYHNTEIHO THEBMOHMS, aHAJIEH a0CIeC, HeNyINT, TMBEPTUKYJIIUT, TACTPOSHTEPHUT U
BUPYCHH MH(EKLIUH.

B npoBeneHn KITMHUYHY TPOYyYBaHUS MTAITUEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca 0N
€HOBPEMEHHO JIEKyBaHM C U30HHA3U/, HE ca pa3BUIM TyOepKyJo3a.

3710Ka4eCTBEHHN 3a00JIIBAHUS

B mnarie60-koHTpoIupaHus Iepruoa Ha KIMHUYIHY MPOYYBAHUS [IPU TICOPUA3UC, TICOPUATHICH apTPHUT,
6ozect Ha Crohn ¥ yJIepo3eH KOJIUT YeCTOTaTa Ha 3JI0KAYEeCTBEHUTE 3a00JIsIBaHUS, C U3KIIOUCHHE HA
HEMEJIAaHOMEH pak Ha KoxaTa, € 0,11 3a 100 nanueHToroauHu npociensBate npy NauueHTH,
JIeKyBaHU ¢ ycTeknHyMad (1 manmeHT 3a 929 manneHToroIuHN Npocie/siBaHe) B CpaBHEHHE C

0,23 nmpu nareHTuTe, JeKyBanu ¢ miane6o (1 manueHT 3a 434 ManueHTOrOIUHY MPOCICIABaHE).
YecToTaTa Ha HEMelIaHOMEH pak Ha koxkata € 0,43 3a 100 mauueHTOroAMHY MPOCIEAsIBaHE 3a
TTalACHTHUTE, JICKYBAHH ¢ YCTEKUHYyMa0 (4 manueHTH 3a 929 marueHTOroMHA IIPOCIIeAsIBaHe) B
cpaBHenue ¢ 0,46 mpu ManUeHTUTE, JICKYBaH! ¢ rare6o (2 manuenTty 3a 433 marueHToroInHu




MIPOCIIEASBaHE).

B xoHTpONMMpaHUTE ¥ HEKOHTPOJIUPAHUTE TICPUOAN HA KIMHUYHUTE MPOYUYBAHUS MIPHU TICOPUABHC,
IcopuaTHueH apTpuT, OosiecT Ha Crohn U ynIiepo3eH KOJIHUT, IPEICTaBIISBAIIH

15 205 nanueHTOroIMHHU eKCIIO3UIUS ¢ YCTeKuHyMao mpu 6 710 manmeHnTH, MeauanaTa Ha BpeMeTo Ha
npocneasBane € 1,2 rogunu; 1,7 roguHu 3a npoy4YBaHusTa Npu rncopuasuc, 0,6 ronnHu 3a
npoyuBanusTa npu 6osiect Ha Crohn u 2,3 ronuHu 3a MPOYYIBAHUATA C YIIIEPO3CH KOJUT.
3nmokadecTBeHH 3a00IIIBaHNs, C U3KIIIOUCHUE Ha HEMEJIAHOMEH PaK Ha KOXKaTa, ca JOKJIaIBaH! TIpU

76 marmenTy 3a 15 205 nmaruentoroauay Ha npocnenssade (dectora ot 0,50 Ha 100 manmueHTOToJMHI
Ha TIPOCTeAsIBaHE TIPH MAIUCHTH, JICKYBaHH ¢ yCTeKnHyMa0). Te3un cirydan Ha 3JI0KaueCTBEHU
3a00J1s1BaHusl, ChOOIICHH MTPH MAIUCHTH, JICKYBAHU C YCTEKHMHYMa0, ca CpaBHUMHU C OYaKBAaHUTE
cilyyad B o0IuaTa nomyJanus (cTanaapTuupan koepuuuent Ha yecrtorata = 0,94 [95% nosepurenexn
naTepBat: 0,73; 1,18], kopurupan 3a BB3pacT, Mo U paca). Haii-uyecTo HaOIro1aBaHUTEe
3JI0KQ4ECTBEHU 3a00JIIBaHUS, PA3JIMYHUA OT HEMEJIAHOMHUS KapIIMHOM Ha KOXaTa, ca KapIMHOM Ha
IpoCTaTara, MeJIaHOM, KOJIOPEKTAICH KapIIMHOM H KapIIMHOM Ha rbpaara. Cily4anTe Ha HEMeJIaHOMEH
KapIuHOM Ha Koxkata ca 0,46 Ha 100 manueHToroJMHU Ha NPOCIeAsiBaHe MPU MaIlUEHTH, JIEKYBaHH C
ycreknHyMa0 (69 nanuentu 3a 15 165 nanuenroroauan Ha npocnenssane). ChOTHOIICHUETO HA
MaIUeHTH ¢ 0a3ajeH CIpsIMO CKBAMO3HOKIIEThUCH KaplIMHOM Ha KoxaTta (3:1) € CpaBHUMO ChC
CHOTHOILEHUETO B 00MIara momyianus (Bx. Touka 4.4).

Peaknyu Ha CBpBXYYBCTBUTEIHOCT U PEAKIINHU, CBbP3aHU ¢ HHDY3UITA

B npoyuBanusTa ¢ HHTpaBeHO3HA MHAYKLU Ipu O6osiecT Ha Crohn u ynuepo3eH KoIuT He ce
choOIIaBaT ChOUTHS Ha aHADUIAKCHS WIH IPYTH CEPHO3HH PEaKIINH, CBhP3aHu ¢ HHPY3UATA, CIIET
eIMHIYHA WHTPaBeHO3Ha J103a. B Te3n npoyusanus 2,2% ot 785 nauueHTy, IeKyBaHH ¢ TU1anedo, u
1,9% ot 790 naumeHTH, 1eKyBaHH ¢ IPENOPBUNTENHATA 1034 YCTEKNHYMa0, ChOOIaBaT HEXKENaHH
CcbOMUTHS, BB3HUKHAIIY 110 BpEME Ha WM B paMKHUTE Ha eAuH yac oT uHdys3usTa. Ilo Bpeme Ha
MIOCTMapKETHUHIOBOTO HabII0IeHNe ce choOIaBaT CEpUO3HU PEeakllii, CBbp3aHu ¢ HHY3HITA,
BKJIFOUHMTEITHO aHA(QHMIAKTUYHH PEaKlnuy, CBbP3aHu ¢ HHQY3UsTa (BXK. Touka 4.4).

TIeouampuunu nayuenmu ¢ meano nHaii-manko 40 kg ¢ 6onecm na Crohn

BezonacHocTTa Ha ycTeknHyMab e mpoydyeHa B eHO npoyuBaHe (aza 1 u eaHo npoyuBane ¢asza 3 npu
MeANAaTPUYHU MAIUEHTH ¢ yMepeHa JI0 TeXKa akTuBHA Ooject Ha Crohn choTBETHO 0 ceqmuiia 240 u
ceammuria 52. Kato 1510 mpodmrbT Ha 6€301MacHOCT B Ta3u kKoxopTa (n = 71) e mogoOeH Ha TO3H,
HaOJro/1aBaH B MPEAMIIHN POYYBaHUs ITPH Bb3pacTHU ¢ OojectTa Ha Crohn.

leamaTpudHa HOMyIaIus

THeouampuunu nayuenmu Ha 6 200UHU U NO-20]leMU C NIAKO8 NCOPUASUC

Be3onmacHocTTa Ha ycTeknHyMa0 € MpoyveHa B JIBE MPOoydYBaHus ¢asa 3 npu NeIuaTpUIHH MAIUCHTH C
YMEpPEH 10 TEKBK IJIaKoB ncopuasuc. [IspBoto npoyusane e mpu 110 nanueHnTu Ha Bb3pacT oT 12 1o
17 roquHm, TEKyBaHH B MIPOIbDKeHNE HA 60 CeaMUITH, a BTOPOTO MPOYUYBaHE € IIpH 44 MallMeHTH Ha
BB3pacT oT 6 1o 11 roguHwu, IeKyBaHU B IPOABIDKEHNUE HA 56 ceqmuiiy. Karo msio cho0IieHuTe
HeXXellaHW CHOWTHUS B TE3U JIBE IPOYUYBAHUS C JJAaHHM 33 O€3011acHOCT 10 | TOAMHA ca MOJ00HH Ha
Te31, HAOIF0TaBaH! B IIPEAHIITHH MPOYIBAHNS TP BB3PACTHH C IIAKOB IICOPHA3HC.

C’BO6H_I3.B3HC Ha 1003 pPaHH HCXCJIaHU PCAKIINH

C’BO6H_IaBaH6T0 Ha TOAO3UPAHN HCIKCIIaHU PCAKIUU CJICA pa3pCllaBaHC 3a yrIOTpe6a Ha JICKApCTBCHUA
MIPOAYKT € BAXKHO. ToBa mo3BosIsiBa Ja MpoabIIKA Ha6JHOI[eHI/IeTO Ha CbOTHOIICHUECTO HOHSa/pI/ICK 3a
JICKapCTBCHUSA TPOAYKT. Or MCIUIMHCKUTE CIICHHUAJINCTH CE U3UCKBa Ja C’bO6HIaBaT BCiKa
noao3rpaHa HEXKEJIaHa pCaKIusd Ype3 HAllMOHAJIHA CUCTEMaA 3a C'BO6IJ_IaBaHC, IIOCOYCHA B

[punoxenne V.

49 Ilpeno3mpane

Ennanunn no3u 1o 6 mg/kg ca npuiiaraHu HHTPAaBEHO3HO B KIIMHUYHU MTPOYYBaHUs O3
OrpaHU4aBalla J03aTa TOKCUYHOCT. B citydail Ha mpeo3upaHe ce NpenopbyBa NalUEHTUTE J1a Ce
HaOJIr01aBaT 3a MPU3HALK WM CHMITOMH Ha HEXXEJIaHU PEakIMu U He3a0aBHO Ja ce MPUII0KU
HOAXOASIIO CUMITOMATUYHO JICYECHHUE.
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5. ®APMAKOJIOTUYHU CBOMCTBA
51 ®apmakoguHAMHYHH CBOIiCTBA

dapmakoTepaneBTHYHa rpyna: MimyHocynpecopu, nuxuouTopu Ha uaTepieBkuna, ATC kox:
LO4ACO05

Fymskina e 6uonoruuHo momo0eH JiekapcTBeH mpoAyKT. [logpoOHa nHdpopmalus e npeaocTaBeHa Ha
yebOcaiita Ha EBporeiickara areHius mo gekapcraara https://www.ema.europa.eu.

MexaHnU3bM Ha IEHCTBHE

Ycreknnymab e m3nsio yoBemko [gG 1k MOHOKIOHATTHO aHTUTAJIO, KOETO CE CBBP3Ba ChC
ceuuprIHOCT KbM 0011aTa NpoTenHOBa cyOeanHuna p40 Ha YOBEIIKUTE HUTOKUHU HHTEPIICBKUH
(IL)-12 u IL-23. Ycreknnymab moTrcka 6noakTHBHOCTTA Ha yoBemkuTe [L-12 u IL-23, xaTo
npenoTBpaTsIBa cBbp3BaHeTo Ha p40 ¢ IL-12RB1 penenTopen npoTenH, pa3nojokKeH Ha HOBbPXHOCTTA
Ha UIMYHHUTE KJIETKU. Y CTeKHHYMa0 He Moxke Ja ce cBbpike ¢ 1L-12 umu ¢ IL-23, xouTo Beue ca
cBwp3anu ¢ IL-12RPB1 pemenrropu mo kieTpuHaTa NOBBPXHOCT. CIIEIOBATEITHO € MAJIKO BEPOSITHO
yCTeKnHyMa0 /1a yyacTBa B KOMIUIEMEHT- WM aHTUTSIIO-METUHPAHATa IMTOTOKCHYHOCT Ha KICTKUTE
c peuentopu 3a IL-12 w/umm 1L-23. IL-12 u [L-23 ca xeTepoauMepHU IUTOKUHH, CEKPETUPAHU OT
aKTHUBHMPAaHU aHTUT€H-IIPECTABAIIN KICTKU, HAIpUMep Makpodaru u ICHIPUTHH KIETKU U [BaTa
[IATOKWHA y9acTBaT B UMyHHHUTE QYyHKITHH; IL-12 ctumynupa ectecTBeHuTe KieTkn yomiinu (NK)
npenu3BrkBa qudepennuanusita Ha CD4 + T xinerkute kM T 1 xenmepen (Thl) penorurn, 1L-23
naayuupa et Ha T 17 xennepute (Th17). AGHopmHara perynarus va [L-12 u IL-23 obaue ce
CBBP3Ba C UMYHHOMEINUPAHH 3a00IIBaHUS KaTo [ICOPHA3UC, ICOPHUATHUEH apTPUT U OoJIeCT Ha
Crohn.

Upes cBbp3BaHe Ha obmiara cyoenununa p40 Ha IL-12 u IL-23, ycreknaymab Moke /1a OKa3Ba CBOHUTE
KIIMHAYHU e(EeKTH TPH [ICOPHA3UC, ICOPUATUYEH apTpuT U Ooject Ha Crohn upe3 npekbcBaHe Ha
meruiiara Ha Thl u Th17 uutokuHM, KOUTO ca B OCHOBATa Ha MATOJIOTMTA HA Te3H 3a00/IsIBaHU.

[Ipu nmarmuenTn ¢ 6osect Ha Crohn JledeHNETO ¢ yCTEKMHYMa0 BOAM 10 HAMaJICHHUE Ha
BB3NAUTEITHUTE MapKepH, BKIrounTenHo C-peaktuseH npotenH (CRP) u dekaneHn kaimpoTeKTrH 1o
BpeMe Ha MHIYKIMOHHATa (aza, KOeTo clie]l TOBa ce MOAIbpiKa Mpe3 Isiara noaabpxama gaza. CRP
€ OLICHEH I10 BpeMe Ha NPOIBJDKEHUETO Ha IPOYyYBAHETO U HAMAJICHUTA, HAOII0AaBaHH 110 BpeMe Ha
noaappKamara (hasa, OOMKHOBEHO Ce 3ama3Bar J0 252 ceaMuIa.

UmyHuzauuu
ITo BpeMe Ha TBITOCPOTHOTO MPOABIDKCHIE Ha TTpoyuBaHe npu ncopuasuc 2 (PHOENIX 2),

BB3PACTHUTE TAIIUCHTH, JICKYBaHU C YCTCKUHYMa0 3a Hali-Maliko 3,5 TOJUHM, ca TaId aHTHTSLIIO-
OTTOBOPH Ha ITHEBMOKOKOBH TTOJIM3aXapH/IHI BAKCHHH U BAKCUHU CPEIIly TeTaHyC, CXOJIHU C TE3U NpH
KOHTPOJTHATA TpyTa MalueHTH, oJyJaBalld HECHCTEMHO JiedeHre Ha Ticopraszuc. CXOeH MPOIEHT OT
BB3PACTHUTE MAIUCHTH, JIEKYBAaHU C YCTEKMHYMAa0 U Te3U B KOHTPOJIHATA TPYIIa, Ca Pa3BIIIM 3allIUTHU
HUBa Ha aHTUITHEBMOKOKOBU M aHTUTCTAHUYHU aHTHUTENA, U TUTPUTE HA aHTUTENIATa UM Ca CXOJHHU.

Kinanuna edukacHoCT

Bonect na Crohn

be3onacHocTTa M €pUKACHOCTTA Ha YCTEKHHYMA0 ca OIEHEHHU B TPU PaHIOMU3HPAHH, TBOWHOCIICIIH,
1a1e00-KOHTPOJIUPAHU, MHOTOIICHTPOBH MTPOYYBAHUS TIPU Bh3PACTHH MALMEHTH ¢ yMEPEHA JI0 TEKKA
aktuBHa Ooytect Ha Crohn, ¢ MHmekc Ha akTHBHOCTTA Ha OojecTTa Ha Crohn (Crohn’s Disease
Activity Index, CDAI > 220 n < 450). IIporpamara 3a KIMHUYHO pa3paboTBaHe ce€ ChCTOH OT JIBE
8-cenmmuunm npoyuBanus ¢ nHTpaBeno3Ha nHaAyKys (UNITI-1 u UNITI-2), mocnenBanu ot
44-cenMUYHO paHIOMU3HUPAHO MPOYYBAHE C TIOJIKOKHO MPHUIIOKEHUE HA TIOJTBPIKalla 103a
(IM-UNITT), npeacrasisiBany 52-ceIMUIHA Teparnusl.
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[MpoyuBanusta ¢ uaaykuus Boysat 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) nauueHTH.
[TepBuYHaTa KpaiiHa TOYKa 3a ABETE MHIYKIHOHHH ITPOYYBAHMS € IPOLECHTHT HAa YYaCTHULIUTE C
KIMHAYEH OTroBop (omnpeneneH kato HamaneHue Ha CDAI ckopa ¢ > 100 Touku) Ha cenmuia 6.
Jannute 3a eUKacHOCT ce chOMpAT U aHATU3UPAT O CeIMHIA 8 3a IBETE MPOYUYBAHUS.
ChBI'BTCTBAIIOTO IPUIIOKEHUE HA TIEPOPATHH KOPTHKOCTEPOUIN, UMYHOMO/TYIaTOPH,
aMHUHOCAJIMIIMIIATH U aHTHOMOTHIIM € pa3penieHo 1 75% OT MaleHTHTe IpOoIbDKaBaT a MOoTydaBaT
Hall-MaJIko eJJHO OT Te3H JieKapcTBa. B jBeTe nMpoyyBaHus MalMEHTUTE Ca PAHIOMU3UPAHH J1a
MOJTy4aT eTHOKPaTHO HHTPABEHO3HO MPENOpBUMTENHATA 1032 OT Npubnusutenno 6 mg/kg B
3aBHUCUMOCT OT TEJIECHOTO Teryo (Bk. Tabmuma 1, Touka 4.2), dukcupana go3a 130 mg ycrekuayMad
i 1ane6o Ha cenmuna 0.

[Tauuenture B UNITI-1 ca nekyBaHu HEyCHEIIHO WM UMAT HEIOHOCUMOCT KbM IpeAllecTBala
aatu-TNFa tepanus. [pnbmmsnurenno 48% oT manueHTHTE ca JIeKyBaHU HEYCIEnTHo ¢ 1
npenmectsaiia antu-TNFo Tepanus, a 52% ca gexyBaHM HEYCIIEIIHO € 2 UM 3 TpeecTBaIln
anTu-TNFa tepanuu. B ToBa npoyusane 29,1% oT manmeHTHTE MMaT HEAOCTATHYEH HAYaJIeH OTTOBOP
(repBUYHN HepecnioHzAepH), 69,4% ca ce TOBNHSIN, HO ca TIPECTaHalH J1a Ce MOBIUSABAT (BTOPHIHHU
HepecnoHepn), a 36,4% umaT HemoHOCUMOCT KbM aHTh-TNFo Tepanun.

ITarmmentute B UNITI-2 ca nekyBaHu HEyCIENTHO HAal-MaJIKO ¢ €/JHa KOHBEHIIMOHAJIHA Teparus,
BKJIFOUUTEITHO KOPTUKOCTEPOUIN MIIH IMYHOMO/YJIaTOPH, KaTO MIIM HE Ca JIEKYBaHU JIOCera C
antu-TNF-o Tepamus (68,6%), nnu ca noiayvaBanu npeau ToBa anTu- T NFo Tepanus, HO T e Omia
Heycrenrsa (31,4%).

B nBere UNITI-1 u UNITI-2 3Ha9nMO TIO-TOJISIM TIPOIICHT OT MAIMEHTUTE B TpymaTa, JIEKyBaHa C
YCTeKHHYMa0, ca ¢ KIMHUYEH OTTOBOP M peMHcHS B cpaBHeHue ¢ manebo (Tabnuma 4). Knuanaaust
OTTOBOP W PEMHUCHSATA Ca 3HAYHMHU OIIe Ha CEIMUIIA 3 TIPH MAIMEeHTUTE, JEeKYBaHU C YCTEKUHYMa0, U
Te IPOABIIKABAT J1a ce MoA00psABaT 10 ceamuiia 8. B Te3u mpoyuBaHus ¢ HHAYKIHSA e(pUKaCHOCTTA €
M0-BUCOKA U C€ MOJIbprKa Mo-100pe B rpymaTa ¢ 032 B 3aBUCUMOCT OT TEJIECHOTO TETJIO, B
cpaBHEHHE C rpymnara ¢ A03a 130 mg u nopaau ToBa MpU UHTPABEHO3HA UHAYKIUS CE MPENOpbUBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

Tabruya 4. Unoyxyus na xnunuyen omeosop u pemucus ¢ UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
Ilnaunedo IIpenopbun- Ilnaunedo IMpenopbun-
N = 247 TeJIHA 1032 N =209 TeJIHA 1032
YCTEeKUHYMa0 YCTEeKUHYMAa0
N =249 N =209
KnunnuHa pemucusi, ceiMuia 8 18 (7,3%) 52 (20,9%)* | 41 (19,6%) 84 (40,2%)*
Knuangen orrosop (100 Toukwn), 53 (21,5%) 84 (33,7%)° 60 (28,7%) | 116 (55,5%)*
ceamuria 6
Kimangen orrosop (100 Toukwm), 50 (20,2%) 94 (37,8%)% | 67 (32,1%) | 121 (57,9%)?
cenmuia 8
70-TouKOB OTTOBOp, ceaAMHULA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)"
70-TOYKOB OTTOBOP, ceaMHMIIa 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)

Knuanunara pemucus e onpeneneHa kato CDAI ckop < 150; KnuHIIHAAT OTrOBOp € OTIpeeNeH KaTo
HamaieHne Ha CDAI ckop ¢ Hait-Manko 100 TOUKH WK ChCTOSIHHE B KIIMHUYHA PEMICHS
70-TOYKOBUST OTIOBOD € onpejeieH karo Hamaienue Ha CDAI ckop ¢ Haii-manko 70 To4ku

Heycnex Ha antu-TNFo Tepanus

Heycnex Ha KOHBEHIMOHAIHATA TEPAITHSI
& p<0,001
5 p<0,01

B mpoyuBaneto ¢ nogaspixkaria tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUATAT
100-To4KOB KIMHUYEH OTTOBOP Ha CeAMUIIA 8 OT HHIYyKIHATA ¢ yeTeKuHyMa0 B mpoyuBaaus UNITI-1
u UNITI-2. [TarmnenTure ca paHAOMU3HPAHU HA CXEMa Ha MOAIBPKAIIO0 JICUSHHUE C MTOJAKOKHO
npmitokeHne Ha 90 mg ycTekuHyMao mpe3 8 cenmuiy, 90 mg ycreknaymad npes 12 cenMuiy wiu
mare6o B MpoabDKeHNe Ha 44 ceIMuIH (3a MPENopHINTETHATA TOIThpIKaIla 103a BXK. Touka 4.2 oT
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KXII na Fymskina nH:xeKIIMOHEH pa3TBOP B MPEIBAPUTETHO HAIIBJIHEHA CIIPUHIIOBKA).

3HaYMMO TIO-TOJISIM MIPOLEHT MAIlMeHTH B TPYTINTE, JIEKYBaHH C YCTEKHHYMa0, MOAIBPKAT KIMHIYHA
peMHCHs M OTTOBOp Ha ceaMulla 44 B cpaBHEHHME ¢ rpynaTa Ha mianedo (Bx. Tabnuia 5).

Tabauya 5: Iooowvpocane na knunuunus omeogop u pemucusi 8 IM-UNITI (ceomuya 44; 52 ceomuyu
Om 3anoYeane ¢ UHOYKYUOHHAMA 0034

IInanedo* 90 mg 90 mg
YCTEKUHYMAa0 | YCTEeKHMHYMAa0
npe3 npe3
8 ceqmumn 12 ceqmuum
N =1317 N = 128" N = 129"
KnnendHa peMucus 36% 53%" 49%°
KnandeH otrosop 44% 59%° 58%°
KnnanyHa pemucus 63 KOPTHKOCTEPOUIH 30% 47%° 43%°
KinHHYHA peMUCHS] P NAIHEHTH:
B PEMUCHS B HAYAJIOTO Ha MOAbpIKaIaTa 46% (36/79) 67% (52/78)? 56% (44/78)
Tepanus
KOUTO ce BKJII0YBAT OT mpoyusane CRD3002* 44% (31/70) 63% (45/72)" 57% (41/72)
KOHUTO HE ca JIeKyBaHHu aocera ¢ antu-TNFa 49% (25/51) | 65% (34/52)° 57% (30/53)
Tepanus
KOMTO ce BKJII0YBAT oT npoyuane CRD3001° 26% (16/61) 41% (23/56) 39% (22/57)

Kimuangnara pemucust e onpenenena karo CDAI ckop < 150; KnuHUIHHAAT OTTOBOP € OMpeneeH KaTo
namainieHne Ha CDAI ckop ¢ Hait-manko 100 TOYKH WK ChCTOSIHYE B KIIMHUYHA PEMICHS

*  TI'pynara Ha miane6o0 ce ChCTOM OT MAlMEHTH, KOUTO Ca CE MOBJIMAIN OT YCTEKHHYMAa0 U ca paHI0MU3HPaHH
Jla ToJTydaBar Iianedo B HauajuoTo Ha oA bprKallara Tepamnms.

[MaumenTty, kouto uMat 100-TOUYKOB KIMHUYEH OTTOBOP KbM YCTEKHHYMad B HAYaJIOTO Ha IOIbpiKaliara
Tepanus

[TanmeHTH, KOMTO HE ca ce MOBJIMSIM OT KOHBEHI[MOHAJIHATA Tepanus, Ho He anTH- TNFa tepanms
[ManueHTH, KOUTO ca pepakTepHH WK UMAT HETOHOCUMOCT KbM aHTU-TNFo Tepamnus

p<0,01

p <0,05

HOMHHAIHO 3HaunMa (p < 0,05)

o W+

B IM-UNITI 29 ot 129 nauueHTH He MOAABPKAT OTTOBOPa KbM YCTEKMHYMa0 MpU IPUIIOKEHHE TIPE3
12 cemmuIy 1 € MO3BOJICHO KOPUTHPAHE Ha J103aTa Taka, 4e Jia MoJydyaBaT YCTeKHHYMal mpe3

8 cemmurn. 3arybara Ha otroBop ¢ onpeaeneHa karo CDAI ckop > 220 Touku u > 100 Toukn
noBuieHue crpsmo uzxogaust CDAI ckop. Ipu Te3u manueHTH KIMHUYHA PEMUCHS Ce TIOCTUTA MIPH
41,4% ot mauuenture 16 ceaMUIN clie] KOpUTUPAHE Ha J03aTa.

[NanmenTHTE, KOUTO HE Ca MOCTUTHAIIM KIIMHUYCH OTTOBOP KbM MHIYKIIUS C yCTEKUHyMab Ha
cemmuna 8 ot mpoyusanusta ¢ uaayKipst UNITI-1 u UNITI-2 (476 marueHTH), ca BKIIOYCHU B
HEepaHIOMH3HpaHaTa 9acT OT Npoy4yBaHeTo ¢ noaabpskama repanus (IM-UNITI) u ca nomyuunnu
MMOIKOXKHA MHXKEKIHs ¢ ycreknaymad 90 mg mo toBa Bpeme. Cren ocem ceamutiu 50,5% ot
MAlMEHTHUTE ca TIOCTUIHAIH KJIMHUYEH OTTOBOP U ca MPOIBIDKUIN /1a TIOy4aBaT MoIbprKalia
Tepanus npe3 8§ cenMuny. [loBeueTo OT Te3n MalueHTH ¢ NPOABJDKUTENHA MOAIbPIKAILA TePaIns
noaappxkat orroBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuia 44, KaTo MPOLIEHTHT UM €
MoJI00CH Ha TO3M MU MAIUEHTUTE, KOUTO ITPBOHAYAIHO €A Ce MOBJIUSIIA OT HHIYKIIHUS C
YCTEKHMHYMao.

Ot 131 manueHTH, KOUTO ca ce MOBIUSUIM OT MHAYKINSA C YCTEKHHYMal ¥ ca paHAOMHU3HPAaHH B
rpymnata Ha miane6o B Ha4ajaoTo Ha MPOYYBaHETO ¢ MOAAbpKalla Tepanus, 51 BrocieacTeue ca
3aryOMiIM OTroBOpa cu | ca noayumid 90 mg ycreknHyMad noakoxHo npe3 8 ceqmuuu. [Tosedero ot
MAIMEHTHTE, 3aryOUIIM OTTOBOpa CU M IIOJHOBWIIN JICYEHHETO C YCTEKMHYMa0, ca o HallpaBUIX B
paMkuTe Ha 24 ceAMUIM OT MHIYKIHOHHATa HHQY3us. Ot te3u 51 nmanmentn 70,6% mocturat
KJIIMHUYEH OTroBOp U 39,2% MocTUrar KIMHUYHA peMUcHs 16 ceIMULU Ciiell MOIy4aBaHETO Ha
'bPBATA NOJKOXKHA 103a YCTEKMHYMa0.
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B IM-UNITI nauueHnTHTe, 3aBBPIIMIM IPOYUBAHETO A0 ceaMuIa 44, ca moAXOAAIIN Ja TPOAbIKAT
JICYEHHUETO B IPOABJDKEHUE Ha MpoyuBaHeTo. [Ipu Bcuukute 567 naleHTH, BKIIOYEHH Ha U JICKyBaHU
C YCTeKMHYMa0 B MPOIBDKEHUETO Ha MPOYYBAHETO, KIMHUYHATA PEMUCUS U OTTOBOPHT OOMKHOBEHO
ce MOIbpKAT JI0 ceaMuIia 252, kakto npu OonHuTe ¢ Heycnex Ha TNF-TepanuuTte, Taka u npu
MalKUEHTUTE C HEYCIIEX Ha KOHBEHIIMOHAHUTE TEpaIluu.

He ca ycraHOBeHH HOBH ChOOpaKEHHsI, CBbP3aHH ¢ O€30MMaCHOCTTA, B MPOIB/DKSHUETO HA TOBA
MpOyYBaHe 10 5 TOJMHU Ha JISUCHHE MpH manueHTu ¢ 6onect Ha Crohn.

Enoocronus

BobHIIHUAT BUJT HA IMTaBUIIATA € OLIEHEH €HAOCKOICKH MpHY 252 MaIllMeHTH ¢ MOAXO/SIIa U3X0IHA
€HTOCKOTICKA aKTHBHOCT Ha 3a00JSIBAHETO B €THO MOANpOy4BaHe. [I»pBUYHATA KpaifHa TOUKa €
MIpOMSHA OT U3XOIHOTO HUBO Ha OTpoCcTeHUs eHA0CKOIICKH ckop TpH Ooect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), chcTaBeH CKOp OT 5 HIICO-KOTOHHH
CerMEHTA 3a HAJIM4Me/pa3Mep Ha SI3BHUTE, TPOIICHT HA JIMTABUYHATA MOBHPXHOCT, IOKPHUTA OT S3BH,
MPOIICHT HA JIMTABUYHATA MOBLPXHOCT, 3aCeTHATa OT JIPYTH JIC3UH, U HATNYIHE/BUJI HA
CTeCHsBaHUsATa/CTpUKTypute. Ha cenmMunia 8, ciien eJMHMYHA MHTPABEHO3HA MHIyKI[MOHHA /1034,
npomsiaata B SES-CD ckopa e no-rosnsima B rpynara Ha ycrekuaymad (n = 155, cpenna

mpoMsHa = -2,8) OTKOJIKOTO B IpymaTa Ha mianedo (n = 97, cpeana npomsua = -0,7, p = 0,012).

Ioenussane na ucmynrume

B enna nmoarpyna naumeHTy ¢ ApeHUpany GUCTYIM Ha U3X0AHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot nexKyBaHHTE C YCTEKMHYMa0 MAI[MeHTH CE TMOBJIHUSIBAT B IPOABIDKEHNE Ha 44 cenMuIiu
(ompeneneno xato > 50% HamaneHue OT U3XOAHO HHBO B IPOYYBAHETO C MHAYKIHSA Ha Opos Ha
IOpeHupamure GpUcTynn) B cpaBHenue ¢ 5/11 (45,5%) ¢ mane6o.

Kauecmeo na sicugom, cvp3ano cvc 30pasemo

KauecTBOTO Ha )KMBOT, CBHP3aHO ChC 3JIPABETO, € OIICHEHO MOCPEACTBOM BBIpocHUK mpu
BB3MaNUTETHN 3a00sBanus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BenpocHunm SF-36. Ha cemmuria 8 manueHTHTE, MOTydaBaiiy yCTeKMHYMAa0, TTOKa3BaT CTATUCTHICCKU
3HAYUMO TMO-TOJIAIMO U KIIMHUYHO 3HAYMMO 1o00penue Ha obuwst IBDQ ckop u na SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBrenue c marebo. B mpoyusanero IM-UNITI no cenmura 44 te3n nogoOpeHus
OOMKHOBEHO C€ MOAIbPXKAT MMO-A00pe MPH JICKYBaHU C YCTCKUHYMA0 MallieHTH B CPABHEHHUE C
miane6o. [ogoOpeHrneTo Ha Ka4eCTBOTO Ha KUBOT, CBBP3aHO ChC 3APaBETO, OOUKHOBEHO CE
MTOAIBPIKA TIPE3 IITI0TO MPOABIDKEHUE 10 ceaMHUIIa 252,

HmyHOreHHoct
[To Bpeme Ha jedeHHe ¢ ycTeKnHyMal MoraT Jja ce pa3BUAT aHTUTEIA CPelly YCTEKHHYMal U

ITOBEYETO OT TAX ca HeyTpanu3upaniin. OO0pazyBaHETO Ha aHTUTENA CPEILy YCTeKHHYMald € CBBP3aHo C
MTOBUINICH KIIMPHHC HA YCTEKMHYMA0 mpu manueHTH ¢ 6onect Ha Crohn. He e HaOnronaBana HamasneHa
epukacHocT. He ce HaOmro1aBa oueBUHA 3aBHCUMOCT MKy HAJTMYUETO Ha aHTUTEIa CPEIry
YCTeKMHYMal U TosiBaTa Ha peakilii Ha MSACTOTO Ha MH)KEKTHPaHe.

[ennaTpuyHa momynanus

EBpomneiickara areHIys 1o JeKapcTBara oTiiara 3a1bJDKEHHETO 3a PEI0CTaBsHEe Ha PE3YNITaTUTE OT
MIPOYYBAHUSATA C peepEHTHUS JIEKAPCTBEH MPOIYKT, ChAbPIKAIll YCTCKHHYMAa0, B €/IHa WM TIOBEYE
MOATPYIH Ha MeANaTpUIHATA Moy nanus npu 6onect Ha Crohn (Bx. Touka 4.2 3a nHpOpMaLus
OTHOCHO yIoTpe0a B IeINaTPHUATA).

bonecm na Crohn npu oeya

BezomacHocTTa M ehkacHOCTTa Ha yCTEKHMHYMA0 ca OlleHeHH MpH 48 TienaTpUYHY MAIUEHTH C TETJIO
Haif-manko 40 kg B MeXXIMHEH aHAIN3 Ha MHOTOIEHTPOBO mpoyusane dasza 3 (UNITI-Jr) 3a
MeAMATPUYHU MAIMEHTH ¢ yMEpPEeHa JI0 TeKKa akThBHa 0osiect Ha Crohn (neduuupana upe3 Mumexe
Ha akTUBHOCTTA Ha OonectTa Ha Crohn [PCDAI] > 30) B npoabkeHue Ha 52 ceIMULIH JieueHHe

(8 cenmuIy MHIYKIMOHHO U 44 ceMUIM TOAIbpIKalIo JiedyeHue). [lanueHTure, BKIIOYCHH B
MIPOYYBaHETO, MIJIM HE Ca MMAJTN TOCTaTh4Y€H OTIOBOD, WM Ca UMaJIl HEMOHOCHMOCT KbM IPEIXOoaHa
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OuoNorMYHa WM KOHBEHIIMOHANHA Tepanus 3a Oonectra Ha Crohn. [IpoyuBaHeTo BKIIOYBA OTKPUTO
WHAYKIUOHHO JICUCHHE C MHNYHA MHTPAaBEHO3HA J103a ycTeKuHyMa0 npubimusurento 6 mg/kg (Bx.
Touka 4.2), mocaeBaHO OT paHAOMH3UpPaHa ABOHHOCIANA MOIIbPIKAIa CXeMa C TOJIKOKHO
npuioxenue Ha 90 mg ycTeknHyMad Ha BCEKH 8 CEIMHIIM MM HA BCeKH 12 ceaMuIy.

Pesynmamu 3a epuxacnocm

[IppBUYHaTa KpaiiHa TOYKa HA MPOYYBAHETO € KJIMHUYHA PEMHCHS Ha CEIMHIIA 8 OT HHAYKIUAITA
(nedmnupana xato ckop nmo PCDAI < 10). [IponieHThT Ha NAIMEHTUTE, TOCTUTHAIM KIIMHUYHA
pemucus, € 52,1% (25/48) u e cpaBHUM C TO3H, HAONIIOJaBaH B MPOyUYBaHUATA (a3a 3 Ha yCTEKUHYMao
IIPY BB3PACTHHU.

Kimauden otrosop e HaOIr01aBaH ole Ha ceaMuiia 3. [IpoleHThT Ha NAIMEHTUTE ¢ KIMHUYCH
OTrOBOp Ha cenMuIa 8 (neduHIpaH KaTO HaMalleHHe CITPSIMO U3XOJHOTO HUBO Ha OOIINS CKOP IO

PCDAI >12,5 touku ¢ 0611 ckop o PCDAI e noseue ot 30) e 93,8% (45/48).

B Tabnuiia 6 ca npeCcTaBeHN aHAIM3UTE HA BTOPUYHUTE KPAHU TOUKH MO BpEMe Ha MO IbpiKaIiaTa
Tepamnus 10 ceamura 44.

Tabnuya 6. Pestome Ha 6mopuyHume KpaiHu mouKku no peme Ha no00bPHCAUOMO edeHue 00

ceomuya 44
90 mg 90 mg OO0 Opoii
YCTeKMHYMa0 yCTeKMHYMa0 NMALUEHTH
npe3 8 cexMun npe3 N =48
N =23 12 cepmuuu
N =25

KyiMHHYHA peMuCcHS 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
KnunnuHa pemucus 6e3 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
KOPTHKOCTEPOHIH®
KnvHnYHA peMUCHS TIPH MAI[MEHTH, 64,3% (9/14) 54,5% (6/11) 60,0% (15/25)
KOMTO Cca OWIIM B KIIMHUYHA
pPEMUCHS TP HHAYKIHMATA HA
cenvuna 8~
KtiHm4eH oTroBop | 52,2% (12/23) 60,0% (15/25) 56,3% (27/48)
EH/IOCKOTICKH OTrOBOp © 22,7% (5/22) 28,0% (7/25) 25,5% (12/47)

*

8

Knuanynara pemucns e nedunupana xkaro ckop no PCDAI < 10 Toukwu.

Pemucust 6e3 kopTukocTeponu € nepunupana kato ckop no PCDAI < 10 touku 1 0e3 npueM Ha KOPTHKOCTEPOUIH B
npoabnkeHue Ha nmone 90 auu npenu Cenmuiia M-44.

KnuauaHUST OTroBOp € NeMHNpaH KaTo HaMalleHHe CIIPSIMO H3XOAHOTO HUBO Ha ckopa o PCDAI > 12,5 touxu ¢
0061 ckop mo PCDAI He noseue ot 30.

Ennockonckust oTroBop € aeduHnpan kato Hamanenue Ha ckopa SES-CD > 50% wumu ckop SES-CD < 2 npu
MalMeHTH ¢ u3xoaeH ckop SES-CD> 3.

Kopueupane na wecmomama na npunosicenue

[NanmeHTHTE, KOUTO MPEMUHABAT Ha OJABPKALIO JIEUeHUE U UMaT 3aryba Ha oTroBop (loss of
response, LOR) Bb3 ocHOBa Ha ckopa 1o PCDAI, oTroBapsT Ha yclioBuUsTa 32 KOPUTHPAHE Ha J103aTa.
[TanpeHTHTE MK IPEMUHABAT OT JICYEHUE HAa BCEKU 12 ceAMMIIM HAa BCEKU 8 CeMUIM, UJIM OCTAaBAT Ha
JieueHHne Ha BCEKHU 8 ceAMUIH (Tu1ane0o KopeKuus). 2 MalMeHTH ca ¢ KOPUTHpaHa 103a KbM I10-
KpaTKusl HHTEPBAII Ha MpUIIokeHue. [Ipu Te3n manueHTy KIMHnYHA pemMucus e nocturaata mpu 100%
(2/2) ot marueHTUTE 8 CEAMUITH CIIC]] KOPUTHPaHE Ha J[03aTa.

HpO(bI/IJ'I’LT Ha 0€30IIaCHOCT Ha cXeMara Ha WHAYKOUOHHO MPUJIOKCHUE U HAa IBETC CXEMU Ha

MOJIBPIKAIIO JICUCHUE MTPH NeTUATPUYHATA TTOTYIAIH ¢ Tero Haili-manko 40 kg e cpaBHUM ¢ TO3H,
YCTaHOBEH IPH MOy IanuATa Ha Bh3pacTHH ¢ 6omect Ha Crohn (BK. Touka 4.8).
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Cepymnu u ghexannu 6uomapkepu Ha 6b3naieHuemo

Cpennara mpoMsiHa COPSIMO U3XOAHOTO HUBO NPU IMOATBPIKAIIO JIeUeHUE Ha cenmuna 44 Ha
koHueHTparmuTe Ha C-peaktiBeH nmpoterH (CRP) u pekanen kaampoTekTHH e cboTBeTHO -11,17 mg/I
(24,159) u -538,2 mg/kg (1 271,33).

Kauecmeo na osicusom, cevbp3ano cvc 30pagemo
O6mute ckopose 1o IMPACT-III u Bcnuku nogaoMeitHu (4peBHU CUMIITOMH, CHCTEMHH CUMITTOMH,
CBBP3aHH C YMOPa, 1 0JIATOCHCTOSHIE) MTOKa3BaT KIMHUYHO 3HAYMMU TTOZOOPEHNUs ciell 52 CeAMUIIH.

5.2 dapmMakoKHHETHYHHU CBOHCTBA

Crnen npernopbhYnTEIHATA HHTPABEHO3HA WHIYKIIMOHHA /1032 Me/IMaHaTa Ha MaKCUMallHaTa CepyMHa
KOHIICHTpAITUs Ha YCTeKHHYMa0, HabmonaBana 1 gac cien nuadysuara, ¢ 126,1 ug/ml mpu
naruentute ¢ oonect Ha Crohn.

PaznpeneneHue
Menuanata Ha oOeMa Ha pasnpesielieHue B TepMuHaiHara ¢asa (Vz) ciies] eTHOKpaTHO HHTPABEHO3HO

MPUIIOKEHUE TP MALMEHTH C Icopuasuc Bapupa ot 57 o 83 mi/kg.

Buorpanchopmariusg
TouyHUST BT HA META0OIU3UPAHE HA YCTCKUHYMA0 HE € M3BECTEH.

EnuMunupase
Menuanata Ha cucteMHus KiaupbHC (CL) cien eqHOKpaTHO MHTPABEHO3HO MPHIIOKEHUE TTPH

MAIUEeHTH ¢ TIcoprasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. MennanaTta Ha Oy )HBOTA (t1/2) HA
YCTEKHHYMa0 ¢ MpUOM3UTEITHO 3 CeMUITH IPH ManueHT ¢ 6onect Ha Crohn, icopuasuc u/uimm
IICOpUaTHYEH apTPUT U Bapupa oT 15 10 32 1HU BBB BCUYKHM MPOYUYBAHUS HA TICOPHA3HC U
MICOPUATHYCH apTPHT.

JInHEeWHOCT Ha 103aTa

CucremHara excrio3unus Ha ycreknHyMad (Cmax 1 AUC) ce yBenn4aBa o HaYWH, TPUOIU3UTEIHO
MIPONIOPLIMOHANICH HA 103aTa, cJe] €AHOKPAaTHO MHTPABEHO3HO MPHJIOKECHUE HA 103 B TPaHULIATA
mexay 0,09 mg/kg u 4,5 mg/kg.

Crierualiiny nonyJiaruu

Hsma manmnaam GpapMakOKHHETHIHH JaHHHU IPH MTAIHEHTH C YBpeaeHa Oh0pedHa WiH YepHOapOOHA
¢ynkmus. He ca mpoBeneHN KOHKPETHH MPOYUYBAaHUSA C HHTPABEHO3HO MPHIIOKEHUE HAa yCTEeKUHYyMal
MPY TAMEHTH B CTapUYecKa Bh3PACT WM TIEAUATPUIHH TAueHTH ¢ Terio mox 40 Kg.

[Tpu nmarmuenTn ¢ 6omect Ha Crohn BapraOMIHOCTTA Ha KIMPBHCA HA YCTEKMHYMA0 Ce TIOBIIHSBA OT
TEJIECHOTO TETJI0, HUBOTO Ha CEPYMHHUsI alIOYMUH, MI0J1a ¥ cTaTyca Mo OTHOLICHUE HA aHTHTeIaTa
cpenly ycTeKuHyMa0, JTOKaTo TEIECHOTO TETIIO € Haii-3HaunMaTa KOBapHara, BIHsEIa BEPXy ooeMa
Ha pasnpenencaue. OcBeH ToBa mpu 6osecTTa Ha Crohn KIUPBHCHT ce MoBIHsABa OT C-peakTUBHUS
MIPOTEMH, CTaTyca I10 OTHOILIIEHHE Ha HeycleX Ha jJedyeHuetro ¢ TNF-anTaronucTy u pacara (a3uaTcku
CHpSIMO HEa3MaTCKH MPOU3X0.). Br3aelicTBreTo Ha Te3n KOBapHaTH € B paMkuTe Ha £20% oT
TUTIMYHATA WIH pedepeHTHaTa CTOWHOCT Ha choTBeTHU DK mapamersp, mopamy ToBa He €
HeoOXoIMMa KOPEKIHsI Ha J103aTa 3a Te3u KoBapuaTH. ChITbTCTBAIIOTO MPHIOKECHUE Ha
HWMYHOMOJyJIaTOPH HAMA 3HAYUTEIHO BIMSHUAE BHPXY Pa3NpeieieHUEeTO Ha YCTEeKHHYMao.

Perynupane Ha CYP450 eHzumu

Edexrure Ha IL-12 unu IL-23 Bepxy perynupanero Ha CYP450 ensumure ca OrieHeHH B iN Vitro
MpOy4YBaHe C U3IMOJI3BaHEe Ha YOBEIIKH XENaTOIUTH, KOeTo oka3ea, 4e 1L-12 nu/umm I1L-23 ¢ HuBa ot
10 ng/ml e mpomensaT aktuBHOCTTa Ha YoBemkuTe CYP450 emsumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
win 3A4; Bx. Touka 4.5).

[IpoBeneHo e oTkputo npoyusaHe ¢aza 1 3a nekapctBenu B3aumoaeicteuss CNTO1275CRD1003 3a
OTICHKA Ha eeKTa Ha YCTeKUHYMal BEPXY €H3MMHATa aKTUBHOCT Ha ITUTOXpoM P450 cien nHIyKIus
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U TOATBPIKAIIO MPHUJIaraHe Npy MaueHTy ¢ akTuBHa Oosect Ha Crohn (n=18). He ca HabnromaBaHu
KIIMHUYHO 3HAYUMU NMPOMeHH B excrio3unusaTa Ha kodenH (CYP1A2 cyberpar), Bapdapur

(CYP2C9 cy6erpar), omenpazon (CYP2C19 cybcerpar), mexcrpomeTophan (CYP2D6 cyberpar) mimn
mupaazonam (CYP3A cyGcerpar), koraTo ce U3M0I3BaT ChIIbTCTBAILO C YCTEKHHYMa0 MpH oJjo0peHara
MPeNopPbUYUTENIHA TO3UPOBKA MPH ManueHT ¢ 6osecT Ha Crohn (Bxk. Touka 4.5).

IlennaTpuuHa nomyJsanus

CepyMHUTE KOHIIEHTPAIUK Ha YCTEKUHYMa0 Mpy NeIuaTpuIHu nanuenTu ¢ 6onect Ha Crohn ¢ Terio
Han-manko 40 kg, mekyBaHH ¢ IpenopbhUnTETHATA 1033, OCHOBABaIlla Ce Ha TETJI0TO, KaTo IS0 ca
CpaBHHMMHU C T€3U MPH BH3paCcTHH NanueHTH ¢ 6oject Ha Crohn, JeKyBaHM ¢ 1032, OCHOBaBallla ce Ha
TErJ0TO.

5.3 TlpenkJuHUYHHU JAHHHU 32 0€30MACHOCT

HexnmuHnyHUTE TaHHKM HE TIOKAa3BaT OCOOCH PUCK (HAIP. TOKCHYHOCT Ha OpraHHTe) 3a Xopa Ha 0a3aTa
Ha TIPOYYBaHUs 32 TOKCUIHOCT ITPH MHOTOKPATHO TMpHJIaraHe, TOKCHIHOCT 33 Pa3BUTHETO H
PENPONYKTUBHA TOKCHYHOCT, BKJIIFOYUTEIHO U (apMaKOJIOTHYHUTE OIIEHKH 3a Oe3onacHocT. [Ipu
MPOYYBaHUS 32 TOKCHYHOCT 33 Pa3BUTHETO U PENPOIYKTHBHA TOKCUYHOCT IPH IBJITOOMNAIIATH MaKamy
He ce HaOIro1aBaT HeXXeNaHu e(PeKTH BBPXY QEPTUIIUTETA PH MBKKUTE, KAKTO M BPOACHH Me(DEeKTH
WM TOKCUYHOCT 3a pa3BuTHeTo. He ce HabmonaBar Hexxenanu eeKTH BbpXy pepTHIINTETa MPH
KEHCKUTE MPH yrnoTpedara Ha aHaJIOTHYHO aHTUTSIIO cpemty 1L-12/23 nmpu Mumku.

Jl030BUTE HUBA B IPOYYBAHMS P KUBOTHH ca OJIN30 45 IMBTH TO0-BHCOKH OT Hal-BHCOKATa
C€KBUBAJICHTHA /1034, IPCABWK/IaHa 3a PUIIOKCHUEC IIPU NAIIUCHTH C IICOpHUAa3nC, U BOAAT 10
MAaKCUMAaJHU CEPYMHH KOHLIEHTPALMU IpU MaliMyHH, KouTo ca Haa 100 mbTH NO-BUCOKU OT
KOHIIEHTpAINHUTe, HAOII0JaBaH! TIPU XOPa.

He ca npoBexnanu mpoy4BaHus 3a KAHLUEPOT€HHOCT C YCTEKHMHYMa0 MopaIy JUIcaTa Ha IMOIXO0SIIH
MOJIENIN 32 aHTHUTSIO 0e3 KpbcTocaHa peakTUBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6. DAPMAIEBTUYHU JAHHU
6.1 CHnucbk Ha IOMOIIIHUTE BelIeCTBA

Hunatpues enerat auxuapar (E385)
L-xucTuana

L-XUCTUAMHOB MOHOXUAPOXJIOPH]] MOHOXUAPAT
L-meTHOHUH

Iommcop6ar 80 (E433)

3axapo3sa

Bopa 3a nnxekuu

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha mpoy4YBaHUs 32 HECHbBMECTHMOCTH, TO3H JIEKAPCTBEH MPOJYKT HE TPsOBa Ja ce cMecBa C
JpyrH JiekapcTBeHn npoaykTu. Fymskina TpsioBa na ce paspexaa camo ¢ HaTpues xiopua 9 mg/ml
(0,9%) uHdy3rOHEH pa3TBOP.

Fymskina ne Tpsi0Ba 1a ce npuiara eJHOBPEMEHHO B €/IHa U ChIlla MHTPABEHO3HA CHCTEMa C IPyTH
JIEKapCTBEHU MPOIYKTH.

6.3 Cpok Ha rogHOCT

3 roguHu
a He ce 3ampassBa.

Jloka3zaHa € XUMHUYHA U (pU3UUIHA CTAOMITHOCT 10 BpeMe Ha yrnoTtpeba 3a 24 yaca mpu 15-25 °C.
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I[a HC CC BpbIa 06paTHO B XJIaIUJITHUKA CJIIC pa3pCiKaAaHeC.

OT MHKPOOMOJIOTUYHA TJIeTHA TOYKA MMPOAYKTHT TPSOBA J1a ce ynoTpedu He3abaBHO, OCBEH aKO
METOABT Ha pa3pexkaaHe U3KIF0UBA PUCK OT MUKPOOHO 3aMbpcsiBaHe. AKO He ce ynoTpeOu He3abaBHO,
HEePUO/IBT Ha M3IOJI3BaHEe U YCIIOBHATA Ha ChXPaHEHHE P YIOoTpeda ca OTTOBOPHOCT Ha
MOTPEOUTEINS.

6.4 CroenuajHu yCJ0BHUSI HA CbXpaHeHHe

Ha ce cpxpansia B xnaauiauk (2 °C — 8 °C). [la He ce 3ampasssa.
CoxpansBaiite ¢iakoHa B KapTOHEHATa ONAKOBKa, 3a J1a e Mpeanasy OT CBETINHA.

3a ycnoBusiTa Ha ChXpaHEHHE CIIe/ pa3pekIaHe Ha JIeKapCTBEHHS MIPOAYKT BUXKTE ToUKa 6.3.
6.5 Bwuxu chbabp:KaHHe HA ONIAKOBKATA

26 ml pa3tBop B 30 ml ¢nakoHn ot cTbKi0 THH I, 3aTBOpeH ¢ OpomoOyTHIIoBa 3amymianka. Fymskina ce
pasnpocTpaHsIBa B OMAKOBKA MO 1 ¢IrakoH.

6.6 CneuuaJHu mpeanasHu MePKH NP U3XBHPJIsiHE U padoTa

Pa3TBOp®T BEB (himakona Fymskina He TpsOBa na ce paskirama. Pa3TBopbT TpsOBa 1a ce mpoBepH
BHU3YaJIHO 3a HAJIMYMETO HAa BUAUMMH YaCTUIIN UJIK NIPpOMAHA Ha IBETA, IIPEAN J1a C€ IIPHUIIOKU.
Pa3tBOpBT € OUCTEP, Oe31BETEH 10 OIe0KbITO-KadsiB. JIekapCTBEHUST MPOIYKT HE TPsIOBa J1a ce
yHoTpeOsiBa, aKo pa3TBOPHT € C MPOMEHEH I[BSIT WJIM MBTCH WK aKO ChIbPKa BUIUMU Ty KM
YaCTHUIIH.

Paspexxnane
Fymskina koHIieHTpaT 3a MH()Y3UOHEH pa3TBOP TPSAOBaA Jla CE€ pa3pe/Iy U Ja ¢e IMOJrOTBU OT

MCIUIIMHCKHU CIICHUAJIMCT C IIOMOIITa Ha aCCIITUYHA TCXHUKA.

1. M3uncnere mo3ara u Opost Ha HeoOXoaumuTe ¢rakorn Fymskina Bb3 0CHOBa Ha TETJIOTO Ha
nanueHTa (Bx. Touka 4.2, Tabnuua 1). Beeku gnakon Fymskina 26 ml ceaspixa 130 mg
ycrekuHyMa0. M3nonsBatite camo mbiaHu ¢uiakonn Fymskina.

2. Wsreriere u u3xpbpiieTe oT HH(py3uonaws cak 250 ml o6em mHarpues xiaopun 9 mg/ml (0,9%)
UH(Y3UOHEH pa3TBoOp, paBeH Ha ooeMa Fymskina, koliTo TpsiOBa 1a ce 100aBH. (U3XBBPIIETE
26 ml HaTpueB xnopua 3a Bceku HeoOxoauM ¢rakoH Fymskina, 3a 2 ¢nakoHa u3xsbpiiere
52 ml, 3a 3 ¢nakona usxeepiere 78 ml, 3a 4 ¢nakona uzxpwupaere 104 ml)

3. Maternere 26 ml Fymskina ot Bcekn HeoOXoauM (uIakoH U TH 100aBeTe KbM HH(PY3UOHHHS CaK
250 ml. Kpaitnuar o6em B nH(y3uoHHuA cak TpsiOBa aa Obae 250 ml. Buumarenno cmecere.

4. Ipenu nmpunokeHUeTo MpOBEpeTe BU3YalTHO paspeacHus pa3teop. He ro ymorpebssaiite, ako ce
HaOJFO/IaBaT BU3yallHO HEMPO3PAYHU YACTHIIU, TPOMSIHA Ha [[BETA WITU YYK/U YACTHIH.

5. [punoxere paszpeaeHus pa3TBOP 3a NEPUOJ] OT Hail-Malko efuH vac. Cies KaTo ce pa3pel,

npuiIaraHeTo Ha MH(Y3MOHHUST pa3TBOp TpsOBa 1a ce U3BBPIIM B paMKHUTE Ha 24 yaca ciex
paspexxgaHeTo B MH(Y3UOHHUS Cak.

6. Wznon3eaiite camo HaOboOp 3a uH(QY3Us C BrpajicH, CTEPUIICH, aTUPOTeHEH QUITHD ChC CI1ab0
CBBbp3BaHe Ha MPOTEeHHU (pa3Mep Ha nopure 0,2 MUKpOMETpa).
7. Bceku drakon e camo 3a €THOKPATHO MPHIIOKEHUE W HEU3ITOI3BAHUAT JICKAPCTBEH MPOYKT

Tp5{6Ba J1a C€ U3XBBHPJIU B CBOTBETCTBUE C MECTHUTE U3UCKBAHUA.

7.  TIPUTEXATEJ HA PABPEIIEHUETO 3A YIIOTPEBA
Formycon AG

FraunhoferstraRe 15
82152 Martinsried/Planegg
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I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1862/003

9. JATA HA ITbPBO PASPEIIABAHE/IIOJHOBSIBAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

[Hata Ha mbpBO pa3pemaBane: 25 centeMBpu 2024 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IToapo6Ha nHGOpMAITHS 32 TO3U JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus no Jiekapcraata https://www.ema.europa.eu.
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vTOSI/I JIEKapCTBEH MPOIYKT MOJIICKH Ha JOMMBIHUTEIIHO HabomeHne. ToBa 1e mo3Boim 0bp30TO
YCTaHOBSIBaHE HAa HOBa MH(OPMAITUs OTHOCHO Oe3omacHoCcTTa. OT MEAMIIMHCKUTE CIICLUATMCTH CE
M3KCKBa JIa ChOOIIaBaT BCSIKA MMOI03MPaHa HeKellaHa peakifus. 3a HaurHa Ha ChOoOIIaBaHe Ha
HEXKEJIaHU PeaklUy BUXKTE ToukKa 4.8.

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Fymskina 45 mg uHKeKIMOHEeH pa3TBOP B MPEBAPHUTEIIHO HAITBIHCHA CIIPUHIIOBKA
Fymskina 90 mg nHkeKnoHeH pa3TBOP B IPEBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Fymskina 45 mg nHXeKIMOHEH pa3TBOP B IPEABAPUTENHO HAIBIHEHA CIIPUHIIOBKA

Bcesika npeiBapuTenTHO HATBJTHEHA CIIPUHIIOBKA ChIbpxka 45 mg ycrekunymab (ustekinumab) B
0,5 ml.

IToMOIITHO BEMIECTBO ¢ M3BECTHO JICHCTBHUE

ToBa nekapctBo chabpika 0,02 mg nonucopbat 80 BBB BCsAKa NPEIBAPUTEIIHO HAITBIHEHA
CTIIPUHIIOBKA, KOMTO ca ekBuBajgeHTHH Ha 0,04 mg/ml.

Fymskina 90 mg nHKeKIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIHCHA CIPUHIIOBKA

Bcsika npeiBapuTEIHO HAaITbJIHEHA CIIPHHIIOBKA Chabpka 90 mg ycreknnymab (ustekinumab) B 1 ml.
IToMOITIHO BEUIECTBO C M3BECTHO JICHCTBHE

Toga mekapctBo chabpka 0,04 mg momcopbat 80 BBB BesKa MPeIBAPUTEITHO HAITBJIHCHA
CIIPUHIIOBKA, KOMTO ca ekBuBajgeHTHH Ha 0,04 mg/ml.

VYereknaymab e usnsio gosentko IgG 1k MOHOKIIOHAIHO aHTHTSIO KbM uHTepieBKuH (IL)-12/23,
MMPOU3BCACHO B KJICThbYHA JIMHUA OT SHYHUK Ha KUTAHCKU XaMCTEp € moMoIITa Ha peKOM6I/IHaHTHa
JHK texnomorus.

3a IIBJIHKS CIIMCHK Ha IIOMOILHUTE BEIIECTBa BIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Fymskina 45 mg uHXEeKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HABIHEHA CIIPUHIIOBKA.
HmkeknuoHeH pa3TBop (MHKCKITHS)

Fymskina 90 mg MHXEKLMOHEH pa3TBOP B IPEABAPUTEIHO HANBIHEHA CIPUHIIOBKA.
WnxexyoneH pa3TBop (MHKEKITUS)

Pa3TBOPBT € OUCTBP J10 JIEKO OMAIECIICHTEH, OC3IBETEH JI0 OJICTI0KBITO-Ka(sB.

4, KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

IInakoB ncopuasuc

Fymskina e nokasaH 3a jeueHre Ha yMEpEH 10 TEXbK IIaKOB NICOPHA3UC MPH Bb3pPACTHH, KOUTO HE ca
ce MOBJIMSIN, UMAT IPOTUBONOKA3aHUS WM HEIOHOCUMOCT KbM JIPYT'H CUCTEMHH Teparnuy,
BKJTIOYBAIIN [UKI0cTopHH, MeToTpekcat (MTX) unu ITYBA (nicopaiieH u ynTpaBHOIETOBH A THYH)
Tepanus (BX. Touka 5.1).

I11akoB IcOpHa3uC MPH MeAUATPHYHH ITAITUCHTH
Fymskina € IMOKa3aH 3a JICYCHUC Ha YMCPCH N0 TCKBK IUIAKOB ICOPUA3UC ITPU AC€1a U MMAIUCHTU B
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IOHOIIIECKA Bh3pacT Ha 6 TOAMHU U MO-TOJIEMH, U IIPU KOUTO UMa HEJOCTaThYeH KOHTPOJ WIH
HETIOHOCUMOCT KBM JIpYTH CUCTEMHH Tepanuy wim Gororepanuu (Bx. Touka 5.1).

IIcopuatnuen aprpurt (PsA)

Fymskina, camocTositenso uinu B komOuHanus ¢ MTX, e mokasaH 3a JeueHHE Ha aKTUBEH
[ICOPUATHYECH apTPUT IPU Bb3PACTHH MALMEHTH, IIPH KOUTO OTTOBOPHT KbM IPEAIIECTBAIO JIEUCHUE C
HeOnonornyHu MouduIUpaly oonectra anTupeBMaTuaHu Jiekapctsa (DMARD) e 6un
HEeIOCTaTh4eH (BXK. Touka 5.1).

Bonect Ha Crohn ipu Bb3pacTHH

Fymskina e moka3aH 3a Jie4eHue Ha Bh3paCTHU MAIIMEHTH C YMEpPEHa JI0 TeXKKa aKTHBHA 0OJIECT Ha
Crohn, kouTo ca ce MOBIMIM HEAOCTATHYHO, BeUe HE C€ MOBIUABAT MM UMAT HEIIOHOCHUMOCT KbM
KOHBEHIIMOHAJIHATA Tepalnus Wik KbM aHTaroHuct Ha TNFa.

Boxecr na Crohn npu nera

Fymskina e mokasaH 3a JieueHre Ha yMepeHa JI0 TeKKa akTHBHA 6onrect Ha Crohn npu neauaTpuaHm
MaIMEHTH C TerJIo Hai-mainko 40 Kg, KouTo ca nMaiii HeAOCTaThUEH OTTOBOP WJIH UMAT
HEMOHOCUMOCT KbM KOHBEHI[HOHAJIHA WJIH KbM OHOJIOTHYHA TEPAIIHs.

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Fymskina e npeaHa3zHaueH 3a ynotpeda noj prKOBOACTBOTO U HAJ30pa Ha JIeKap C OMHUT B
TUATHOCTUITMPAHETO U JICUCHUETO Ha 3a00sBaHus, 3a kouto Fymskina e mokazamn.

ﬂompoma

I1imakoB mcopuasuc
[Ipenopruntennara go3upoBka Ha Fymskina e HauanHa 103a 45 mg, MpuIoKeHa MOAKOKHO,
IoCJIeIBaHa OT 1032 45 Mg 4 ceIMHIM ITO-KBCHO M CJIST TOBA Ha BCEKH 12 CEIMUIIN.

HpI/I NalMCHTH, KOUTO HE Ca CC IMOBJIMAIN OT JICYUCHHUECTO O0 28 ceaAMuIu Tpﬂ6Ba Ja ce oomucIu
MPCKpaTsABAHC HA TCpamnusTa.

Hayuenmu ¢ menecro meano > 100 kg

3a manuenTtu ¢ tenecHo terno > 100 kg mppBoHavanHata f03a ¢ 90 mg, IpuIToKeHa MOKOKHO,
rocienBana ot no3a 90 mg 4 cenMunm Mo-KbCHO | CJIea TOBa Ha Bceku 12 ceqmurta. [lpu tes3n
MAaIMeHTH J03aTta OT 45 mg cbIlo € ehuKacHa, HO MO-TroJisiMa ePUKACHOCT uMa fo03ata ot 90 mg. (Bxk.
Touka 5.1, Tabnuma 3)

[copuatwmuen aptput (PsA)

[IpenopruBanara no3upoBka Ha Fymskina e HauanHa 103a 45 mg, nmpuoxeHa MmoaKOKHO,
mocjeBana ot j03a 45 Mg 4 ceAMUIH MO-KBCHO M CJIC/ TOBA HA BCEKH 12 ceqMuIu. AJITEPHATHBHO,
TIpH marueHTn ¢ TenecHo termo > 100 kg, Mmoxe nma ce usmomssat 90 mg.

HpI/I NalMeHTH, KOUTO HE Ca CC IMOBJIMAIN OT JICYCHUCTO OO0 28 CCAMHIIH Tpﬂ6Ba Ja ce oomucau
MNPCYyCTAHOBABAHC HA JICUCHUCTO.

Cmapuecka év3pacm (> 65 coounu)
He e HeoOX0anMO ajianTupane Ha J103aTa IpU MAIMEHTH B CTapyecka Bb3pacT (BK. Touka 4.4).

bvbpeuno u uepnoopobro yspesicoane
He ca npoBexaaHu Mpoy4YBaHus ¢ yCTeKHHyMa0 Mpu Te3u momynaiuu nanueHT. He Moxe aa ce nane
mpernopbKa 3a J103aTa.

THeouampuuna nonynrayus

BeszonacHocTTa M eprkacHOCTTa Ha yCTEKMHYMal MpH Jiena ¢ ICOpHa3nc Ha Bb3PacT o 6 ToJuHN
WJIM TIPH JeTla C TICOPHATUYeH apTpUT oA 1 8-ToAnITHa BB3pacT BCe OIle HE Ca YCTAaHOBEHH.
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[l1akoB ncopuasuc Npyu MEeIUATPUIHU MANUCHTH (6 TOMHU U O-TOJIEMHU)
IpemoppuntennaTa q03a Ha Fymskina criopes TesecHoTO Terno e mokaszana mo-moiy (Tabmura 1).
Fymskina tps6Ba na ce npuara Ha ceamunu O u 4, clies; TOBa Ha BCeKU 12 ceIMUIH.

Tabauya 1. Ilpenopvuumenna 0oza Fymskina npu neduampuunu nayueHmu ¢ nCOPUAsuc

TejecHO TerJao KbM MOMEHTA HA MNpuJjaarane HpenoquHTeﬂHa a03a
< 60 kg* -
> 60-<100 kg 45 mg
> 100 kg 90 mg

* Fymskina He ce mpe/uiara 3a IanueHTH, KOUTO C€ HY)KIasAT OT MO-MaJIka OT Iisi1a 103a 45 mg. AKo €
HEoOX0MMa alTepHATUBHA /1032 TPSAOBA J1a ce M3MOA3BAT APYTH MPOJAYKTH, ChABPKAIINA YCTEKUHYMAO,
MPEIOCTABSIIH Ta3H Bh3MOXKHOCT.

Hswma nekapctBena popma Ha Fymskina, kosTo 1aBa B3MOXKHOCT 3a JIO3UPAHE CIOPE] TEIESCHOTO
TETJI0 TIpH NeAnaTpudHu manueHTH moxa 60 kg. Ipu manmenTn ¢ Terno nox 60 kg TpsibBa na ce
TIpuIara TOYHaTa J103a Ha 0a3zara Ha mg/kg, KaTo BMECTO HETO C€ M3MOJI3Ba IPYT MPOIYKT, ChIbPIKAII]
ycTeknHyMa0 - 45 mg WHKEKIIMOHEeH Pa3TBOp BHB (DIaKOHU, Mpesiarail Jo3UpaHe Cope]] TEIeCHOTO
TErJIO.

[Ipu nanmenTH, KOUTO HE ca Ce MOBIUSIIN OT JICUSHUETO JI0 28 cenMuIy, TpsiOBa J1a ce OOMHCIH
MNpCyCTAaHOBABAHEC HA JICUCHUCTO.

Bn3pactHu
Boaect Ha Crohn

B cxemara Ha nedeHue mppBaTa J03a Ha Fymskina ce mpuiiara nHTpaBeHO3HO. 3a JO3UPOBKaTa MPH
WHTpaBEHO3HA cXeMa Ha mprtarane BimkTe Touka 4.2 ot KXII ma Fymskina 130 mg koHIteHTpaT 3a
MH(pY3UOHEH Pa3TBOP.

[IspBOTO MOIKOX)HO TpHokenne Ha 90 mg Fymskina TpsOBa ia ce u3BBpIIM HA cenMuUIa 8 Cliel
UHTpaBeHo3Hata 103a. Ciell ToBa, ce IIpernopbuBa NPUIOKEHUE 1pe3 12 ceamuuu.

[MareHTH, KOWTO HE Ce MOBIUSABAT AOCTATHYHO JI0 8 CEMUITH CJIE]] MbPBATA MOIKOXKHA /1033, MOXKE
Jla oJIyYaT BTOpa MOAKOHA J103a [0 ToBa BpeMe (BXk. Touka 5.1).

[NaruenTy, Npu KOUTO MMa 3ary0a Ha OTTOBOP IPH MpHIIAraHe npe3 12 ceIMUIM, MOXKE Jla UMaT 1107132
OT TOBHUINIEHNE Ha YeCTOTaTa Ha MPUIOKEHHE Tpe3 8 cenmui (BK. Touka 5.1, Touka 5.2).

Briocnencreue no3ara Moxke Jia ce mpuiiara Ha MaiyueHTUTE Mpe3 8 CeIMUIM WK 1pe3 12 CeMUIIM Bb3
OCHOBA Ha KJIMHUYHA MperieHka (BxkK. Touka 5.1).

TpsabBa na ce 0OMHCTH NPEYCTAaHOBSBAHE HA JICYCHUETO NIPU MAIIMECHTH, KOUTO HE TIOKA3BaT JJAHHH 32
TepareBTUYHA 1oJ3a 16 ceqMuIy ciex i.v. MHIYKIMOHHA /1032 WK 16 ceqMuIy ciel npeMuHaBaHe
KbM IIpUJIaraHe Ha noJIbpskalia 103a npe3 8 CeAMUIIH.

[TpunoxkeHNEeTo HAa UMYHOMOAYJIATOPH U/HITH KOPTUKOCTEPOUIN MOKE J]a MIPOIBIDKH M0 BpeMe Ha
nedeHneto ¢ Fymskina. ITpu manueHTHTE, KOUTO Ca Ce MOBIUSIN OT jJeueHnero ¢ Fymskina,
IIPUIIOKCHUETO HA KOPTUKOCTEPOU AN MOXKE J1a C€ HaMaJll WA Jia C€ NPEYCTAaHOBU B CbOTBETCTBUEC CHC

CTaHaapTa Ha JICUCHHC.

ITpu Gomect Ha Crohn, ako TepanusATa ce NPEKbCHE, ITOTHOBSIBAHETO HA JIEYEHUETO C MOKOXKHO
MIPHUJIOKEHHE TIpe3 8 ceIMUITH € 0e30MmacHO U e()EeKTUBHO.

Cmapuecka év3pacm (> 65 coounu)
He e HeoOX0aMMO KOpHUTHpaHe Ha J03aTa MPH MAIMEeHTH B CTapuecka Bb3pacT (BxK. Touka 4.4).

bvopeurno u uepnoopobno yspescoane
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YCTGKI/IHYM36 HC € MPOYYBAH IIPpU TE3U NOITYyJIAllUN TALTUCHTU. He morart Ja CC HaIlPpaBAT MPCIIOPBKU
34 JO3HUpPaHEC.

THeouampuuna nonyrayus

Bosnect Ha Crohn nipu nena (mauueHTtu ¢ rerno Ha-mainko 40 kq)

B cxemara Ha jgeueHne mepBara go3a Fymskina ce mpriara uaTpaBeHO3HO. 3a J03UPOBKATa IIPU
cxemara Ha HHTPaBeHO3HO Npuioxkenue BkTe Touka 4.2 ot KXIT Ha Fymskina 130 mg xoHuenTpar
3a UH(Y3UOHEH Pa3TBOP.

[IspBOTO MOTKOXKHO TpHITOkeHHe Ha 90 mg Fymskina TpsiOBa 51a ce M3BBPIIN HA ceaqMUIa 8 cliej
HMHTpaBeHO3HaTa Jo3a. Cies ToBa ce MpenopbyuBa NPUIOKEHNE HA BCEKU 12 ceaMUIIH.

[ManueHTHTe, KOUTO UMAT 3aryba Ha OTTOBOP MPH MPUIIOKEHUE HAa BCCKH 12 CeMHUIIA, MOXKE Jia ce
MOBJIHSISIT OJIATOMIPHUATHO OT YBEIMYAaBaHE HA YECTOTATA HA MPWJIOKCHNE HA BCEKH 8 CeMUITH (BIK.
Touka 5.1, Touka 5.2).

BnocneacTBue narieATHTE MOXKE J1a TIOJTydaBaT 1032 Ha BCEKH 8 CEAMMUITA WK Ha BCEKH 12 ceaMuItu
criopel KIIMHAYHATA MpeleHKa (Bxk. Touka 5.1).

TpsiOBa 1a ce TOMHCITH 3a TIPEYCTAHOBSBAHE HA JICUCHUETO MPHU MAIUEHTH, KOUTO HE TIOKA3BaT JaHHU
3a TepaneBTUYHA o3a 16 ceaMuIM clie]] THTPaBeHO3HATa WHAYKIIMOHHA /1032 Wi 16 cenMuiu cien
KOpHUTUpPaHe Ha J103aTa.

[To Bpeme Ha jeuenuero ¢ Fymskina Mosxe 1a ce mpoabJiki yrnorpedaTa Ha UMYHOMO/IYJIaTOPH,
CheJIMHEHHs Ha S-amuHocamunuiar (5-ASA), aHTHOMOTHITY W/WITA KOPTUKOCTepouau. [1pu nanueHTy,
KOHUTO Ca Ce MOBJIMSIM OT JeueHueTo ¢ Fymskina, Te3u ekapcTBa MOXKeE [a C€ HaMaJIAT HIIM Ja Ce
MIPEYCTAaHOBAT B ChOTBETCTBUE ChC CTAHIAPTHOTO JICUCHHUE.

BezonacHocTTa M eukacHOCTTa Ha yCTeKHMHYMa0 Tpu jeueHue Ha 6osect Ha Crohn mpu
TeIuaTPUIHU TAueHTH ¢ Terio mox 40 kg Bce orie He ca ycTaHOBEHU. JIUIcBaT MaHHU.

HauuH Ha npuioxeHue

Fymskina 45 mg u 90 mg mpeaBapUTEIHO HAIIBIHEHH CIIPUHIIOBKH Ca CaMo 3a ITOIKOKHO
WHXXCKTHUPAHC. ITo BBE3MOKHOCT KOKHUTE y4aCTblU C U3ABCH IICOpHUA3UC TpH6Ba Ja ce n30srBaT KaTo
MSICTO Ha MHXKEKTUPAHE.

Cren moxxoasmio o0y4YeHUe 3a TEXHUKATa Ha TIOJKOXKHO HHKEKTHPAHE MAIlMeHTHTE I TEXHUTE
OonHoTIIeAaYn Morat Aa uHkekTupar Fymskina, ako nekapsT pemin, e ToBa € ymecTHO. Bee mak
JeKapsAT TPAOBa Ja OCUT'YPH IOIXOIAIIO IIPOCIIeIIBaHe Ha MalMeHTuTe. [laineHTuTe Wik TeXHUTEe
OonHOTIIEa4YM TPsIOBa a OBAAT HHCTPYKTUPAHH /14 HHXKEKTHPAT MPEINCAHOTO KOJTHIECTBO
Fymskina ceriaacHo yka3anusita B nuctoBkata. [logpoOHu yka3zaHus 3a IPUIIOKECHUE ca IaJCHH B
JIMCTOBKATA.

3a Mo-HATATHIIHK yKa3aHUs 3a MPUTOTBSHE U CICIMATHY MPEANAa3HA MEPKH ITPH padoTa BUKTE
TOukKa 6.6.

4.3 IlpoTuBONOKA3aHUSI
CBpBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WIIM KbM HIKOE OT IMTOMOIIHHUTE BEIIECTBA,
n30poeHM B ToUKa 6.1. KimmHNYHO 3HaYMMa, akTHBHA WHGEKIHS (HAIp. akTUBHA TyOepKyIi03a, BK.

Touka 4.4).

4.4 ChneuuajaHu mpeaynpeskaeHUs U MpeAna3Hil MEPKH NpPH ynorpeda

IIpocaeaumoct
3a fa ce momoOpu MPOCIeTUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHHU MPOIYKTH, UMETO U MAPTHIHUAT

HOMeEp Ha MPHUIOKEHUS MPOTYKT TPsIOBa ACHO J1a ce 3aIrcBarT.
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Undeknnn

YcreknayMab Moe Jja iMa MOTEHIIHAN Ja yBeJInyaBa pucka oT HHOEKIUH U 1a peaKTHBHUPA JTaTCHTHU
nH(peknuu. [Ipy KIMHUYHE TPOYYBAHUS ¥ MOCTMAPKETUHIOBO 00CEPBAIIMOHHO MPOYYBAHE MTPH
MAIMEHTH C MICOPUA3KC ce HAOIIOIABAT CEPUO3HN OAKTEPUATHH, THOMYHH U BUPYCHH UHPEKIMU TPH
MAIMEHTH, TIPHEMAIN YCTeKnHyMab (Bxk. Touka 4.8).

[Ipu maruenTH, JIeKyBaHU ¢ YCTEKHHYMa0, ce choOIIaBa 3a OMOPTIOHUCTUYHU UH(PEKITUH, BKITFOUBAIIH
peakTHBHpaHe Ha TyOepKyJ03a, APYTH OMOPTIOHUCTHYHN OAKTEpHATHN HHPEKIHH (BKIIFOUUTEITHO
aTHITUYHA MUKOOAKTepuaiHa HHPEKIH, MCHUHTUT, IPUYMHEH oT Listeria, MTHEBMOHHS, TPUYNHEHA OT
Legionella, u HOkapmo3a), OMIOPTIOHUCTUYHU MUKOTUYHH UHPEKITUU, ONOPTIOHUCTUYHUA BUPYCHU
HHOEKIMU (BKIIOYUTEIHO eHIIe(PaTUT, MPUIUHEH OT XePIec CUMILICKC 2) U apa3uTHH HHPEKITUH
(BKITIOUHTEITHO OYHA TOKCOTIIA3MO3a).

Tps0Ba 1a ce MOIX0XK/Ia C MOBHUILICHO BHUMAaHKE, KOraTo ce 00ChK/Ia mpuiokeHnero Ha Fymskina
MIPY TAMEHTH ¢ XPOHUYHN MHOEKIINH WIIH aHaMHe3a 3a peluauBupaia nHdexius (Bx. Touka 4.3).

[Ipenu 3anouyBaneto Ha jgeyenue ¢ Fymskina nmanuenTture TpsiOBa 1a ce n3cneasar 3a TyOepKyIo3Ha
nHpekusa. Fymskina He TpsOBa na ce mpuiara mpH ManueHTH ¢ aKTHBHA TyOepKyJ103a (BK.

touka 4.3). JleueHHETO Ha JIaTeHTHA TyOepKyJi03Ha HHEKIIMS TPAOBa J1a 3aM0uHe MPEean
npuioxeHuero Ha Fymskina. AnTuTyOepkyno3Hara Tepanus chiio TpsiOBa a Oble 0OchaeHa Mpeau
HayaJoTo Ha JieyeHue ¢ Fymskina npu nanmeHTH ¢ anamMHe3a 3a JIaTEeHTHA WM aKTUBHA TyOepKyJio3a,
IPU KOMTO HE MOXKE J1a ce MOTBBPM afeKBaTeH Kypc Ha Jedenue. [lammenture, npuemaniu Fymskina,
TpsOBa Ja ce HaOII0AaBaT BHUMATEIHO 32 MPU3HAIM U CUMIITOMH Ha aKTHBHA TyOepKyIio3a 1o Bpeme
Ha JICYCHHETO U CJIe HeTO.

[ManmenTute TpsiOBa N1a OBAAT HHCTPYKTUPAHU JIa TOTHPCAT JICKAPCKU CHBET, aKO CE MOSIBIT MPU3HAIN
Wi CUMIITOMHU, npezmonaraum I/IH(I)GKHI/DI. AKO IMagucHT pa3BHe cepH03Ha I/IH(I)CKHI/DI, CBCTOSHHUECTO
My TpssOBa BHUMATENHO Ja ce ciaenu u Fymskina He TpsiOBa J1a ce mpuiiara, 10kato HHPEKIHITa He
ObJIe OBJIaasHA.

3nmokauecTBEHH 3200 sIBAHUS

HmyHocynpecopy KaTo yCTEKHHYMad UMaT TOTSHITUAN J1a YBEINYaBaT PUCKA OT 3JI0KAYeCTBEHH
3a0omnsBaHus. Hskou manueHTy, KOUTO ca MpueMalid yCTeKHHyMa0 B KIIMHUYHM [TPOYYBaHUS U B
MMOCTMaPKETHHTOBO 00CEPBAIIMOHHO MPOYYBAHE MIPH MAIMEHTH C IICOPUA3HUC, Ca PA3BUIA KOXKHU U
HEKOXKHH 37I0KAaYeCTBCHH 3200 1BaHUA (BXK. TOUKa 4.8). PUCKBT OT 3710KaYeCTBEHHU 3a00JITBAHHS MOXKE
Ja € MO-BUCOK ITPU MalUCHTHU € IICOpHUAa3UC, KOUTO Ca JICKYBaHU C IPYyTU OHMOJIOTHYHU JICKapCTBa B
X0/J1a Ha 3a00JSBaHETO.

He ca nmpoBexanu mpoy4YBaHus, B KOUTO yYaCTBAT MAIUCHTH ¢ aHAMHE3a 32 3JI0KAYeCTBEHU
3a6OH51BaHI/I$1 WUJIK B KOUTO MMPOAbJIZKaBa JICHCHUCTO HAa MAIUCHTH, pa3BUJIN 3JIOKAYCCTBCHO 3360H$1B3He
10 BpeMe Ha IpreMa Ha yCTeKHHyMal. 3aToBa TpsiOBa Jla ce MOIX0XK/1a C IIOBUIICHO BHIMAaHUE,
KoraTo ce 00chHXkIa MpuioxeHueTo Ha Fymskina mpu Te3u marueHT.

Bceuuku manupenTH, mo-crnenuanHo Te3u Haa 60 rouHu, TalMeHTH ¢ aHaMHe3a 3a IPOIbIIKUTEIIHA
MMYHOCYTIPECHBHA TepaIlus WM TaKuBa ¢ anamHe3a 3a [ITYBA-Tepamnus, TpsiOBa a ce HabmogaBar 3a
MMOsIBa Ha pak Ha Koxara (Bxk. Touka 4.8).

CHUCTEMHH U pEeCIMPAaTOPHH PEAKLUHU HA CBPbXYYBCTBUTEIHOCT

Cucmemnu

CepHO3HHU peakuy Ha CBPBXUYBCTBUTEIHOCT Ca JIOKJIaIBaHU B IOCTMAPKETUHTOBH YCJIOBHUS, B HIKOU
Cllydau HSKOJIKO JTHHM clief JedeHneTo. Mima ciaydan Ha aHaduaakcus 1 aHruoeqeM. AKO ce MosSBU
aHa(MIaKTUYHA WM JpyTra CEPHO3HA PEaKLUs HA CBPhXIyBCTBUTEIIHOCT, TPAOBA Jja c€ Ha3HA4U
MOJXOSIIA Tepanus U npuiioxkenuero Ha Fymskina TpsOBa a ce npeycranoBu (Bxk. Touka 4.8).

Pecnupamopnu
Crnyuan Ha aJlepru4eH ajlBeOJINT, €O3MHO(IIHA THEBMOHUS M HEMH(EKIIMO3Ha OpraHu3uparia
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ITHEBMOHHS ca ChOOILEHH 110 BpeMe Ha MOCTMapKETHHIOBaTa yrnorpeda Ha ycTekuHymao. Knmuudaaure
MPOSIBH BKITFOYUBAT KAILINIIA, TUCITHES 1 HHTEPCTULIMATHA HHUITPATH ClIe]] eHa A0 TPH J03H.
CepHo3HHTE MOCIIEANIH BKITIOYBAT TUXATEIHA HEIOCTATHYHOCT U MPOIBIDKUTEIIHA XOCIHTATU3AIIUSL.
[TogoOpenue e choOIIaBaHO Clie/T IPEYCTAaHOBSIBAHE HA JICYCHHETO C YCTEKMHYMA0 M B HAKOU CIIy4au
NPH IPHIIOKEHHE Ha KOPTUKOCTEPOUAU. AKO Ob/ie H3KITI0UeHa HH(EKIMS U THarHo3aTa ce MOTBbPAH,
NPHIOKEHUETO Ha YCTEKHHYMal TpsiOBa J1a ce MPEeyCTaHOBH U J1a Ce 3aIll0YHE ITOIX OISO JICUCHUE
(Bx. Touka 4.8).

ChHpAeYHOCHIOBH CHOUTHS

[Ipu marnueHTH ¢ ICOPHUA3KC, C EKCIO3UIIUSA Ha YCTEKMHYMa0, B IOCTMapKETUHIOBO 00CEPBAI[MOHHO
MPOyYBaHE ca HAOJI0JaBaHU ChPICYHOCHIOBH CHOUTHS, BKIFOYUTEIHO HH(PAPKT HA MHOKapa U
MO3BYHO-CHJIOB MHIUICHT. PHCKOBUTE (haKTOPH 3a ChPACUHOCHIOBO 3a00sABaHE TPsOBA 1a ce
OTICHSIBAT PEIOBHO IO BpeMe Ha JieueHneTo ¢ Fymskina.

Bakcunanuu
[IpenopruBa ce 1a He Ce MpUIIAraT )XUBHW BUPYCHH WITH KUBH OakTepraaHu BakcuHH (kato BIJK)

enHoBpemenHo ¢ Fymskina. He ca npoBexianu KOHKpETHH POYYBAaHUS MIPH MAIIUEHTH, BEPXY KOUTO
HACKOpO € Mpuilarana >kiBa BUPYCHA WM )KMBa OakTepuanHa BakcuHa. HsiMa maHHH 32 BTOPUYHO
IpenaBaHe Ha MH(EKLIUA ype3 KUBYU BAKCUHHU IIPH NMAILMEHTH, II0Iy4aBally yCTeKHHyMa0. JledeHuero
¢ Fymskina Tpsi6Ba ia ce mpeycraHOBH Hali-ManKo 3a 15 ceMUIM clies oceHaTa 103a Ipean
MOCTaBsIHETO Ha JKMBa BUPYCHA WIIM JKUBa OakTepHaHa BaKCHHA M MOJXKE JIa c€ Bb30OHOBH Hal-MaJIKo
2 ceIMUIM ClIe BAKCUHUPaHEeTo. JIekapuTe, IpeAnucBaly JeKapcTBOTO, TPSIOBa 1a HAPaBAT
crpaBka ¢ KpaTkarta xapakTepucTHKa Ha IPOJyKTa 3a KOHKPETHATa BAKCHHA 32 JIONBJIHUTEIHA
nH(pOpMaIHs U yKa3aHUs 3a ChI'BTCTBAIIO MPUIIOKEHHE Ha IMYHOCYIIPECHBHU JIEKapCTBa Ciell
BaKCHHHpPAHE.

He ce mpenoppuBa npuiarane Ha xuBr BakcuHU (kato BLDK Bakcuna) mpy KbpMadeTa, ¢ eKCIIO3UILIUS
Ha ycTrekuHyMao in Utero, B mpoabsDKEHHE Ha IBAaHAJIECET Mecella Clie]] PaXKIaHEeTO HJIH JI0KaTo
CEepyMHHUTE HMBA Ha yCTEKWHYMa0 Ipu KbPMAyeTo CliajHaT 0] HUBOTO Ha JIETeKUUs (BXK. TOUKH 4.5 1
4.6). AKo e HaJMIle KaTeropuyHa KIMHUYHA 1107133 32 OTACIHOTO KbpMaue, MOXKe J1a c€ OOMUCIH
IIpUJIAraHe Ha J)KMBA BAKCHUHA B [I0-PAHEH MOMEHT, aKO HE CE OTKPUBAT CEPYMHH HHUBA HA
YCTEKHHYMao.

[Maruenture, kouto ynorpedssat Fymskina, Moxe Ja mosy4ar eIHOBPEMEHHO HHAKTUBUPAHU HIIH
yOUTH BaKCUHHU.

JBIATOCpOYHOTO JIedeHne ¢ YCTeKHHYMa0 He IOTUCKA XyMOPAJIHUS IMYHEH OTTOBOP KbM
ITHEBMOKOKOBUTE MMOJIM3aXapH/IHN BAKCUHH MM KbM BaKCHHHUTE CPEIly TeTaHyc (BkK. Touka 5.1).

ChIbTCTBAIA IMYHOCYIIPECHBHA TEPAITUS

[Tpu npoyuBaHus pu TICOpUA3UC HE ca OLEHSIBaHU 0€30MacHOCTTa U e()UKACHOCTTa HA YCTEKHHYMa0
B KOMOWHAIMSI C UMYHOCYIIPECOPH, BKIIOYHTEITHO OMOJIOTHYHU MPOAYKTH WK GoToTepanus. [Ipn
MPOYYBaHMUS NIPH TICOPHATHIEH apTPUT CHITBTCTBAIIOTO Nprtoxkenue Ha MTX He moBimsBa
Oe3onacHocTTa U epukacHOCTTa Ha ycTekuHyMa0. B mpoyuBanusita nmpu 6osiect Ha Crohn u
yIIEPO3EH KOJUT CHITBTCTBAILOTO MIPUIOKEHHE HA HMYyHOCYIPECOPH HITH KOPTUKOCTEPOHU TN
M3rJIeXK/Ia He MOBJIHABA 0€30IacHOCTTa WK e(DMKaCHOCTTa Ha ycTeKnHyMao. TpsOBa a ce moaxoxkaa
C TIOBHIIICHO BHUMAaHHUE, KOTAaTO Ce 00CHK/Ia ChITBTCTBANIOTO MPIIOKECHIE HA IPYTH UMYHOCYTIPECOPH
u Fymskina wnu npu npeMuHaBaHETO KbM JICUEHHUE C APYTH OMOTOTHYHE HUMYHOCYTIPECOPH (BXK.
touka 4.5).

HmyHoTtepanus
YcTexkuHyMal He € OleHSIBaH MMPH MalMeHTH, KOUTO ca MOAJIaraHi Ha UMyHOTepanus 3a aneprun. He e

M3BECTHO JJAJIA yCTEKMHYyMal MOJKe J1a ce OTpa3y Ha IMYHOTEPAIHATa IIPH allepThH.

CepHo3HU KOKHU 3a00IsBaHUS
[Ipu maruenTH ¢ copuasuc ce choOIIaBa 3a cirydan Ha eKC(OIMATUBEH EPMATHUT CIIeT JIeUeHHE C
ycTeknuHyMab (BxK. Touka 4.8). IlarueHTuTe ¢ miakoB ICOPUA3NC MOXKE J1a Pa3BUSIT EPUTPOICPMHUICH
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MCOPHUA3UC KATO YacT OT €CTECTBEHHS X0 Ha 3a00JSIBAHETO ChC CUMITTOMH, KOUTO MOXKE OT KITMHUYHA
[JIe/IHA TOYKA J1a He Ce OTIHYABAT OT eKC(OIMATHBHUS AepMAaTHT. JlekapuTe TpsOBa Ja BHUMABAT 3a
CUMIITOMH Ha CPpUTPOACPMHUYCH IICOPHUA3ZUC UITH eKC(i)OJII/IaTI/IBeH JACpMATUT KaTO 4acCT OT
MOHHUTOPHUPAHETO Ha TICOpUa3nca Mpy MalueHTa. AKO Te3d CUMIITOMH Ce MOSIBST, TPSAOBA 1a ce
3amovHe noaxoasAio aeueHue. [IpuemMsbT Ha Fymskina TpsiOBa 1a ce mpeycTaHOBH, aKO UMa ChMHCHHS
3a JIeKapcTBEHA PEeaKIusl.

3a0oJisiBaHus, CBBP3aHU C JTYITYC

Crrydan Ha 3a00JIIBaHUS, CBBP3aHHU C JYITYC, CE ChOOIABAT MPH MAMCHTH, JICKyBaHU C YCTEKHHYMao0,
BKJTIOYMTEITHO KOXKEH JIYIyC epuTeMaToiec 1 JIymyc-nofgooen cuuapom. IIpu Bp3HUKBaHE Ha JIe3UH,
0COOCHO Ha U3JI0KCHHUTE Ha CIBHIIC YUaCThIM Ha KOXKATa, K aKO T€ CE ChITBTCTBAT OT apTparus,
MaIMeHTHT TPSAOBa 1a MOThPCH He3abaBHO JieKapcKa MOMOIL. AKO ce MOTBBPIT 3a00IsIBaHus,
CBBP3aHH C JYIMyC, YCTCKHHYyMa0 TpsiOBa Jla ce MPEyCTAHOBH U JIa ¢€ 3aIll0YHE ITOIXO/ISIIO JICUCHUE.

CrenuanHu momyialuu

Cmapuecka év3pacm (> 65 200unu)

B KJIMHUYHKTE MPOYYBAHUS MTPHU OJ00PEHUTE MTOKa3aHUs HE Ce HAOIF01aBaT ChIICCTBCHU PAa3JIndMs B
edukacHOCTTa MM 0€30IaCHOCTTA NIPY MAIIMEHTH Ha 65-TOAMIITHA BE3PACT U MO-TOJIEMH, KOUTO
MOJy4YaBaT YCTEKHHYMa0, B CPaBHEHUE € TIO-MJIAJIU MAIUCHTH. BposT Ha MalMeHTUTe Ha Bh3pacT

65 roauHM 1 Mo-ToJIeMH 00ave He € IOCTaThYEeH, 3a Jia Ce OTPE/ICIH M Ce MOBIHUIBAT PA3JIMYHO OT
MO-MJIaJINTE MaueHTH. Thi KaTo pa3npoCTPaHESHUETO Ha HHPEKIIUU CPEJI CTapyecKaTa MOy Ialus
KAaTo IS0 € TIO-TOJISIMO, JICUCHUETO TPH MAIMEeHTH B CTapUecka Bh3pacT TpsOBa Jia ce mpuiara
BHUMATEITHO.

Fymskina ceaspika nonucopdaru
[MonucopbaruTe MOraT Aa MPUUUHAT aJIePrHUHU PEaKIIUu.

45 B3auMmoaelicTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYrd OpMHU HA B3auMoelicTBHE
JKuBu BakcuHM He TpsiOBa Jia ce mpuilarat eqHoBpeMeHHo ¢ Fymskina.

He ce mpenoppuBa npuinarane Ha >xuBu BakcuHU (kato BIK BakcuHa) pu KbpMadeTa, C eKCIIO3UITUS
Ha ycTreknHyMmab in Utero, B mpoasnKEeHHE Ha IBAHAIECET Mecella Cle]] PaXKIaHETO HIIH J0KaTo
CEpYMHHTE HHBA HA yCTEKUHYMab MpH KbPMAUETO CIIaTHAT 0]l HUBOTO Ha JACTEKIUS (BXK. TOUKU 4.4 1
4.6). AKO ¢ HaJHIle KaTeropuyHa KIIMHUYHA 1107132 32 OTACITHOTO KbpMade, MOXe Jla ce 0OMUCIH
Mpuiarane Ha

JKWBa BaKCMHA B TIO-PaHEH MOMEHT, aKO HE C€ OTKPUBAT CEPYMHHU HUBA HA yCTEKUHYMAa0.

[Ipu dpapmakokMHETHYHM aHAJIM3H Ha MOIYJIALMATA, HAIIPAaBECHH B IpoyuBaHus (asa 3, e uscnensan
e(eKThT Ha Hali-ueCTO ChIIBTCTBAILO IPHEMAaHH JIEKAPCTBEHH MIPOAYKTH IIPU IALUEHTH C IICOPUA3HUC
(BKJIIOYMTENHO U TIapaneTamoll, HOynpoQeH, aleTHICaTInIoBa KHCcennHa, MeTQpOpMuH,
aTOpBacTaTHH, JEBOTUPOKCHH) BbPXY (papMakoKMHETHKaTa Ha ycreknHyMad. He ca nabironaBanu
IIPU3HALM Ha B3aMMOJICHCTBUE € TE3H CHIIBTCTBAILO [IPUJIAraHH JIEKaPCTBEHH NpoXyKTH. OcHOBa Ha
TO3M aHaim3 € (pakThT, ue Hai-manko 100 mamuentu (> 5% ot u3cienBaHaTa MOMyJaKs) ca JIEKyBaHH
CBHIIBTCTBAILIO C T€3H JIEKAPCTBEHU MPOAYKTHU Tpe3 mone 90% oT mepuoja Ha MPOYUBAHETO.
dapMakOKMHETHKATa HAa YCTEKHHYMa0 HE ce € MOBIHsIIa OT ChIIBTCTBAIIOTO NpHiIoxkeHue Ha MTX,
HCIIBC, 6-mepkanTomypuH, a3aTHONPHUH U IIEPOPATHH KOPTUKOCTEPOUIH IIPH MAITUEHTH C
TICOpPHATHYEH apTpHT, OojecT Ha Crohn wiH yaepo3eH KOJIHT, HiIH OT NMpeIecTBalla eKCIO3UIHs Ha
antu-TNFa cpenctsa, mpu nanyMeHTH ¢ ICoOpUaTudeH apTput win 6onect Ha Crohn, unu ot
IpeIecTBaIla eKCIO3UIMS Ha OMOIOTHYHY JICKApCTBEHU NPOAYKTH (T.e. anTU-TNFa cpeactBa n/unu
Be0NM3yMal) MpH MalMEeHTH C YIepO3€eH KOJHT.

Pesyaratute oT mpoyd4Base in Vitro u ot npoy4sane ¢dasza | npu yuyacTHHIM C aKTUBHA OOJIECT Ha
Crohn ne nipeamoaraT He0OXOIUMOCT OT aJalITHPAaHE Ha J03aTa NP TMAIHEHTH, KOUTO MTOJyYaBatT

cebrerBaio CYP450 cyberparu (Bk. Touka 5.2).

[pu npoy4BaHus pH TICOpUA3UC HE ca OlICHSIBaHU 0€30MacHOCTTa 1 e()UKACHOCTTA HA YCTEKHHYMa0
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B KOMOHMHAIUS ¢ UMYHOCYIIPECOPH, BKIIOUUTEITHO OMOJIOTHYHHM cpecTBa win ¢pororepanus. [Tpu
MPOYYBaHUS MIPH IICOPHATHYEH apTPUT CHITBTCTBAIIOTO NprtoxkeHue Ha MTX He moBimsiBa
6e3omacHocTTa U e(pUKacHOCTTa Ha ycTeknHyMad B mpoyuBanusita npu 6osect Ha Crohn u ymmeposen
KOJIUT CHITBTCTBALIOTO MPUIIOKEHNE Ha UMYHOCYIIPECOPH WM KOPTHKOCTEPOUAH U3TTICKAA He
MOBIHsIBA OE30MACHOCTTA WK e(PUKACHOCTTA HA YCTEKUHYMA0. (BXK. Touka 4.4).

46 @epTHIUTET, OPEMEHHOCT U KbpMeEHe
Kenn ¢ nereposieH MOTEHIINAIT

JKenu ¢ nerepojeH noTeHIMan TpsiOBa Jga U3MON3BaT €(PEKTUBHA METOIM Ha KOHTPAIICIIUS [0 BpEMe
Ha JeYeHue U 10 15 ceAMHIN CclelT IEUEHHUETO.

BbpemenHoct
[IpocrieKTUBHYU aHHU OT HETOJIsIM Opol Cllydan Ha OpEMEHHOCT Clie] eKCIIO3UIUs Ha YCTEKHHYMab ¢

M3BECTEH M3XO0J, BKIOYNTEITHO moBeue oT 450 cirydast Ha OpeMEHHOCT ¢ €KCIO3UIIHS MTPe3 MbPBUS
TPUMECTBP, HE MTOKA3BaT MOBHIIIEH PHCK OT TOJIEMHU BPOACHN MalI)OpMaIlii P HOBOPOIECHOTO.

[Ipoy4uBaHusTa MPU )KUBOTHU HE MMOKA3BAT MPEKU WU HEMIPEKH BpeAHH e()eKTH, CBbP3aHH C
OpeMEeHHOCTTa, eMOPHOHAITHOTO/(PETATHOTO Pa3BUTHE, PAKIAHETO WJIH MIOCTHATAITHOTO Pa3BUTHE (BK.
Touka 5.3).

HanuvHusT KITUHWYEeH omuT obade ¢ orpanudeH. Kato npeanasHa Mapka € 3a NpeIrnovYnTaHe aa ce
m30sarBa ynorpedara Ha Fymskina rmo Bpeme Ha OpeMEHHOCT.

YcTekuHyMab npeMuHaBa mpe3 IUIaleHTaTa i ce OTKPUBA B cepyMa Ha KbpMadeTa, POJICHH OT JKEHH,
JIEKYBaHH ¢ yCTEKHHYMab 1o BpeMe Ha OpeMeHHOCTTa. KIMHIYHOTO BB3ACHCTBHIE HAa TO3U (DaKT HE ©
H3BECTHO, HO PUCKBT OT HH(EKIIKSA IIPH KbpPMadeTa, ¢ eKCIIO3UIMS Ha yCTeKnHyMab in utero mosxe a
ObJIc MOBUIIICH Clie]] paxkaaHeTo. He ce mpenopbuBa npuiiarane Ha xuBu Bakcuau (kato BIXK
BaKCHHA) MPH KbPMAUETa, C CKCIO3UIIMS HA YCTEKUHYMAO in Utero, B mpoabKeHUE Ha

JIBAaHATIECET MeceTla CIie]] PaXTaHeTO WIH JJOKATO CEPyMHHUTE HUBA HA YCTEKUHYMa0 MPpH KbPMAdeTO
CIaJHAT MOJ HUBOTO Ha AeTeKius (BX. Touku 4.4 u 4.5). AKo € HajuIle KaTeropruiHa KIMHAYHA 0132
3a OTIIETHOTO KbpMaue, MOXKe Ja c€ OOMICITY MpUIaraHe Ha )KMBa BaKCHHA B TI0-paHEH MOMEHT, aKO
HE Cce OTKPHUBAT CEpyMHH HHBA Ha YCTEKHHYMAaO.

Kopmene
OrpaHnyeHN TaHHH, TyOJUKYBaHH B TUTEpATypaTa, MOKa3BaT, ue YCTEKHHYMa0 ce eKCKpeTrpa B

YOBeIIKaTa KbpMa B MHOT'O MaJIKH KoiaudecTBa. He e u3BecTHO nanu ycrekuHyma0 ce abcopbupa
CHCTEMHO ciell morabinane. [lopanu moteHnuana 3a mposiBa Ha HEKENaHH JICKAPCTBEHU PEaKMU KbM
ycTeknHyMa0l 1pH KbpMadeTara, TpsiOBa Jla ce B3eMe pelIeHHe AU J1a Ce MPEYCTaHOBU KbPMEHETO
10 BpeMe Ha JICUCHHE 1 10 15 ceMuIu cites JIe9eHNeTO, WK JIa Ce MPEyCTaHOBU TEPAIHATA C
Fymskina, kaTo ce B3eMaT mpeaBU MOI3aTa OT KBPMEHETO 3a JETETO U M0JI3aTa OT Tepamusira ¢
Fymskina 3a >xeHara.

Deprunurer
EdekrbT Ha ycTekuHymad BbpXy (epTHINTETA ITPU XOpa HE € OLIeHEH (BXK. Touka 5.3).

4.7 EdexTu BbpXY cioco0HOCTTA 3a mo¢upaHe U padoTa ¢ MAIIUHA

Fymskina He noBnusiBa wiu moBIHsIBa MPeHEOPEIKUMO CITOCOOHOCTTA 3a o upaHe U padboTa ¢
MaIlIiHH.

4.8 HexenaHu JeKapCTBEHH PeaKINU

O06001enne Ha npoduia Ha 6e30TacHOCT

Hati-uecTute HeXXenaHu JIEKapCTBEHU peakiuu (> 5%) B KOHTPOJIMPAHUTE MIEPUOU OT KIMHUIHHUTE
MPOYYBAHUS MPH Bh3PACTHHU C MICOPUAZKC, TICOPUATUYCH apTPpHUT, OosiecT Ha Crohn U yniepo3eH KOJIUT
¢ ycreknHyMmab ca Ha3ohapuHTUT U TIaBoOoue. [loBeueTo oT TSIX ce CUUTAT 3a JIEKH U HE Hajarat
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MPEeKbCBAHE HA MPOYYBAHOTO JeueHue. Hail-cepro3HaTta HexellaHa JIEKapCTBeHA PEAKIIHS, KOSTO €
ChOOII[aBaHa 32 YCTEKMHYMA0, € CEpUO3HA PEaKIys Ha CBPbXUYBCTBUTECIHOCT, BKIFOUUTEITHO
aHaduakcus (Bx. Touka 4.4). OOt nmpoduin Ha 0€30MaCHOCT € Mo 100eH MPH MAIUECHTH ¢
IICOpHUA3UC, ICOPUATHYUCH apTpuT, OosiecT Ha Crohn U yJIepo3eH KOJIHT.

TabawyeH ciChbK HA HEXKEAHUTE PEaKIIuu

Jannute 3a 6€30MacHOCT, IPEAOCTaBEHH MO-A0JTY, Ca MMOTYUYCHH CIIe]l eKCIIO3UIIHS Ha YCTEKHHYMao
pu Bb3pacTHU B 14 npoyuBanus ¢aza 2 u ¢asa 3 npu 6 710 manuentu (4 135 ¢ ncopuaszuc u/unu
ricopuatuyeH apTpuT, 1 749 ¢ 6omect Ha Crohn u 826 marueHTH ¢ yimepo3eH KoiauT). Toa BKITIOUBA
SKCIIO3UIIHS Ha YCTEKHHYMa0 B KOHTPOJIUPAHUTE U HEKOHTPOJIUPAHHUTE TIEPHOIN HA KIIMHUYIHUTE
MpOYYBaHUS MPHU MAMEHTH C ICOPUA3UC, ICOPUATUYUCH apTPHT, Oosect Ha Crohn wim yneposex
KOJIUT B IPOABIDKEHUE Ha Hail-Manko 6 mecena (4 577 nmanueHTH) win none 1 roguHa

(3 648 marenTn). 2 194 maruenTH ¢ copuasuc, 6omect Ha Crohn WK yiImepo3eH KOIUT ¢a ¢
EKCIO3UIMsI 32 ToHe 4 roanHu, okato 1 148 manmenTu ¢ ncopuasuc uinu 6onect Ha Crohn ca ¢

CKCIIO3HIIMA 3a IIOHE 5 TOOAWHHA.

B tabnuia 2 e nmokasaH CIMCHK C HEXKEITAHUTE JIEKAPCTBEHU PEAKIIMU OT KIMHUYHU MPOYYBAHUS [TPH
BB3PACTHH C TMICOPUA3KC, TICOPHATHICH apTpuT, 6osiecT Ha Crohn U ¢ yJIepo3eH KOJIHT, KaKTo 1
HEXeJIaHUTE PEaKIMK OT MOCTMAapKETHHIoBaTa yrnoTpeda. Heskenanure peakiuuu ca KiacUpHUITUpaHU
10 CUCTEMO-OPTaHHU KJIAaCOBE M Y€CTOTA ChIJIACHO CJICJHATa KOHBEHIIMA: MHoro dectu (> 1/10),
Yectu (> 1/100 mo < 1/10), Heuectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 1o < 1/1 000), Muoro
penku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATMYHKUTE TAHHUA HE MOXKe Ja ObJic HAalpaBeHa
otieHka). [Ipu BCSIKO rpynUpaHe B 3aBUCUMOCT OT YeCTOTaTa HEXKEJIaHUTE JIEKApCTBEHH PEaKIuu Ce
M30pOsABAT B HU3XOJAI P/l 10 OTHOIICHHUE Ha TAXHATa CEPUO3HOCT.

Tabauya 2 Cnucvk Ha Hediceaanu peakyuu

Cucremo-opraniu
KJIACOBE

Yecrora: Hexes1aHH peaknuu

Wndexnnn n nadecrarmm

YecTtu: nHQEKIMS HA TOPHUTE AUXATENHHU IBTHIIA, HAa30()apUHTUT,
CUHY3UT

Heuectu: nenynur, NeHTaHA HHOEKIUH, XEPIIEC 30CTEP, HHPEKIHS
Ha JOJHUTE JUXATeJIHU ITbTUILA, BUPYCHU MH(EKINU Ha TOPHUTE
JMXaTeJIHU IbTHUILA, BYJIBOBATMHAIHA MUKOTHYHA HH(EKIHS

Hapyienust Ha uMyHHaTa
cucreMma

Heuecrtu: peakunu Ha CBPHXIYBCTBUTEITHOCT (BKIFOUUTEITHO O0PHUB,
YPTHUKapHs)

Penxu: ceprno3Hu peakiyy Ha CBPbXUyBCTBUTEIHOCT (BKIIFOUUTEITHO
aHaduIaKkCcHsi, aHTHOEIEM )

ITcuxu4yHYU HAPYILIECHHUS

HeuecTu: nenpecus

Hapymenus Ha HepBHaTa
cucremMa

UYecTu: 3amaiiBane, T1aBo0O0IHE
Heuectu: nuieBa napaimza

Pecniupatopuu, rpbaHU U
MCIWACTUHAJIHU HAPYIICHUA

Uectn: opodapuHreanna 6omka

Heuectu: Ha3anHa KOHTeCTUS

Penxu: anepruveH anBeosuT, CO3MHO(PUIIHA THEBMOHUS
MHOro pellku: OpraHu3upaIia MHeBMOHHUS ™

CroMantHo-4peBHH
HApyLIEHUS

Uectn: muapusi, rajeHe, MOBPBITaHe

Hapymenus Ha koxxaTa u
MOJIKO’KHATA ThKaH

Yecru: cepoex

Heuectu: mycrynoseH ncopuasuc, eKchonmanus Ha KoKaTa, akHe
Penku: ekcdonmaTuBeH AepMaTUT, XUTIEPCEH3UTHBEH BACKYJIUT
MHoro penku: 0y103eH NeM(UTOMT, KOXKEH JIYIyC ePUTEMATOICC

Hapymenus Ha MycKynHO-
CKEJIETHATa CUCTEMA U
ChEIMHUTETHATA ThKaH

YecTu: 60KH B I'bp0a, MHAJTHUS, apTPaITUs
MHoro penku: JIymyc-noJjo0eH CHHAPOM

OO0y HapymieHus U eheKTU
Ha MSACTOTO Ha MPHUII0KEHHUE

YecTn: ymopa, eputemMa Ha MICTOTO Ha MH)KEKTHpaHe, 00Jka Ha
MSICTOTO Ha MH)KEKTUPaHe

Heuectu: peakiuu Ha MACTOTO Ha MH)KEKTHpaHE (BKJIIOUUTEIHO
KPBHBOU3IUB, XEMaTOM, BTBBP/sIBaHE, IIOJIyBaHE U CbPOEK), ACTCHUS
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*  Bwmxre Touka 4.4, CHCTEMHH M PECIMPATOPHU PEAKIUU HA CBPBXYYBCTBHTEIHOCT.

Onucanue Ha W30paHN HEXEITAHH JEKAPCTBEHU PEaKITHH

Undexnuu

B mnamne6o-koHTpoMpany TPOyYBaHUS MPU MAMEHTH C TICOPHA3KC, ICOPUATHUYEH apTPUT, OOJIECT Ha
Crohn u ¢ ymmiepo3eH KOJIUT MPOIEHTHT Ha WH(CKITMUTE WITH CEPUO3HUTE WHMEKITUHN € CXOJICH TTPH
MalMeHTHTE, JeKYBaHH C YCTEKHMHYMa0, ¥ IIpH JIEKyBaHUTE ¢ Tane6o. B mianebo-koHTpoarpanus
MIepHOJ Ha Te3W KIIMHUYHU MTPOYUYBaHUS YecToTaTa Ha HHQpeKkuuTe e 1,36 3a manueHTorouHa
MIpOCIIeasBaHe TPH MaINeHTH, JEeKYBaHU C YCTeKnHYMa0, v 1,34 — mpu manuenTy, JIeKyBaHH C
mnare6o. [osiBumre ce cepuo3an nHPeKIuu ca ¢ uectota oT 0,03 3a manueHTorouHa MPOCIIeIIBaHE
[IPU TaLMEeHTH, JIeKyBaHH ¢ ycTekuHyMmad (30 cepro3nu nndexnnu 3a 930 nmanueHToroauHu
npocneassane), u 0,03 — mpu manueHTH, JeKyBaHu ¢ Tiane6o (15 cepro3Hu HHPEKIUN 3a

434 manueHTOoroJMHN npocieasBane) (Bx. Touka 4.4).

B koHTpoNMpaHuTe M HEKOHTPOJIMPAHUTE TIEPUOIU HA KITMHUYHUTE MTPOYYBaHUS TPU TICOPHA3HC,
IIcopuaTH4eH apTpuT, 6bosecT Ha Crohn u ymIiepo3eH KOJIHUT, IPeCTaBIISBAIIH

15 227 nanueHTOroiMHA EKCIO3UIMS ¢ YCTeKMHYyMa0 rpu 6 710 nanueHTn MeuaHaTa Ha BpeMeTo Ha
npocnensBane € 1,2 rogunu; 1,7 ronuHy 3a Npoy4YBaHUsATa IpU ncopuasuc, 0,6 ronuHu 3a
npoyuBanusaTa mpu 6osiect Ha Crohn u 2,3 ronWHU 3a MPOYIBAHUATA C YIIIEPO3CH KOIUT. [IpoTIeHThT
Ha uHpeknuute e 0,85 3a marreHToroAnHa Mpociie/issBaHe MPH MAIMEHTH, JIEKYBaHHU C yCTEKUHyMa0, a
MPOLIEHTHT Ha cepro3HuTe uHpekmu npu Tsx ¢ 0,02 3a nanueHToroIMHa MPOoCyeIsIBaHe

(289 cepuosnu uapeknnu 3a 15 227 marueHTOroAWHN NMPOCICASIBAHE) U ¢a JOKITJBAHNA CEPHO3HU
WH(QEKIHNH, BKIIIOYATEITHO THEBMOHHS, aHAJIEH a0CIIec, IeTyJIUT, IUBEPTUKYIIUT, TACTPOSHTEPHT U
BUPYCHH MH(EKLIUH.

B npoBeneHn KIMHUYHY MPOYYBaHUS MMAIMEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca Omin
€HOBPEMEHHO JIEKyBaHH C M30HHUA3U], HE Ca Pa3BUIIN TyOepKyJo3a.

3710Ka4eCTBEHHN 3a00JIIBAHUS

B mnare60-koHTpoIupaHus epruoa Ha KIMHUIHY MPOYYBAHUS [IPU TICOPUA3UC, TICOPUATHICH apTPHUT,
6ozect Ha Crohn ¥ y/Iepo3eH KOJIUT YeCTOTaTa Ha 3JI0KAYEeCTBEHUTE 3a00JIIBaHUS, C U3KITIOUCHHE HA
HEMEJIAaHOMEH pak Ha KoxaTa, € 0,11 3a 100 nanueHToroauHuu npociensBate npy NauueHTH,
JIeKyBaHH ¢ ycTeknHyMab (1 manmeHT 3a 929 marueHTOroIMHA MIPOCTIeAsBaHe) B CPAaBHCHHE C

0,23 mpu nareHTuTe, JeKyBanu ¢ mwianeoo (1 manueHT 3a 434 ManueHTOrOIUHY MPOCICIIBaHE).
UYecToTaTa Ha HEMelIaHOMEH pak Ha koxkata € 0,43 3a 100 mauueHTOroAMHY MpOoCIeAsiBaHE 3a
TTAIACHTHUTE, JICKYBAHH ¢ YCTEKHHYMa0 (4 manueHTH 3a 929 marueHTOroMHA IPOCIIeAsBaHe) B
cpaBHenue ¢ 0,46 mpu ManueHTUTE, JICKyBaH! ¢ rare6o (2 manuenTty 3a 433 marueHToroInHu
MIPOCIEASBAHE).

B koHTposMpaHuTe ¥ HEKOHTPOJIMPAHUTE TICPUOIU HA KIMHUYHHUTE [TPOYUBAHUS TIPU TICOPHA3KC,
ICopuaTHYeH apTpuT, OosiecT Ha Crohn U ynIiepo3eH KOJIUT, IPECTABIISBAIIH

15 205 nanueHTOoroIuHN eKCIO3UIUs ¢ ycTeKuHyMab mpu 6 710 nanueHnTH, MeranaTa Ha BpeMeTo Ha
npocnieasBane € 1,2 rogunu; 1,7 roguHu 3a npoy4YBaHusTa Npu rncopuasuc, 0,6 ronuHu 3a
npoyuBaHusTa npu 6osiecT Ha Crohn u 2,3 rouHu 3a NPOYYBAHUATA C YJILIEPO3ECH KOJIUT.
3110KavuecTBEeHU 3a00ISIBaHNS, C H3KITFOYCHNE Ha HEMEJIAaHOMEH PaK Ha K0XKara, ca JOKIAJBaHH MTPH

76 marmenTy 3a 15 205 nmanmentoroauayu Ha npocnensBane (dectora ot 0,50 Ha 100 manmueHTOToJMHI
Ha TIpociie/IsiBaHe MIPH MAIMEeHTH, JIEKyBaHH ¢ ycTeknHyMma0). Te3n cirydan Ha 3710Ka4eCTBEHU
3a00J1sBaHus, ChOOIICHH TTPH MAI[UCHTH, JIEKYBAHHU C YCTEKHHYMa0, ca CpaBHUMH C OYaKBAHUTE
cllyyad B o0IIaTa NmomyJanus (cTangapTH3upan koepuuueHt Ha yectorara = 0,94 [95% nosepurenex
uaTepsan: 0,73; 1,18], kopurupan 3a Be3pacT, 1o u paca). Haii-dyecto HaOro1aBaHuTe
37I0Ka4eCTBEHH 3a00JIIBaHUs, Pa3IUUHU OT HEMEJIAHOMHUS KapIIHHOM Ha KOXaTa, Ca KapIIHOM Ha
MpoCTaTara, MeJIaHOM, KOJIOPEKTAJIEH KapIIMHOM H KapIIMHOM Ha rbpaara. CiiydanTe Ha HEMeJIaHOMEH
KapiuHoM Ha koxkata ca 0,46 Ha 100 manreHTOroJuHy Ha MpocIeasiBaHe NP MalUeHTH, JIEKyBaHHU C
ycreknayMab (69 nanmentn 3a 15 165 nanueHToroauHu Ha npociieisBane). ChbOTHOIEHHETO Ha
ManueHTy ¢ 0azajeH CIpsiMO CKBaMO3HOKIIEThUEH KapIIMHOM Ha KoxaTta (3:1) e cpaBHUMO ChC
CHOTHOIIIEHHETO B 00IaTa momyaanus (Bx. Touka 4.4).
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Peakuuy Ha CBPBXYyBCTBUTEIHOCT
B koHTpONHMpaHuTE IEPUOIH HA KIMHHYHH POYYBaHUS IIPH NICOPUA3UC U TICOPUATHICH apTPUT Ha
ycTekuHyMa0 0OpHB M ypTHKapus ca HaOiroaaBanu npu < 1% oT nauueHTture (BXK. Touka 4.4).

leamaTpudHa HOMyIaIus

THeouampuunu nayuenmu Ha 6 200UHU U NO-20]1eMU C NIAKO8 NCOPUASUC

BezonacHocTTa Ha ycTeknHyMab € mpoyueHa B IBe poyuBaHus (aza 3 Ipu nmeAuaTpUIHH MallUeHTH C
YMEPEH 10 TEXbK IJIaKoB nicopuasuc. [IspBoTo npoyuBane e npu 110 mamueHTy Ha Bb3pacT ot 12 10
17 roaunm, TeKyBaHU B MPOIBIDKEHNE HA 60 CeAMUITH, a BTOPOTO MPOyUYBaHe € Tpu 44 ManueHTy Ha
BB3pacT oT 6 10 11 rogunu, 1eKyBaHU B MPOABIDKEHUE HA 56 cenmuin. KaTo msmo cpoliienuTe
He)XXellaHW CHOWTHS B TE3H JIBE IPOYUYBAHUS C JJAHHM 33 O€301acHOCT JI0 | TOAMHA ca MOJ00HH Ha
Te3u, HaOJII0JaBaHU B PEIUIIIHY MPOYIBAHUS TP BB3PACTHU C IIAKOB IICOPHA3HC.

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

be3onacHocTTa Ha yeTeknHyMa0 € IpoydeHa B eHO TpoyuBaHe ¢aza 1 u exHo nmpoyduBane (aza 3 mpu
MeMaTPUIHU TAIMEHTH C YMEpeHa JI0 TeKKa akTuBHa OojiecT Ha Crohn choTBeTHO 110 cemmuia 240 u
cenmunia 52. Karo msio npodmrsT Ha 6€30macHOCT B Ta3u koxopTa (n = 71) € momoOeH Ha To3H,
HaOJroIaBaH B PEIUTITHH MPOYYBAHUS MIPH BB3pacTHH ¢ Oosectra Ha Crohn.

Cpo0111aBane Ha MOJO3UPAHU HEXKEIAHU DEAKIIAHI

Cro0m1aBaHeTo Ha IOJIO3UPAHU HEeXKEIIaH! PEeaKliy Clie]l pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MIPOIYKT € BaxkHO. ToBa MO3BOJISABA [1a IPOIBIDKH HAOIIOIEHHETO Ha CHOTHOIIIEHUETO TOJI3a/PHCK 32
JICKapCTBEHUS POAYKT. OT MEAMIIMHCKUTE CICIUAINCTH CE M3KUCKBA Jla ChOOIIaBaT BCIKa
[I0/I03MUPaHa HeXKeIaHa PeaKins Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

[punoxenne V.

4.9 Ilpepo3upane

Ennanunn no3u 1o 6 mg/kg ca npuiiaraHu HHTPAaBEHO3HO B KIIMHUYHU MTPOYyYBaHUs O3
orpannyaBaliia 103aTa TOKCUYHOCT. B cnyqaﬁ Ha Ipeao3rupaHe CC MpErnopbiBa NAMUCHTUTE Aa CC
Ha6J’IIOILaBaT 3a MMpU3Haly Wikl CUMIITOMU HA HCKCIAaHU PCAKINU N He3a0aBHO Ja €€ IPUJIOKHU
IoaAXOoAAI10 CHMIITOMATHYHO JICUCHHUC.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 dapmakogUHAMHMYHM CBOMCTBA

dapmakoTeparneBTHyHa Tpyna: iMmyHocynpecopu, naxuOuTopu Ha naTepieBkuHa, ATC xox:
LO4ACO05

Fymskina e 6momornaso mogo0eH JiekapcTBeH MpoayKT. [lonpoOHa nHbopManws € mpeaocTaBeHa Ha
yebGcaiita Ha EBporieiickara areHius mo jgekapcraara https://www.ema.europa.eu.

Mexauus3sM Ha JeWCTBUE

Ycereknnymab e m3nsio yoBemko [gG 1k MOHOKIOHAITHO aHTUTSIIO, KOETO CE CBBP3Ba ChC
cneunprIHOCT KbM 001aTa NpoTenHoBa cyOeanHuna p40 Ha YOBEIIKUTE HUTOKUHHA HHTEPIICBKIH
(IL)-12 u IL-23. YcTeknHymMab moTucka OMOaKTUBHOCTTA Ha yoBemkuTe 1L-12 u [L-23, xato
penoTBpaTsaBa cBbp3BaneTo Ha p40 ¢ IL-12RB1 pernenTopeH npoTenH, pa3moaoKeH Ha TOBbPXHOCTTA
Ha UIMYHHHUTE KJIETKH. Y CTeKHHYMa0 He Moe /1a ce cBbpike ¢ [L-12 umm ¢ IL-23, xouto Beue ca
cebp3anu ¢ IL-12RB1 peuenropu no knerpuHaTa NOBPXHOCT. CIe0BATETHO € MAJIKO BEPOSTHO
YCTEKHHYMa0 Ja yyacTBa B KOMIUIEMEHT- WM aHTUTSIIO-MeIMMPaHaTa IUTOTOKCUYHOCT Ha KJIETKUTE
¢ peuenTopu 3a IL-12 w/umm [1L-23. IL-12 u [L-23 ca xeTepoauMepHU IMTOKUHH, CEKPETUPAHH OT
aKTHUBHPAaHU aHTUTeH-TIPECTaBAIIN KIETKU, HaIpUMep Makpodaru u ISHIPUTHH KIETKH U IBaTa
LIMTOKWHA yJacTBaT B UMyHHHTE QyHKIHY; [L-12 ctumynupa ecrectBernte kietku youinnu (NK) u
npenu3BrkBa qudepennuanusita Ha CD4 + T xierkute kM T 1 xenmnepen (Thl) penorumn, 1L-23
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
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uaaynupa et Ha T 17 xenmepute (Th17). AGHOpMHaTa perymanus Ha IL-12 u IL-23 obaye ce
CBBP3Ba C UMYHHOMEIUUPAHH 3a00IsIBaHUS KaTo IICOPHA3UC, ICOPHUATUYEH apTPHUT U OoJiecT Ha
Crohn.

Upes cBbp3BaHe Ha obmiara cyoenununa p40 Ha IL-12 u IL-23, ycreknaymab Moke /1a OKa3Ba CBOHUTE
KJIMHAYHU ¢(pEKTH MIPH IICOPHA3UC, TICOPHATHICH apTpuT U OojiecT Ha Crohn upe3 mpekbcBaHe Ha
merrmara Ha Thl u Th17 murokunm, KOUTO ca B OCHOBATa Ha IATOJIOTHATA Ha T€3U 3200 IIBaAHUS.

[Tpu nmaruenTn ¢ 6osrect Ha Crohn JredeHNETO ¢ yCTEKMHYMa0 BOAM 10 HAMAJICHHUE Ha
BB3MAIMTEITHUTE MapKepH, BKIrounTenHo C-peaktuseH npotenH (CRP) u dekasneH KanmpoTeKTrH 1o
BpeMe Ha MHIYKIMOHHATA (pa3a, KOETO CJIe]] TOBa CE MO bpKa Mpe3 1suiaTa noaabpxama ¢asa. CRP
€ OIICHEH 0 BpeMe Ha MPOIBKCHUETO Ha MPOYYBAHETO U HAMAICHUSTA, HAOIIOaBaHH 110 BpeMe Ha
oAmbprkamara ¢asza, OONKHOBEHO ce 3aIma3BaT 10 252 cenMuIia.

UmyHuzauuu
ITo BpeMe Ha ABJITOCPOYHOTO MPOABIDKEHHE Ha IIpoyuBaHe mpu rcopuasuc 2 (PHOENIX 2),

BB3pPACTHUTE TAlIUEHTH, JIEKYBaHU ChC YCTEKMHYyMab 3a Hail-mMaiko 3,5 roauHu, ca Jaiu aHTUTSIIO-
OTTOBOPH Ha MTHEBMOKOKOBH MOJIM3aXapHIHN BAKCHHU U BAKCUHU CpEIly TeTaHyC, CXOJHU C T€3U IpHU
KOHTPOJTHATA TpyTia MalueHTH, ToyJaBalld HECHCTEMHO JiedeHre Ha Ticoprazuc. CXOJeH MPOIEeHT OT
BB3pPACTHUTE TAlIUEHTH, JIEKYBaHU ChC YCTEKHMHYMab U Te3U B KOHTPOJIHATA IPyIa, ca Pa3BHIN
3allIUTHU HUBA HA aHTUITHEBMOKOKOBY U aHTUTETAHUYHU aHTUTENA, U TUTPUTE HA aHTUTENATa UM ca
CXOJHHU.

Kinnanuna edukacHoCT

[InakoB ricoprasuc (Bb3pacTHH MAITUEHTH)

Be3onmacHocTTa M ehuKkacHOCTTA Ha yCTeKrHYyMa0 ca orieHenu nipu 1 996 manueHTH B 1B
PaHJIOMHU3UPAHU, TBOHHO-CIICITH, IJ1a1e00 KOHTPOJIMPAHU IPOYYBAHUS MPH MALUEHTH C YMEPEH JI0
TEXBK IIAKOB IICOPUA3NC, KAaHIUAATH 3a (POTOTEeparus WM cucTeMHa Tepanus. OCBeH TOBa B €THO
PaHJIOMHU3UPAHO, aKTUBHO KOHTPOJIMPAHO MPOYYBAHE ChC 3aCIICIICH OI[CHUTEN € CPABHEHO JICHCTBHETO
Ha YCTEKMHYMa0 M eTaHEePIENT MPY MAIUSHTH C YMEPEH JI0 TEXBK MIAKOB MICOPUA3UC, KOUTO HE ca Ce
TIOBJIMSIITH, TIPOSIBIIH Ca HETIOHOCUMOCT WJIM Ca UMaJIH MTPOTUBOIIOKa3aHNe KbM MUKIoCTIopruH, MTX
unu [TYBA Ttepamnus.

B npoyusane npu ncopuazuc 1 (PHOENIX 1) ca ouenenu 766 nammeHtu. 53% Ot TAX He ca ce
TTOBJIMSIITH, TIPOSIBUJIA Ca HETIOHOCHMOCT WJIM Ca UMaJIH IPOTHUBOIIOKAa3aHNeE KbM JIpyTra CHCTEeMHA
Tepanusd. [lanmenTuTe, paHIOMHU3MpaHH 3a JIYEHHE C YCTEKHHYMab, ca Mpuenu 1031 oT 45 mg uimun
90 mg B ceqmuim 0 1 4 U ca NPOBIIKIIIN J1a IPUEMAT ChIIIaTa 1033 Ha BCeKH 12 ceMuIy.
[NanmenTure, paHIOMU3UPAHU 32 JiedeHHe ¢ 1anedo B ceaqmuin 0 u 4, ca mpeMUHAIN KbM JIEYCHUE C
ycrekuayMab (45 mg win 90 mg) B ceamuru 12 u 16, cieq KoeTo ca IpOABIIKIUIA Ja TIpHeMaT
chlllaTa fo3a Ha Bceku 12 ceqmuny. [lanuenTu, mbpBoHaYaIHO paHIOMU3UPAHH 3a JISYEHHUE C
YCTEeKHHYMa0, KOUTO ca JIOCTUTHAIN HUBO Ha MOBJIMsABAaHE 75 10 MHJIEKCA 3a TUIOI Ha 3acsraHe u
TexecT Ha ncopuasuc (Psoriasis Area and Severity Index, PASI) (momo6penne mo PASI ot MuanMym
75% B cpaBHEHHE C U3XOJHHUTE CTOWHOCTH) B ceamun 28 u 40, ca MOBTOPHO paHIOMHU3HPAHH 3a
JICYCHUE C YCTeKHMHYMa0 Ha BCeKH 12 ceamuiy wiu ¢ miaredo (T.e. OTTErJISTHE OT TepaInusTa).
[larmenTrTe, MOBTOPHO PaHIOMHU3HPAHH 3a JieueHHe ¢ Tuianebo B cenmuiia 40, ca Bb300HOBHITH
TepanuATa ¢ yCTeKHHyMal B TbpBOHAYAJIHATA CH CXEMa Ha J03MpaHe, CJie]] KaTo OJOOPEHNUETO UM 10
PASI B cemmunia 40 e Hamansuio ¢ MuHUMYM 50%. Beuukuy narmeHT ca npocieaeHu 3a IepHo 10
76 cemMuIIy cell TbPBOTO NPUIIOKEHNE Ha U3CIIEABAHOTO JICUCHHE.

B npoyusane mpu nicopuasuc 2 (PHOENIX 2) ca ouenenu 1 230 nammentu. 61% ot 15X He ca ce
TOBJIMSUTH, IPOSIBUJIM Ca HEOHOCUMOCT WJIM Ca UMAaJi MPOTHBOIIOKAa3aHNE KbM JIpyTra CHCTEMHA
tepanusl. [lannenture, panaOMHU3UpaHH 3a JICUEHHE C YCTEKMHYMa0, ca puesu 1034 oT 45 mg win
90 mg B ceamunu 0 u 4, MOCAEABaHU OT AOIBJIHUTEIHA /1032 B ceamuiia 16.

[TarmenTuTe, paHIOMHU3UPAHU 3a JiedeHHe ¢ mianedo B ceqmunu 0 1 4, ca mpeMUHAIN KbM JIEUEHHUE C
ycreknayMabo (45 mg unu 90 mg) B ceamuu 12 u 16. Bcuuky nmanyeHTH ca MpocieeHu 3a MePHol
110 52 ceMUIH e MbPBOTO MPHUIIOKEHHE Ha H3CICABAHOTO JeUeHHeE.
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B npoyusane npu ncopuasuc 3 (ACCEPT) ca onenenn 903 nanueHTH ¢ yMEpEeH 0 TeXbK TCOpUasuC,
KOHUTO HE Ca ce MOBIHIIN, MPOSBIIIN Ca HETOHOCUMOCT HMJIH Ca UMAJIM TIPOTHBOIIOKA3aHUE KBM JIpyTa
cucremHa Tepanus. CpaBHeHa € epUKAaCHOCTTA Ha YCTEKHMHYMa0 ¢ Ta3H Ha €TaHEPLENT U € OlleHeHa
Oe3omacHOCTTa Ha yCTeKnHYMab u etanepuent. 1o Bpeme Ha 12-ceaMuuHaTa aKTUBHO KOHTPOJIMPaHa
4acT OT NPOYYBAHETO AIMEHTUTE Ca PaHIOMU3UPAHH [la Tpuemar etanepuent (50 mg 1Ba mbTH
CeMUYHO), ycrekuHyMab 45 mg B ceamuiy 0 u 4 wim ycrekuaymad 90 mg B cenmunu 0 u 4.

W3xoxaHuTe XapakTepUCTUKU Ha 3a00JI1BAaHETO Ca MPUHLUITHO [10CIIEI0BATEIIHM BbB BCUUKHU IPYIH Ha
JIeYeHue B MpoydBaHe mpu ncopuasuc 1 u 2 ¢ meanana Ha PASI ckopa Ha n3xomHo HUBO OT 17 110 18,
C MeJMaHa Ha TejecHa MoBbpXHOCT (BSA) Ha n3xonHo HUBO > 20 U ¢ MeJaHa Ha 1epMAaTOJIOTHYEH
MHIEKC 3a KauecTBO Ha )uBOT (Dermatology Life Quality Index, DLQI) B rpanumure ot 10 mo 12.
bimzo eqna Tpera (mpoyduBaHe TpH rcopuasuc 1) U eaHa 4eTBHPT (MIPOyIBaHE MPH TICOPHUA3ZHC 2) OT
nanueHTuTe uMat rcopuatuueH aptput (PsA). [TonoOHa Texxect Ha 3a00isIBaHETO ce HAOIr01aBa U
NIpY IpOyYBaHe MPH Icopuasuc 3.

[IspBUYHATA KpaifHa TOYKA B TE3U IPOYIBAHS € CHOTHOIIEHUETO HA MAIUEHTUTE, IOCTUTHATIN HUBO
Ha noBiusABaHe 1o PASI 75 cipssMo U3X0HUTE CTOMHOCTH B ceamuiia 12 (Bxk. Tabnuiu 3 u 4).

Tabauya 3. Ob6obwenue na KiuHuuHomo nosaussane 8 npoyusane npu ncopuasuc 1 (PHOENIX 1) u
npoyusane npu ncopuasuc 2 (PHOENIX 2)

Cenmuma 12 Cenmurna 28
2 nosu (cenmuria 0 u ceqmuna 4) 3 mo3u
(cemmuria 0, cenmurna 4 u
ceamuna 16)
[Tnamne60 45 mg 90 mg 45 mg 90 mg
IIpoyuBaHe npu
ncopuasuc 1
Bpoii 255 255 256 250 243
PaHIOMHU3UPAHU
MAIMCHTH
[NornusiBane mo 26 (10%) 213 (84%)* | 220 (86%)* 228 (91%) 234 (96%)
PASI 50, 6p. (%)
[ToBnusBane 1o 8 (3%) 171 (67%)* | 170 (66%)°? 178 (71%) 191 (79%)
PASI 75, 6p. (%)
[MosnusiBane 10 5 (2%) 106 (42%)% | 94 (37%)? 123 (49%) 135 (56%)
PASI 90, 6p. (%)
OO0JI6 3a n3uncTeHu 10 (4%) 151 (59%) * | 156 (61%) * 146 (58%) 160 (66%)
WM MUHUMAIIHH, Op.
(%)
Bpoii maruentn 166 168 164 164 153
<100 kg
[MoBnusiBane 10 6 (4%) 124 (74%) 107 (65%) 130 (79%) 124 (81%)
PASI 75, 6p. (%)
Bpoii maruenTn 89 87 92 86 90
> 100 kg
[MoBnusiBane 10 2 (2%) 47 (54%) 63 (68%) 48 (56%) 67 (74%)
PASI 75, 6p. (%)
IIpoyuBaHe npu
ncopuasuc 2
Bpoii 410 409 411 397 400
PaHIOMHU3UPAHU
MAIMCHTH
[NonusiBane 1o 41 (10%) 342 (84%) * | 367 (89%) ® 369 (93%) 380 (95%)
PASI 50, 6p. (%)
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[MoBnusiBane 1o 15 (4%) 273 (67%) * | 311 (76%) ® 276 (70%) 314 (79%)
PASI 75, 6p. (%)

[NToBmusBane 1o 3 (1%) 173 (42%) * | 209 (51%) ® 178 (45%) 217 (54%)
PASI 90, 6p. (%)

OO0JI6 3a u3unCTCHN 18(4%) 277 (68%) * | 300 (73%) * 241 (61%) 279 (70%)
WJIM MUHUMAJIHH, Op.

(%)

Bpotii manmentn 290 297 289 280
<100 kg

[MoBnusiBane 1o 12 (4%) 218 (73%) 225 (78%) 217 (76%) 226 (81%)
PASI 75, 6p. (%)

Bpoii marmentu 120 112 121 119

> 100 kg

[ToBnusBane 1o 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)
PASI 75, 6p. (%)

a

6 OOJI = O6ua oleHKa Ha JeKkaps

p < 0,001 3a ycrekuaymab 45 mg nnn 90 mg B cpaBHeHue ¢ miane6o (PBO)

Tabnuya 4 Obobwenue Ha KIuHUYHOMO nosiuasane 6 npoyysare npu ncopuasuc 3 (ACCEPT) na

ceomuya 12
IIpoyuBane npu ncopuasuc 3
Eranepuent Ycrekunymab
24 no3u 2 no3u (cenmunia 0 u ceamuna 4)
(50 mg nBa meTH 45 mg 90 mg

CEJIMHUYHO)
Bpoii panioMHU3MpaHN MALUEHTH 347 209 347
[loBmusBane o PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)°
[ToBmusiBane mo PASI 75, 6p. (%) 197 (57%) 141 (67%)" 256 (74%)?
IMosusisane mo PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)*
OOJI 3a U3YKHCTEHH WK 170 (49%) 136 (65%)* 245 (71%)*
MuHUMaIHH, 0p. (%)
Bpoii marmentn < 100 Kg 251 151 244
IMosnusiBane mo PASI 75, 6p. (%) 154 (61%) 109 (72%) 189 (77%)
bpoit naumentu > 100 kg 96 58 103
[osnusiane o PASI 75, 6p. (%) 43 (45%) 32 (55%) 67 (65%)

2 p<0,001 3a ycrekuaymabd 45 mg uimu 90 mg B cpaBHEHHUE C €TaHEPLENT.

6

p = 0,012 3a ycrekunymab 45 mg B cpaBHEHHE C €TaHEPIIEIT.

B npoyusane npu nicopuasuc 1 nogabprxanero Ha PASI 75 e 3HaunTEIHO MO-BUCOKO TpH
MPOABIDKUTENHO JI€YCHUE, B CPAaBHEHUE C TOBA MPH OTTerysiHe oT JieueHuero (p < 0,001). [Togobuu
pe3ynraTu ce HabIroaaBar mpH Beska no3a yeTeknaymMab. Ha 1-Bata roguna (cenmura 52) 89% ot
MAIMeHTHTe, TOBTOPHO PaHJOMU3UPAHH 3a MMOAIBPXKAIIO JIeUeHue, ca ce moBnusainu no PASI 75, B
cpaBHeHUe ¢ 63% OT MarMeHTUTE, MOBTOPHO PAHJOMU3HUPAHH 32 TUTANe00 (OTTETIISIHE OT JICUSHUETO)
(p <0,001). Ha 18-tust Mmecent (ceamunia 76) 84% oOT malueHTUTE, TOBTOPHO PAHOMHU3UPAHU 32
MOIIBPIKAIIO JieueHue, ca ce moBinusn 1mo PASI 75, B cpaBHenwue ¢ 19% oT manueHTHTE, TOBTOPHO
paHJIOMHU3UPaHU 3a I1aledo (oTTenissHe ot eyennero). Ha 3-ta roguna (cemmuria 148), 82% ot
MalKUEHTUTE, HOBTOPHO PaHAOMU3HUPAHU 33 MOAIBPIKALLO JiedeHue, ca ce nopnusiu no PASI 75. Ha
5-ta ronuHa (ceamuna 244) 80% oT manMeHTUTe, TOBTOPHO PAaHAOMHU3UPAHU Ha MOIIBPKAIIO

JiedueHue, ca ce nmosiusu mo PASI 75.

[Ipu nanuenTHTe, MOBTOPHO PAHJOMHU3HUPAHH 32 TUIa1e00, KOUTO OTHOBO Ca MPEMHHAIH KbM
II'bPBOHAYAIHATA CH CXEMa Ha JICYCHHE C YCTEKHHYMa0 cie 3arybara Ha > 50% mogo0peHue mo
PASI, 85% ca Bp3cTanoBmiu nosnusiBaneTo mo PASI 75 B pamkute Ha 12 ceamuiu cuef

BB300OHOBSIBAHE HA TCpaluAaTa.

B mpoyuBane npu nicopuasuc 1 B ceqmuna 2 u cenMunia 12 ce HabmogaBa 3HAYUTETHO MO100peHNe
copsimo u3xoanute croitnoct Ha DLQI BBB Besika OT rpynuTe Ha JieueHHE C YCTEKHHYMal B
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CpaBHEHHE C M1aneoo.

[Nomobpenwuero ce 3amazBa no cenmuiia 28. [logoOHO 3HaUMTENHO MOTOOpEHNE ce HaOIr0/1aBa B
MpoydYBaHe IpH rcopuasuc 2 B ceamuii 4 u 12, koeTo ce 3amas3sa a0 ceamuiia 24. B nmpoyuBane mnpu
ncopuasuc 1 mogoOpeHusnTa B HOKBTHHS TICOpUa3ucC (MHICKC 3a TEKECTTa Ha HOKBTEH TICOpUA3NC), B
o011ara oneHka Ha PU3NIECKOTO U eMOIIMOHAHOTO CheTostHre 110 SF-36 1 BBB BU3YyaTHO-
aHaJIoOroBaTa CKaJyia 3a oIpeessaHe Ha CTOWHOCTTa Ha Ooyikata mpu cbpoek (VAS) chImo ca
3HAYMTEITHH [IPH BCSKA rPpyIa Ha JICUeHHE ¢ yCTeKuHyMal B cpaBHeHUe ¢ muiane6o. B mpoyusane npu
McopHa3uc 2 KIMHUYHATA CKalla 3a TpeBokHoCT u aenpecus (Hospital Anxiety and Depression Scale,
HADS) u BeIipocHHUKBT 3a pabotam orpannderus (Work Limitations Questionnaire, WLQ) chiio
MOKAa3BaT 3HAYUTEIHO 1MOI00PCHUE BHB BCSKA OT IPYNUTE HA JICUCHHE C YCTEKHHYMa0 B CpaBHEHHE C
miarne0o.

IIcopuatnued apTputT (PsA) (Bb3pacTHU IMAIMEHTH )

JlokazaHo e, 4ye yCTeKuHyMa0 1mo100psiBa MPU3HAIUTE U CUMITOMUTE, (PU3MYECKOTO ChCTOSHUE U
CBBP3aHOTO ChC 3[PABETO KAYESCTBO HA KUBOT M HAMAJISIBA CTETICHTA Ha MPOTpecHs Ha mepudepHOTOo
CTaBHO YBPEXKIAHE MPH BH3PACTHH MAIUCHTH C aKTHBCH PSA.

BeszonacHocTTa M epukacHOCTTa Ha ycTeKUHYMal ca oLleHeHU pH 927 MalMeHTH B IBE
PaHIOMU3UPAHH, ABOMHOCIIENH, I1ae00-KOHTPOJIMPAaHH IIPOYUYBAHUS IIPH NALUEHTH C aKTUBEH PsA
(> 5 momytu craBu 1 > 5 O0JIe3HEHU CTAaBH) BBIIPEKH YIOTpedaTa Ha HECTEPOUIHN
npotuBoBb3naiuTentu cpenacrsa (HCIIBC) wm moaudunupamy 6oiaecTTa aHTUPEBMAaTHYHH
nekapctBa (DMARD). IlarnrienTrTe B TE€3u MPOYYBaHUS ca MMAJX ITOCTABEeHa Tnaruo3a PsA Haii-
MaJIKO OT 6 Mecena. BkiroueHH ca malMeHTH ¢ BCIKAKbB NOATUI HAa PSA, BKIIOUUTEIIHO
MIOJIMAPTUKYJIAPEH apTPUT 0€3 JaHHU 32 PEeBMATOUIHU BB3IHU (39%), CHOHAMIUT ¢ iepudepeH apTpuT
(28%), acumerpuuen nepudeper aptput (21%), ¢ yuactue Ha AucTaimHa UHTEpQaIaHreaaHa cTaBa
(12%) n maBammamsupan aptput (0,5%). Hag 70% n 40% ot manueHTHTE B ABETE MPOYYBaHUS ca
MMalli ChOTBETHO CHTE3HT M JAKTHJIHT Ha U3XO/HO HUBO. [laliieHTHTE ca paHaOMHU3NpaHH Ja
MOJTy4aT JIeYeHue ¢ ycrekunymao 45 mg, 90 mg, win miane6o noxkoxHo Ha cenmuiy 0 u 4,
MOCIIe/IBAHN OT TIpuiiarane Ha Bceku 12 cenmuiu (q12w). [pubnmsurenno 50% ot nanueHTHTE ca
MPOJIBIDKUIN Ha ocTostHHA 71032 MTX (< 25 mg/cenmuria).

B PsA npoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PSUMMIT 1I), ceorBeTHO 80% 1 86% OT
TaneHTuTe, ca onmu tekyBaan ¢ DMARD. B nipoyuBane 1 He € OWI0 1TO3BOJICHO MPEAMIITHO JICUCHUE
C aHTAaroHUCT Ha TyMOp-HekpoTusupail (akrop ainda (TNF)a. B npoyusaHe 2, moBedeTo naueHTH
(58%, n = 180) ca Oum stekyBanu ¢ eaHo Wi nmosede anTH-TNFa cpencrBo(a), karo ot Tsx Hag 70%
ca IIpeyCcTaHOBIIIH cBoeTo aHTH- TNFo ieuenue, mopaau aurca Ha e(pUKaCHOCT MIIH HETOHOCHMOCT,
TI0 BCSIKO BpeEMe.

THpusnayu u cumnmomu

Jledenmero ¢ ycTeKMHYMad BOAM 710 3HAYUTETHH MOTOOPEHHS B N3MEPHUTEINTE 32 aKTUBHOCT Ha
3a00JIsIBAHETO B cpaBHEHHeE ¢ manebo Ha cenmuna 24. [TspBuuHara KpaliHa TOYKa € IPOLEHTHT Ha
MAlMEHTHUTE, MOCTUTHAIN OTroBOp 20 1Mo KpUTEPUUTE HA AMEPHUKAHCKHS KOJIEX 10 PEBMATOIOT U
(American College of Rheumatology, ACR) Ha ceqmuma 24. OcHOBHHUTE pe3ynTaTh 3a e(UKaCHOCT ca
MIpeJICTaBeHH B TabIHIa 5 mo-10iy.

Tabnuya 5 Bpou na nayuenmume, NOCMUSHALY KIUHUYEH 0M2060D NPU NCOPUATUYEH aAPMpPUn
IIpoyusane 1 (PSUMMIT 1) u Ilpoyusane 2 (PSUMMIT II) na ceomuya 24

IIpoyyBaHe npu ncopuaTudeH IIpoy4BaHe npu nncopuaTuyeH
apTput 1 apTpur 2

Il1anedo 45 mg 90 mg Il1anedo 45 mg 90 mg
Bpoii 206 205 204 104 103 105
PaHIOMHM3HPAHHU
NMALUCHTH
ACR 20 otrosop, N | 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)*
(%)
ACR 50 otrosop, N | 18 (9%) | 51 (25%)* | 57 (28%)? 7 (7%) 18 (17%)° | 24 (23%)*
(%)
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ACR 70 otrosop, N | 5 (2%) | 25 (12%)* | 29 (14%)° | 3 (3%) 7 (1%)" 9 (9%)"
(%)

bpoit nayuenmu c 146 145 149 80 80 81
> 3% BSA"

PASI 75 otrosop, 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%)
(%)

Kombunupan 8 (5%) 40 (28%)® | 62 (42%)* 2 (3%) 24 (30%)* | 31 (38%)*
PASI 75 u ACR 20
otrosop, N (%)

Bpoii nanuenTH 154 153 154 74 74 73
<100 kg

ACR 20 otrosop, N | 39 (25%) | 67 (44%) | 78(51%) | 17 (23%) | 32 (43%) | 34 (47%)
(%)

bpoii nayuenmu c 105 105 111 54 58 57
> 3% BSA"

PASI 75 otrosop, N | 14 (13%) | 64 (61%) | 73 (66%) | 4 (7%) | 31(53%) | 32 (56%)
(%)

Bpoii nauuenTu 52 52 50 30 29 31
> 100 kg

ACR 20 otrosop, N | 8 (15%) | 20(38%) | 23(46%) | 4(13%) | 13 (45%) | 12 (39%)
(%)

bpoii nayuenmu ¢ 41 40 38 26 22 24
> 3% BSA"

PASI 75 otrosop, N | 2 (5%) | 19 (48%) | 20 (53%) 0 10 (45%) | 13 (54%)
(%)

& p<0,001

6 p<0,05

5 p=NS

" Bpoii marmenTn ¢ > 3% BSA 3acernarta ncopuatudHa Kojka Ha H3XOHO HHUBO

ACR 20, 50 u 70 oTroBOpH IPOIBIIKABAT J1a C€ TIOA0OPSABAT WK Ce TMOAIBbPKaT 10 ceamuria 52 (PSA
[Ipoyusane 1 u 2) u ceamuna 100 (PsA Ilpoyusane 1). B PsA Ilpoyusane 1, ACR 20 otroBopu Ha
cenmuna 100 ca nocturHatu npu 57% u 64%, crotBeTHO 3a 45 mg u 90 mg. B PsA Ilpoyusane 2,
ACR 20 otroBopu Ha cenmuiia 52 ca mocturaat npu 47% u 48%, croTBeTHO 32 45 mg n 90 mg.

[IponeHThT Ha MaIUeHTHTE, IIOCTUTHAIN OTrOBOP 1Mo Moaudunmupanu PsA kputepun Ha otroBop (PsA
response criteria, PSARC) chII0 € 3HaUUTETHO IMO-TOJISM IIPH TPYITUTE Ha YCTEKHHYMa0, B CpaBHECHUE
¢ mane6o Ha cenmuiia 24. OtroBopu PSARC ce mogabpsxar o Bpeme Ha cenqmuii 52 u 100. Ilo-
TOJISIM MPOLIEHT OT MAlMEHTHUTE, JIEKYBAHU C YCTEKHHYMa0, KOUTO ca UMaJI CIIOHIMIUT ¢ iepudepeH
apTPUT KaTo OCHOBHA AMarHo3a, mokaspar 50 u 70 mpoieHTHO nomo0peHue B CKopa 1Mo bat nHaekc 3a
aKTMBHOCT Ha 3a00JIsIBaHETO TP aHKmo3upain criouammuT (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B cpaBHeHue ¢ 11aie0o Ha ceamuiia 24.

OtroBopuTe, HaOIIOAABaHM MTPH TPYTIHTE, JIEKYBAaHHU C yCTEKHMHYyMa0, ca CXOIHM MPH MAI[eHTHUTE,
KOWTO MOJy4YaBaT WM HE Moy4yaBaT cbrbTcTBa0 MTX 1 ce moaabppKaT Mo BpeMe Ha CeAMUIN 52 U
100. [TarentuTe, JeKyBaHu npeau ToBa ¢ anTH-TNFo cpeacTBa, KOUTO ca MONyYniIi yCTEeKHHYMao,
ca IMOCTHTHAJIM TIO-TOJISIM OTTOBOP Ha ceMuUIia 24 B CpaBHEHHE C MAMEHTUTE, TIOMydJaBalId Tuiane6o
(ACR 20 otroBop Ha ceamuiia 24 3a 45 mg u 90 mg ¢ crotBeTHO 37% 1 34% B cpaBHEHHE C TUIAEe00
15%; p < 0,05) u oTroBOpUTE CE MOJIBPKAT 110 BpeMe Ha ceaMuliia 52.

[Ipu marueHTs ¢ eHTE3UT W/UITN JaKTIIAT Ha U3X0IHO HUBO, TpH PsA Ilpoyusane 1 ce HabmomnaBa
3HAYMMO TOJJOOPEHUE B CKOPOBETE 33 SHTE3UT U JAKTHIIUT MPU IPYIUTE HA YCTCKUHYMAa0 B CPaBHCHHE
¢ tanie6o Ha ceamuna 24. B PsA TIpoyuBane 2 ce Ha0Ir01aBa 3HAYMMO TIOJOOpPEHKE B CKOpa 3a
€HTE3UT U YHUCIICHO MoA00peH e (He € CTATHCTHYECKH 3HAYMMO) B CKOpa 33 JAKTHJIUT IPHU TpymaTa Ha
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ycrekuryMabd 90 mg B cpaBHeHHe ¢ Tuiane6o Ha ceamuna 24. [logoOpeHusiTa B Ckopa 3a EHTE3UT U B
CKOpa 3a JaKTHIUT ca NOIIbPKaHU 1o BpeMe Ha ceamuiu 52 u 100.

Paouoepagpcrxu omeosop

CTpyKTypHO yBpeXIaHE B IBETE PbLE U KpaKarTa ce U3passBa KaTo MPOMSHA CIPSIMO U3XOAHOTO HUBO
B o0mus van der Heijde-Sharp ckop (vdH-S ckop), Mmomudumnnpan 3a PsA upe3 nobaBsHe Ha
JMCTATHUTE UHTep(daTaHTeaHy cTaBu Ha phiiete. [IpoBeneH e npeaBaputesHo AeGruHUpaH
WHTETpUpaH aHAIN3 Ha KOMOMHHUpaHu AaHHH oT 927 naunentu B n8ete PsA IIpoyusanust 1 u 2.
YcreknHyMab 1okas3Ba CTaTUCTUYECKH 3HAUMMO HaMalleHHE B CTEIIEHTa Ha IPOrpecusi Ha
CTPYKTYPHOTO YBPEXKIaHE B CPaBHEHHE C I1ane00, N3MEPEHO Ype3 MPOMsHa CIPSMO U3XOJHOTO HUBO
10 24 cepmuna B o61mus moaudunupan vdH-S cxop (cpenen + SD ckop e 0,97 + 3,85 B rpynara Ha
iane6o, B cpaBHeHue ¢ 0,40 £ 2,11 u 0,39 + 2,40 mpu choTBEeTHO ycTekuHyMab rpymu 45 mg

(p <0,05) 190 mg (p <0,001). To3u edexr ce apikn Ha PSA TIpoyusane 1. EpekrsT ce cunra 3a
JIOKa3aH, HE3aBUCUMO OT ChIIBTCTBAIIOTO IpuiiokeHue Ha MTX u ce nogabpxa 1o BpeMe Ha
cenmutm 52 (uaterpupan ananus) u 100 (PsA TIpoyusane 1).

Qu3suuecko cbCcmosHUe U C8bP3AHO CbC 30PABEMO KAYECMB0 HA HCUBOM

[MaumeHTH, TeKyBaHU ¢ yCTEKUHYMaO, ca MoKa3ain 3HAYUTEIHO mogo0peHue Ha Gpru3ndeckoTo
CBCTOSTHHUE, KaKTO € OI[EHEHO 110 MH/IEKCa 332 MHBAIMAHOCT OT BBHIIPOCHUKA 32 OIIEHKAa Ha 3/IpaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) Ha ceqmuiia 24. ITpotieHTHT Ha
MAIUeHTUTE, IOCTUTHAIIN KIIMHUYHO 3HauuMO > 0,3 nogobpenne Ha HAQ-DI ckopa cipsimo
M3XOJTHUTE CTOMHOCTH, CBHIO € 3HAYUTEHO MO-TOJISIM IIPU TPYIHUTE Ha YCTEKHHYMa0, B CpaBHEHHE C
miare6o. I[lomoopenne Ha HAQ-DI ckop cpsiMo H3XOTHOTO HHBO C€ TIOAIBpIKa IO BpeMe Ha
cexmury 52 u 100.

Nwma 3raunTenHo mogoobpenne B DLQI ckopoBeTe mpu rpynuTe Ha yCTEKUHYMa0, B CpaBHEHUE C
iane6o Ha ceamuIa 24, KOeTo ce moJIbpxa o Bpeme Ha cenqmuny 52 u 100. B PsA TIpoyusane 2
MMa 3HAaYHUTENHO OA00peHre B CKOpOBeTe 32 QyHKIIMOHATHA OLIEHKA HA TEPausiITa 32 XpOHHYHO
3abonsBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-F) npu
TpyIUTE Ha YCTEKMHYMa0, B cpaBHEHHE ¢ Tuiarne6o Ha cenvuna 24. [IpolieHThT Ha MaIUeHTHTE,
JIOCTUTHAJIN KJIMHUYHO 3HAaUYMMO rojoopenue Ha ymoparta (4 touku o FACIT-F) chio e 3HauuTeTHO
MO-TOJISIM TIPH IPYTIUTE Ha YCTEKHHYMa0, B cpaBHeHue ¢ manedo. [Tonodpenusita Ha FACIT-F ckop
ce oI IbpIKaT 10 BpeMe Ha ceaMura 52.

[ennaTpuyHa momynanus

EBpomneiickara areHIys 1o JeKapcTBara oTiiara 3aIbJDKEHHETO 3a MPEI0CTaBsHEe Ha PE3yJITaTUTE OT
MIPOYYBAHUSATA C peepEHTHUS JIEKAPCTBEH MPOIYKT, ChAbPIKAIll YCTCKHHYMAa0, B €IHa WM TIOBEYE
MOATrPYIH Ha MeAUaTPUYHATA MOIyJIAlMs C FOBEHWIEH HANONaTH4eH apTpuT (BX. Touka 4.2 3a
rH(pOpMAaIUs OTHOCHO YHOTpeOa B MeIUaTPUsTA).

Ilnaxos ncopuasuc npu neéuampulmu nayuermu

I[oxa3aHo €, uc YCTGKI/IHYM3,6 HO,I[06p$IBa MNpU3HAOUTC U CUMIITOMUTC, (l)I/IBI/ILICCKOTO CbCTOSAHHUC U
CBBP3aHOTO CHC 3APAaBETO KAUYCCTBO HA JXUBOT IIPU NEAUATPUYHHA IMAIIUCHTH Ha 6 TOAMHU U TIO-TOJIEMH
C IUIaKOB IICOpUasuc.

Hayuenmu 6 ronowecka év3pacm (12-17 200unu)

E¢ukacnoctra Ha ycreknnymab e npoydena npu 110 meauatpuyHu manyeHTH Ha BB3pacT oT 12 10

17 ronuHu ¢ yMepeH 10 TeXbK MJIaKOB ICOPHUA3HC B MHOTOLIEHTPOBO, PaHIOMHU3HUPAHO, IBOIHO-CIIAIIO,
tane0o KoHTpoaupano npoyusane ¢aza 3 (CADMUS). [lanuenTture ca paHAOMU3UPaHU 12
MOJIy4aBaT WK miane6o (n = 37), Win npenopbuynTeNIHaTa 103a yeTeknayMab (Bk. Touka 4.2; n = 36),
WJIM TTOJIOBMHATA OT MPEMOPBYNTENHATA 1032 YCTeKHHYMab (n = 37), upe3 MOAKOKHO WHKEKTHpPaHe Ha
cenvuty 0 u 4, criex ToBa npuiarane Ha Bceku 12 cenmunu (q12w). Ha ceqmuna 12 naruenrture,
JIEKYBaHH ¢ TI1are6o ca mpeMUHAIN Ha YCTEKHHyMao.

Maruentu ¢ PASI > 12, PGA > 3 u 3acernara tenecHa nobpxHocT (BSA) none 10%, kouto ca Ounu

KaHIMJIaTH 32 CUCTEMHA Tepanus wim GoToTepanus, ca OTTOBapsUIM Ha yCIOBHUATA Ha IPOYYBAHETO.
[TpubmmsurenHo 60% oT manueHTUTe ca OWITN MOAIOKEHH Ha MIPE/IIIeCcTBaIla KOHBEHI[MOHAIHA
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CHUCTCMHaA TCpanus Ujin (I)OTOTepaHI/ISI. HpI/I6HI/IBI/ITGHHO 11% ot MalUEHTUTE Ca UMAJIM MIPEAIICCTBAIlla
TCparmus ¢ OHOJIOTUYHU CpeAcCTBa.

[IspBUYHaTa KpaifHa TOYKA € ChOTHOIIEHUETO Ha MAIMEHTUTE, KOUTO ca gocturHanu PGA orenka Ha
n3uuctenu (0) wmu muanManau (1) mmaku Ha ceamuna 12. BropuuHuTe KpaltHU TOYKY BKIIFOUBAT
PASI 75, PASI 90, mpomsiHa cripsiMO M3XOTHOTO HUBO Ha JlepMaToIOTHYeH HHACKC 3a Ka4eCTBO HA
xwuBoT nipu gena (Children’s Dermatology Life Quality Index, CDLQI), nmpoMsiHa cripsiMO U3XOHOTO

HUBO Ha oOI1aTa oIleHKa 10 cKajaTta Ha BeIpocHuK 3a kauecTBO Ha KUBOT npH aena (Paediatric
Quality of Life Inventory, PedsQL) na ceqmuma 12. Ha ceaqmumna 12, manmeHTHTe TPETHPAHHU C
yCTeKHHyMa0 TOKa3BaT 3HAYMTEIHO MO-TOJISIMO MOJOOpEHHEe Ha TICOPHAa3nca U CBBP3aHOTO ChC
3[]paBETO KaueCTBO Ha )KUBOT B CpaBHEHUE C uiaiedo (Tabmumna 6).

Bcewdky manpieHTH ca mpocieasiBaHu 3a e(hUKaCHOCT 3a Ieproia OT 52 CeaIMUITH CIIe]T ITbPBOTO
MPWIOKEHUE Ha U3MUTBAHUS JIEKapCTBEH NpoAyKT. ChoTHOMIEHHETO Ha nanuenTute ¢ PGA onenka
Ha n3unctenu (0) wim muauManau (1) uraku U cboTHOIIEHHEeTo Ha nocturHanute PASI 75 mokassa
pas3irKa MeXAy TpylaTa JIeKyBaHa ¢ ycTekKnHyMal u miane0o rpynara Ha ITbpBaTa BU3UTa Ha
cenMuIia 4 cies HayaHaTa, JOCTUTalkn MakcuMyM 1o ceamuna 12. [Tomobpenusita B PGA, PASI,
CDLQI u PedsQL ce momabpsxat 1o ceamuiia 52 (tabnuiia 6).

Tabnuya 6: Obobwenue Ha NvpsULHUmMe U BMOPUHHUME KPAUHU MO4KU Ha ceomuya 12 u ceomuya 52

HeanaTpuuno npoyusane npu ncopuasuc (CADMUS) (Bv3pact 12-171.)

Ceavuua 12 Ceavmuua 52
[Tnamebo [Ipenoppuntenna [Ipenoppunrtenna
no3a Y CTeKnHyMao n03a Y CTeKHHyMao
N (%) N (%) N (%)
PannomMusupanu naimeHTH 37 36 35
PGA
PGA na uzuncrenu (0) mwiu 2 (5,4%) 25 (69,4%)* 20 (57,1%)
MuHUMaNTHH (1)
PGA na nzunctenu (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 peciornepu 2 (5,4%) 22 (61,1%)* 23 (65,7%)
PASI 100 pecnionnepu 1(2,7%) 14 (38,9%)° 13 (37,1%)
CDLQI
CDLQI ot 0 umn 1° 6 (16,2%) | 18 (50,0%)" 20 (57,1%)
PedsQL
ITpoMsiHa CTIPSIMO M3XOTHO 3,35 (10,04) 8,03 (10,44)" 7,26 (10,92)

uuBo Cpenno (SD)

p < 0,001
9

CDLQI: CDLQI e nepmarosiorudeH HHCTPYMEHT 3a U3MepBaHe Ha ehekTa Ha KOXKHHS IPOOJIeM BBPXY

CBBP3aHOTO CBC 3/IPABETO KaYeCTBO Ha )KUBOT Ipu neanaTpuaHaTa nomynanus. CDLQI ot 0 wimum 1 mokassa,
4e HsIMa epeKT BbpPXY KaueCTBOTO Ha XHMBOT Ha AETETO.

» p=0,002

' PedsQL: PedsQL e o6ima ckaia 3a ©3MEpBaHEe Ha CBBP3aHOTO ChC 3APABETO KAYEeCTBO HA YKHBOT,
pa3paboreHa 3a ynorpeba B HOMyJIAMUTE HA Jiella U FoHoMIH. 3a mianedo rpynara Ha ceamuiia 12, N = 36

2 p=0,028

ITo Bpeme Ha mIane00-KOHTPOIUPAHUS MTepro 10 ceaMua 12, epukacHOCTTa Ha ABETE JO30BU
IpyNH, IPENOPBbUUTETHATA U TIOJIOBHHATA OT IPENOPBUUTENIHATA, KATO IAJI0 € CPAaBHUMA B
IbpBUYHATA KpaitHa Touka (69,4 u 67,6% chOTBETHO), BHIIPEKH Y€ MMa JaHHU Ha JI030B OTTOBOP 32
M0-BUCOKU CTOMHOCTH Ha KpuTepunte 3a edukacHocT (Hamp. PGA na nzuucrenu (0), PASI 90). Cnen
cenmuna 12, epuKacHOCTTa KaTo ISUI0 € T0-BUCOKA U MO-NIPOABKUTEIHA TP IrpyIiara ¢
MPeropBYMTENHA 1033, B CPAaBHEHHE C TpyTaTa Ha MOJOBHHATA OT MPENopbhUMTEIHATA /1032, TPH
KOSITO ce HaOoJaBa Mo-4ecTo yMepeHa 3ary0a Ha e(pUKacHOCT B Kpast Ha BCEKHU 12-ceIMHUUCH JO030B
uHTepBai. [Ipopunute Ha Ge30macHOCT HA MPENOPBUYUTENIHATA 103 U HA [TOJIOBUHATA OT
IIPENOPBUYUTENHATA 1032 Ca CPABHUMHU.
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leya (6-11 200umnu)

EduxacHocTTa Ha ycTekMHYyMa0 € mpoydeHa npu 44 nenaTpudHH NaMeHTH Ha Bb3pacT OT 6 J10

11 roguHu ¢ yMEpeH /0 TEXBK IIAKOB MCOPUA3UC B OTKPUTO, MHOTOLIEHTPOBO Mpoy4BaHe dasa 3 ¢
enno pamo (CADMUS Jr.). [TauueHTuTe ca IeKyBaHU C IPENOPbUYUTEIHATA 1032 YCTEKUHYMa0 (BK.
Touka 4.2; N = 44) upe3 moaKokHa HHKEKIusI B cenMunin 0 U 4, IOCIeABAHO OT TMpHJIaraHe BEIHBXK Ha
Bceku 12 cenmunm (q12w).

ITarmentn ¢ PASI > 12, PGA > 3 u cbc 3acernara BSA nHaii-manko 10%, KoUTO ca KaHIHIATH 3a
cUCTEeMHa Tepanus uin poTorepanus, ca OMIN TOAXOASIIH 32 mpoyuBaneTo. [Ipubmmsurento 43% ot
MALMCHTHTE UMAT MPE/IIIeCTBAIA SKCIIO3HIUS HA KOHBEHIIMOHAIHA CUCTEMHA TepaIus WK
¢dororepanust. [IpubmusuTenHo 5% OT MaMEeHTHTE UMAT MPEALISCTBAIA eKCIIO3HIHS Ha OMOJIOTHYHH
cperncTaa.

[IppBUUHaTa KpaiiHa TOYKa € MPOLECHTHT MALMEHTH, TocTUrHaU ckop Ha PGA uzuuctenu (0) unu
muanMaiTHY (1) Ha cemvuia 12. Bropuunute kpaitau Toukn BorrouBat PASI 75, PASI 90 u mpomsHa
CHPSIMO M3XOJHOTO HUBO Ha JepMaToJOrnuHus HHACKC 3a KauecTBO Ha sxuBOT mpH Jera (Children’s
Dermatology Life Quality Index, CDLQI) Ha cenmuna 12. Ha cenmuria 12 nareHTuTe, ICKyBaHU C
YCTEeKHHYMa0, MOKa3BaT KIIMHUYHO 3HAYMMO TTOA00pEeHNe Ha TICOpPHa3ica U CBbP3aHOTO ChC 3/IPABETO
Ka4ecTBO Ha KUBOT (Tabuuia 7).

Bcenuku nanueHTH ca mpocieasaBaHu 3a epUKacHOCT 10 52 CeIMUIM e/ IbPBOTO MPHUIOKEHHE Ha
MIPOYYIBAHOTO JIEKapcTBO. [IpoNeHTHT Ha manmueHTuTe ¢he ckop Ha PGA uzuncrenu (0) wmm
muauManHu (1) Ha cenmuma 12 e 77,3%. Epuxachoct (onpenenena karo PGA 0 wim 1) e
HaOII0JaBaHa OIlle IPU IBPBOTO IOCEIICHUE CIIET U3XO0JHOTO HUBO HA ceAMUIIA 4, a POLIEHTHT Ha
nalueHTuTe, JocTurnanu ckop Ha PGA 0 wiu 1, ce nmoBuimaga a0 cenmuiia 16, kato ciej ToBa ocTaBa
OTHOCHUTETHO cTabmieH no ceamuiia 52. I[lonobpenusara ua PGA, PASI u CDLQI ce nmomabpxar 1o
ceqmuia 52 (Tabmuna 7).

Tabauya 7  Ob6obwenue Ha NopEUYHAMA U BMOPUYHUME KDAUHU MOYKU HA ceomuya 12 u na

ceomuya 52
[equaTpuyno npoyusBane npu ncopuazuc (CADMUS Jr.) (Be3pact 6-111.)
Cenvuna 12 Cenmuma 52
IIpenopbumnTenna ao3a [IpenopbunTenHa go3a
yCTEKHHYMAO YCTEKHHYMaO
N (%) N (%)

BrxirroueHu mammeHTi 44 41

PGA

PGA na usuncrenu (0) win 34 (77,3%) 31 (75,6%)

muHUMAHU (1)

PGA na uzuncrenu (0) 17 (38,6%) 23 (56,1%)

PASI

PASI 75 pecnionepu 37 (84,1%) 36 (87,8%)

PASI 90 pecioniepu 28 (63,6%) 29 (70,7%)

PASI 100 pecionzepu 15 (34,1%) 22 (53,7%)

CDLQI?

IarmmenTn ¢ CDLQI > 1 Ha (N =39) (N =36)

H3XO[HO HHUBO

CDLQI 0 wu 1 24 (61,5%) 21 (58,3%)

& CDLQI: CDLQI e nepmaTonoruueH HHCTpYMEHT 32 OLIeHKa Ha e)eKTa Ha KO>KHHS POOJIeM BBPXY

CBBP3aHOTO ChC 3[IPABETO KAaYECTBO Ha )KMBOT Ipu neauarpuunara nomynauud. CDLQI 0 wnu 1 nokassa, ue
HsMa e(DEeKT BbPXY KaueCTBOTO Ha KUBOT HA AETETO.

Bonecr Ha Crohn

Be3omacHocTTa M eukacHOCTTa Ha yCTEKMHYyMa0 ca OICHEHU B TPU PaHIOMHU3HUPAHH, JBOHHO-CIICTIH,
m1ane00-KOHTPOIUPAHU, MHOTOIICHTPOBH MPOYYBAHUS MPU BH3PACTHHU MAIUCHTH C YMEPEHa JI0 TEKKa
aktuBHa 6omect Ha Crohn, ¢ Mugekc Ha aktuBHOCTTa Ha 60mectta HAa Crohn (Crohn’s Disease
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Activity Index, CDAI) > 220 u < 450). [Iporpamara 3a KITHHHYHO pa3pabOTBaHEe ce ChCTOU OT JIBE
8-cenmuunm npoyuBanus ¢ uHTpaBeHo3Ha HHAYKIUs (UNITI-1 u UNITI-2), mocnenBanu ot
44-cenMUYHO paHIOMHU3HPAHO MPOYUBAHE C TOJKOKHO MPHIOKEHUE Ha OAbprKallla 103a
(IM-UNITI), npexacTapisiBaiiy 52-ceIMUYHA TEPAIIHUSL.

[IpoyuBanusra ¢ maaykmus Bkaousat 1409 (UNITI-1, n = 769; UNITI-2 n = 640) manueHTH.
[IbpBUYHaTA KpaiiHa TOYKa 32 IBETEC UHIIYKIIMOHHU MPOYYBAHHSA € MPOIEHTHT HA YYACTHUIUTE C
KJIMHAYEH OTroBop (ompeneneH kato HamaneHue Ha CDAI ckopa ¢ > 100 Touku) Ha cenmuna 6.
JlanHuTe 3a epUKacHOCT ce chOUpAaT U aHATU3UPAT JO CeaMHLa 8 3a IBeTe MPOYUYBAHU.
ChIBTCTBANIOTO NPUIIOKEHHUE HA TIEPOPATTHH KOPTHKOCTEPOUIH, IMYyHOMOIYJIaTOPH,
AMHHOCAITMLWIATH U aHTUOMOTHUIIM € pa3penieHo U 75% oT MalMeHTUTe NpOoIbJKaBaT J1a MoJIyyaBat
Hail-MaJIKo €JHO OT Te3M JieKapcTBa. B ABeTe npoyyBaHMs NallMEHTUTE ca PaHIOMU3UPAHH J1a
ToJTy4aT €THOKPaTHO MHTPABEHO3HO MPEMOPHINTEITHATA 1032 OT NpHOIM3uTeHO 6 mg/kg B
3aBUCHUMOCT OT TeJIeCHOTO TerIo (Bxk. Touka 4.2 na KXII na Fymskina 130 mg koHueHTpar 3a
nH(Y3UOHEH pa3TBop), pukcupana no3a 130 mg ycreknnymad wnm manedo Ha ceamuna 0.

[Narmmenture B UNITI-1 ca nexyBaHr HEYCIENIHO MM UMaT HETIOHOCHMOCT KbM TpEIIecTBaIla aHTH-
TNFa tepanus. [Ipubnusurenno 48% OT MalMeHTHTE ca JISKYBaHH HEYCIICIIHO C | mpeiecTpana
anTu-TNFa tepanus, a 52% ca nekyBaHu HeycnemHo ¢ 2 uid 3 npeamectBaniy antu-TNFo Tepanuu.
B toBa npoyuBane 29,1% 0T manueHTHTe IMAT HEAOCTATh4YEH HadaleH OTTOBOP (IbPBUYHH
HepecnoHepH), 69,4% ca ce MOBIUSIIN, HO Ca MPECTAHAIH J]a CE MOBIUABAT (BTOPUYHU
HEPECIOHIEPH), a 36,4% nMaT HemoHocuMocT KbM aHTU-TNFo Tepanuu.

[Tanmenture B UNITI-2 ca nmekyBaHM HEYCIIENTHO HAH-MAJIKO ¢ €Ha KOHBEHITMOHAITHA TEPATTHSI,
BKJIFOUUTENTHO KOPTUKOCTEPOUIU WIM UMYHOMOYJIaTOPU, KaTO WK HE ca JIEKYBaHU JI0Cera ¢
anTu- T NF-a Tepamus (68,6%), wnn ca momy4aBanu npean ToBa aHTH-TNFa Tepamnms, HoO T e Omia
HeycnemrHa (31,4%).

B nsete UNITI-1 n UNITI-2 3Ha4MO NMO-ToJIIM NPOLEHT OT NAllMEHTUTE B IPyTNara, JIEKyBaHa C
YCTEeKHMHYMa0, ca ¢ KIMHUYEH OTTOBOP M peMHUCH B cpaBHEHHUE ¢ Tuiane6o (Tadmmma 8). Kimmanaaust
OTTOBOP M PEMUCHSTA Ca 3HAYMMH OLIE Ha ceIMUIIa 3 ITpH NAlUEHTUTE, JIGKYBaHU C YCTEKUHYMAO, 1
Te MPOJbJDKABAT Aa ce MoJo0psABaT 10 cenmuna 8. B Te3n npoyuBaHus ¢ HHAYKUUS epUKacHOCTTa €
[I0-BUCOKA U C€ MOAAbpPrKa M0-100pe B IrpymnaTa ¢ 103a B 3aBUCUMOCT OT TEJIECHOTO TETJIO, B
cpaBHEHHe ¢ rpynara ¢ go3a 130 mg u mopaay ToBa MPH MHTPABEHO3HA MHIYKITUS CE MPETOphIBa
JO3UPAHETO B 3aBUCHUMOCT OT TEJIECHOTO TETJIO.

Tabnuya 8: Unoykyus na knunuien omeogop u pemucusi ¢ UNITI-1 uw UNITI 2

UNITI-1* UNITI-2**
[naunedo I[Ipenopbum- Ilnaunedo [Ipenopbun-
N = 247 TeJHA 1032 N =209 TeJHA 1032
yCTeKMHYMa0 YCTeKMHYMa0
N =249 N =209
Knuanyna pemucus, ceaMuna 8 18 (7,3%) 52 (20,9%)* | 41 (19,6%) 84 (40,2%)*
Kimangen orrosop (100 Toukwm), 53 (21,5%) 84 (33,7%)° 60 (28,7%) | 116 (55,5%)*
cenmuia 6
Knunnuen orrosop (100 Toukn), 50 (20,2%) 94 (37,8%)* | 67(32,1%) | 121 (57,9%)*
ceamuria 8
70-TOYKOB OTTOBOP, CEAMHUIIA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)"
70-TOYKOB OTTOBOP, ceaMHIIa 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)

Knuanunara pemucus e onpenenesa kato CDAI ckop < 150; KnuHUYHUAT OTrOBOp € omnpesaeseH KaTo
HamasneHue Ha CDAI ckop ¢ Haii-manko 100 Touku WK ChCTOSHUE B KITMHUYHA PEMUCHUS
70-TOYKOBHUSAT OTTOBOP € ompezeiicH karo HamanieHre Ha CDAI ckop ¢ Haii-manko 70 Touku

Heycnex na antu-TNFa tepanus
Heycnex Ha KOHBEHIMOHAIHATA TEPATIHS
& p<0,001
6 p<0,01
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B npoyusaneto ¢ mogaspxkama tepanust (IM-UNITI) ca onenenn 388 manueHTH, KOUTO AOCTUTAT
100-TouKOB KJIMHUYEH OTTOBOP HA CEAMHLA 8 OT MHAYKLUATA ¢ ycTeknHyMao B npoyusanust UNITI-1
u UNITI-2. [TarmmenTure ca paHIOMU3HPAHU HA CXeMa Ha MOIBPKAII0 JICYCHHUE C MTOIKOKHO
npuioxenue Ha 90 mg ycreknayMab npes 8 cenmunu, 90 mg yctekunymab mpes 12 ceqMuny uiu
ianedo B NpoabDKeHUE Ha 44 ceMuIM (32 MpenopbhYUTETHATA ITOIbpPIKAIIA 1033 BXK. Touka 4.2).

3HAYUMO TMO-TOJISIM MPOLIEHT MallMEHTH B TPYNHTE, JIEKYBAaHH C yCTEKUHYyMaOl, MOAAbpKaT KIMHUYHA
peMucCHs M OTTOBOp Ha ceaMulia 44 B cpaBHEHHUE ¢ rpynaTa Ha mianedo (Bx. Tabnuia 9).

Tabnuya 9: Iooowpoicane na kaunuunus omeogop u pemucusi ¢ IM-UNITI (ceomuya 44; 52 ceomuyu
O 3ano4eane ¢ UHOYKYUOHHAMA 0034

Inane6o* 90 mg 90 mg
YCTeKHHYMAa0 | YCTeKHHYMAa0
npe3 npes
8 ceqmumn 12 cenmuuu
N =129%
N =1317 N = 128"
Knunnuna peMucus 36% 53%° 49%°
Knmandaen otrosop 44% 59%° 58%°
Kimmanyna pemucus 63 KOPTHKOCTEPOUTU 30% 47%* 43%°
KnvHUYHA peMUCHS TIPU MAIMECHTH:
B PEMUCHS B HAYaJOTO Ha MOIbpIKaIaTa 46% (36/79) | 67% (52/78)? 56% (44/78)
Tepanvs
KOMTO ce BKJII0YBAT oT npoyusane CRD3002* 44% (31/70) 63% (45/72)" 57% (41/72)
KOHTO He ca JIeKyBaHu jocera ¢ antu-TNFa 49% (25/51) | 65% (34/52)° 57% (30/53)
Tepanus
KOWTO ce BKIIOYBAT oT npoyusane CRD3001° 26% (16/61) 41% (23/56) 39% (22/57)

Knuanunara pemucus e onpenenena karo CDAI ckop < 150; KnuHUYHHAT OTrOBOp € ONpeneneH KaTo
nHamanenue Ha CDAI ckop ¢ Hail-manko 100 TOUKM UM ChCTOSIHUE B KIIMHUYHA PEMUCHUS

*  I'pynara Ha mianeGo ce ChCTOM OT MALMEHTH, KOUTO Ca CE HOBJIUAIN OT YCTEKUHYMab U ca paHIOMH3HPaHH
Jla TI0JTy4YaBaT Iu1arebo B HaYaJoTO Ha IOAIbpIKAIIaTa TeParsl.

[MammenTtn, konto uMar 100-TOYKOB KIMHAYECH OTTOBOP KbM YCTEKHHYMad B HAYaJIOTO Ha MOJIbpIKaIiaTa
Tepamnus

ITauyeHTH, KOUTO HE ca ce MOBIUUIM OT KOHBEHLIMOHAJIHATA Tepanus, Ho He aHTu-TNFa tepanus
[TanenTH, KOUTO ca pedpakTepHU WIA UMAT HETIOHOCUMOCT KbM aHTH- TNFa Tepamwist

p<0,01

p <0,05

HOMHHAIHO 3HaunMa (p < 0,05)

o W

B IM-UNITI 29 ot 129 manueHTH HE TOIIBbPKAT OTTOBOPA KbM YCTEKHHYMAa0 MpH MPUIIOKEHUE TIPe3
12 cepMuny 1 € IO3BOJIGHO KOPUTHPAHE Ha JI03aTa Taka, 4e Jia MoTydaBaT yCTeKHHyMal npe3

8 cenmunu. 3arybata Ha oTroBop e onpeaeneHa karo CDAI ckop > 220 touku u > 100 Touku
nosuuienue cupsamo uzxoxnusi CDAI ckop.[lpu Te3u naureHTy KIMHUYHA PEMHCHS c€ TIOCTHTa MIPU
41,4% ot manmenture 16 ceaMuIu ciies] KOpUrupaHe Ha 03aTa.

[laruenTrTe, KOUTO HE Ca MOCTUTHAIN KIMHUYCH OTTOBOP KbM WHAYKIHUS C YCTEKUHYMa0d Ha
cemmuna 8 ot mpoyusanusTa ¢ uaayKius UNITI-1 u UNITI-2 (476 maruenTH), ca BKIIOYEHH B
HEpaHJOMHU3MpaHaTa 4acT OT Mpoy4yBaHeTo ¢ noaabpxama Tepanust (IM-UNITI) u ca momyunnu
MOJIKOXHA WHXKEKIHs ¢ ycreknHyMab 90 mg o toBa Bpeme. Cien ocem ceqmutiu 50,5% ot
TIAIUEHTHTE Ca MOCTUTHAIN KIMHUYEH OTTOBOP M Ca MPOIBIDKIIIH J1a TIOJy4YaBaT MO IbpKaIia
Tepanud npe3 8 cenmuiy. [loBedeTo oT Te3n MaMEeHTH C MPOABIDKUTETHA MOAbPIKAIIA TePaITHS
nojabspxKat orroBop (68,1%) n mocturat pemucus (50,2%) Ha cenqmuua 44, KaTo MPOLEHTHT UM €
1mo100€H Ha TO3U MPH MAUEHTHTE, KOUTO ITPBOHAYAITHO Ca CE MOBIIUSIIN OT UHAYKIIHS C
YCTEKHHYMao0.

Ot 131 nanueHTH, KOUTO ca ce TOBIUSUIA OT MHAYKIUS C YCTEKHHYMal | ca paHAOMU3UPAHU B
rpyrnaTa Ha Mmiane0o B Ha4aioTo Ha IMPOYYBAaHETO ¢ MOJIbpKaIlla Tepanus, 51 BrocieacTBue ca
3aryOmiii OTTOBOpa CH M ca monyumwmm 90 mg ycTeknayMad moIKoxKHO mpe3 8 cenmmuny. [loBedero ot
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MAIUCHTHUTE, 3aryOUIi OTTOBOPa CH U TIOJHOBUIIH JICUSHUETO C YCTEKMHYMA0, ca ro HAlIPaBHIIU B
pamkuTe Ha 24 ceIMUIM OT HHAYKIMOHHaTa nHOY3us. Ot Te3u 51 mamuentu 70,6% mocturar
KJIMHUYEH OTroBop U 39,2% mocTuraT KIMHUYHA peMuchs 16 ceIMUIH cies1 oJlydyaBaHeTo Ha
II'bpBAaTa MOJIKOXKHA /1032 YCTEKHHYMaO0.

B IM-UNITI nanuenTute, 3aBbpIINIM IPOYUYBAHETO 0 ceaMuIia 44, ca MoaXoAsIIu 1a NPOAbJKAT
JICYCHUCTO B IPOABIDKCHNUE HA IIPOYYBAHECTO. HpI/I BCHYKHTE 567 ManyveHTHU, BKIIFOYCHU Ha U JICKYBaHU
C YCTEKHHYMa0 B MPOJIBIKCHUETO HA IPOYYBAHETO, KIMHUYHATA PEMUCHSI U OTTOBOPHT OOMKHOBEHO
ce ToIbpIKaT 10 ceamuIa 252, KakTo mpu OoHuTe ¢ Heycnex Ha TNF-tepanmuunTe, Taka u mpu
MalMUMEHTUTE C HEYCIIEX Ha KOHBCHIIMOHAJIHUTC TCPaIlu.

He ca ycranoBeHM HOBU chOOpaskeHUs], CBbP3aHH ¢ 0€30M1aCHOCTTA, B MTPOIBIDKEHHUETO Ha TOBA
MIpOyYBaHe J0 5 TOAWHHU Ha JICUSHHE TPH ManreHTH ¢ 6oiect Ha Crohn.

Enoocronus

BBHIIHUAT BUJ HA JIMTAaBULATA € OLEHEH €HJOCKOIICKH NpHU 252 NalMeHTH ¢ MOAXOASIIa U3X0AHA
€HJIOCKOIICKa aKTUBHOCT Ha 3a00JIsIBaHETO B €IHO MOnIpoyuBaHe. [IspBryHaTa KpaifHa TOUKa €
MIPOMSIHA OT U3XOJAHOTO HUBO Ha ONnpocTeHus: CHI0CKOIICKU cKop Tipu Oonect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOP OT 5 HI€0-KOIOHHH
CETrMCHTA 34 HaHHqu/pa3Mep Ha A3BUTE, IMIPOLICHT Ha JIMTaBUYHATa IIOBbPXHOCT, ITIOKPHUTA OT A3BHU,
MPOLICHT Ha JIMTaBUYHATa IIOBbPXHOCT, 3aC€ruara OT APYTHU JIC3UU, U HaJII/I‘iI/IC/BI/II[ Ha
CTeCHABaHUATA/CTpUKTypuTe. Ha cenmuna 8, crex eqMHIYHA HHTPABEHO3HA MHTyKITMOHHA J1034,
npomsHaTa B SES-CD ckopa e mo-romsima B rpynara Ha ycTrekuaymab (n = 155, cpenna

mpoMsiHa = -2,8) OTKOJIKOTO B IpymaTa Ha miane6o (n = 97, cpeana npomsua = -0,7, p = 0,012).

Tosnussane na gucmynume

B enna moarpyra manueHTH ¢ IpeHupanty GUCTYIN Ha N3X0IHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) oT JeKyBaHUTE C YCTEKHMHYMa0 MAI[EHTU CE MOBJIMSBAT B IPOABDKeHUE Ha 44 ceMuUIu
(ompeneneno kato > 50% HaManeHue OT U3XOAHO HHBO B IPOYYBAHETO C MHAYKIHS HA Opos Ha
IpeHupantuTe GUCTynan) B cpaBaeHue ¢ 5/11 (45,5%) c mame6o.

Kauecmeo na scusom, cevpsano cwvc 30pasemo

KauecTBOTO Ha )KHBOT, CBHP3aHO CHC 3[IPABETO, € OIIEHEHO MOCPEACTBOM BBIpocHUK mpu
BB3NAINTETHY 3a0ossaBanms Ha yepBaTa (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BoerpocHunm SF-36. Ha ceqmunia 8 marueHTHTE, MOJTy4aBaliy yCTeKMHYMa0, TOKa3BaT CTATUCTHYECKU
3HAYMMO ITO-TOJIAMO U KIMHWYHO 3HAYMMO Moao0penue Ha oomms IBDQ ckop u na SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBrenue ¢ miare6o. B mpoyuBanero IM-UNITI no cenmuriia 44 te3u nogoOpeHus
OOMKHOBEHO C€ MOAIbPXKAT MO-T00pe MPH JIEKYBaHU C YCTCKUHYMa0 MallueHTH B CPABHEHUE C
rane6o. I[loqoOpeHrneTo Ha Ka4ecTBOTO Ha KUBOT, CBBP3aHO ChC 3APABETO, OOMKHOBEHO Ce
MOJIbPKA MPE3 IUIOTO MPOIBIDKEHHE J0 ceamulia 252.

HmyHOreHHoCT
[To BpeMe Ha JIeUeHHE ¢ yCTEKHMHYyMa0 MOTaT Jia ¢ Pa3BUAT aHTUTEJIA CPEIly YCTEKUHYMa0 U

MIOBEYETO OT TAX ca HeyTpanu3upaniy. O0pa3yBaHETO Ha aHTUTENA CPEIY YCTEKUHYMa0 € CBBP3aHo C
MTOBUINIEH KIIMPHHC HA YCTEKMHYMa0 mpu manueHTH ¢ 6onect Ha Crohn. He e HaOnronaBana HamarneHa
edpukacHoct. He ce HaOmo1aBa 04eBUIHA 3aBUCUMOCT MEXK/Ty HATMYUETO HA AaHTUTETIA CPelLy
YCTeKHMHYMab W TOsIBaTa Ha PEaKIMK Ha MSICTOTO HAa HHXKCKTUPAHE.

HenuaTpuyHa momynanys

EBpomnelickaTa areHIus 1o JIeKapcTBaTa oTjara 3aJbDKEHHETO 3a TIPEIOCTaBsIHE Ha Pe3yITaTUTE OT
MPOYYBAHUATA C peEPEHTHUS MPOAYKT, ChIBPKAI YCTEKHHYMA0, B €/JHA UITH MOBEYE MOArPYIH Ha
reuaTpudHaTa nomyamnus npu 6osect Ha Crohn (Bxk. Touka 4.2 3a nHpOpMAIUS OTHOCHO yIIoTpeda
B IIEINATPUATA).
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bonecm na Crohn npu deya

BbezomacHocTTa M ehkacHOCTTa Ha yCTEKHHYMa0 ca OlleHeHH pH 48 TeAnaTpUYHY MAIUEHTH C TEeTJIO
Hait-manko 40 kg B MeXITMHEH aHAIN3 Ha MHOTOIEHTPOBO mpoyusane dasza 3 (UNITI-Jr) 3a
MeAMATPUYHU MAIUEHTH ¢ yMepeHa JI0 TeXKa akTuBHA Oosect Ha Crohn (neduuupana upe3 Munekc
Ha akTHBHOCTTa Ha Oonectta Ha Crohn [PCDAI] > 30) B mpoxbmkeHne Ha 52 ceMUIIH JeUeHUe

(8 cemmuIy HHIYKIHOHHO U 44 CeMUIM TIOAIbpIKAIIO JeueHue). [lanneHTure, BKIFOYCHHU B
MIPOYYBaHETO, MJIM HE Ca UMaJIK 10CTaTh4€H OTIOBOP, WM Ca UMM HEMOHOCHUMOCT KbM IMPEIX0aHa
OMOJIOrMYHa WM KOHBEHI[MOHATHA Tepamnus 3a 6osiectta Ha Crohn. [IpoyuBaHeTO BKITIOYBA OTKPUTO
MHIYKITMOHHO JICUCHUE ¢ ¢ANHINYHA HHTPABEHO3HA /1032 yCTeKHHYyMab mpubmusurentHo 6 mg/kg (Bx.
Touka 4.2), mocaeBaHo OT paHAOMHU3UpPaHa ABOHHOCIANA MOIIbPIKAIA CXEMA C TTOJIKOKHO
npuioxenue Ha 90 mg ycTreknHyMal Ha BCEKH 8 CeIMHIIM MM Ha BCeKH 12 ceaMuIy.

Pesynmamu 3a epuxacnocm

[IppBUYHaTa KpaiiHa TOUKa Ha MPOYYBAHETO € KIMHUYHA pEMHUCHS Ha CeIMUIIa 8 OT MHIYKIUATA
(nedunupana xaro ckop o PCDAI < 10). [IponieHThT Ha NaMEHTHUTE, HOCTUTHAIN KIMHUYHA
pemucus, € 52,1% (25/48) u e cpaBHUM C TO3HW, HAOMIOIaBaH B MpoyuBaHusATa (haza 3 Ha yCTeKHHYMal
MIpH BB3PaCTHHU.

Kimanden otroBop e HabmonaBaH ore Ha ceamuna 3. [IponeHThT Ha MaMeHTHTE C KIMHUYCH
OTTrOBOp Ha ceaMmuIa 8 (qeuHUpaH KaTo HaMaJleHHe CIPSIMO M3XOJHOTO HUBO Ha OOIIUS CKOP MO

PCDAI > 12,5 touku ¢ o611 ckop mo PCDAI He nmoseue ot 30) € 93,8% (45/48).

B tabnuma 10 ca nmpeacTaBeHN aHATN3UTE HA BTOPUYHUTE KPaitHU TOYKHU IO BpeMe Ha TOIIbprKamiaTa
Tepamnus 10 ceamura 44.

Tabauya 10: Pesrome na émopuynume KpauHu mouku no épeme Ha no00bpACAUOmo ieuenue 00

ceomuya 44
90 mg 90 mg OO0y opoii
YCTEeKUHYMAa0 YCTeKUHYMAa0 MALUEHTH
npe3 8 cexmMuun npe3 N =48
N =23 12 ceqMuIn
N =25

Kimandsa pemucus 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
Knuanuna pemrcus 6e3 43,5% (10/23) 60,0% (15/25) 52,1% (25/48)
KOPTHKOCTEPOMU
KnuHnvHa pemucus py NaueHTH, 64,3% (9/14) 54,5% (6/11) 60,0% (15/25)
KOHTO ca OWJIM B KITMHUYHA
pEMUCHSI TP UHIYKIIUATA HA
cenvuma 8
Knunuuen orrosop ' 52,2% (12/23) 60,0% (15/25) 56,3% (27/48)
EHIOCKOIICKH OTTOBOP © 22,7% (5/22) 28,0% (7/25) 25,5% (12/47)

*

§

Knuangnara pemucns e neunupana karo ckop no PCDAI < 10 Toukwu.

Pemucus 6e3 kopTukocteponau e nepuaupana kato ckop mo PCDAI < 10 Touku u 6e3 npreM Ha KOPTUKOCTEPOUIH B
npoasipkeHue Ha mone 90 mau npenu Cenmuna M-44.

KnuHu4HUAT 0TroBOp € AehMHUpaH KaTo HaMaJIeHHe CIIPSIMO U3XOJHOTO HUBO Ha ckopa o PCDAI > 12,5 touku ¢
0011 ckop mo PCDAI we nosede ot 30.

Ennockonckust oTroBop € aeduHupan kato Hamanenue Ha ckopa SES-CD > 50% wunu ckop SES-CD < 2 npu
marueHTH ¢ u3xoaen ckop SES-CD > 3.

Kopueupane na wvecmomama na npunoosicenue

[larmenTrTe, KOUTO MPEMHUHABAT Ha MTOAIBPXKAIIO JIeUeHHe U uMaT 3aryba Ha oTroBop (loss of
response, LOR) BB3 ocHoBa Ha ckopa mo PCDAI, otroBapsTt Ha yCIIOBUsATA 32 KOPUTHPAHE Ha J103aTa.
[TaneHTHTE WM IPEMUHABAT OT JICUYCHUE HAa BCEKU 12 CEAMMIIM HAa BCEKU 8 CEIMUIHU, UM OCTaBaT Ha
JIeYeHNE Ha BCeKH § ceMuIH (Tanedo KOpeKIus). 2 MalnueHTH ca C KOPUTHpaHa 103a KbM T10-
KpaTKusl MHTEPBAII Ha NpHiokeHue. [Ipy Te3n naruenTy KInHnYHa pemucus e mocturaata mpu 100%
(2/2) ot manpieHTHTE 8 CEAMUIIM CIIe]l KOPUTUPaHe Ha J103aTa.

42



[IpodunbT Ha G€30MaCHOCT HA cXeMaTa Ha MHIIyKIIMOHHO MPIJIOKEHUE U Ha JIBETE CXEMH Ha
MOJIBPIKAIIO JICUCHUE MTPH NIeTUATPUYHATA TTOMYJIAIHs ¢ Tero Hail-manko 40 kg e cpaBHUM ¢ TO3H,
YCTaHOBEH IPH MOMyJIauATa Ha Be3pacTHH ¢ 6omect Ha Crohn (BK. Touka 4.8).

Cepymuu u ghexanrnu 6uomapkepu Ha 6b3NANEHUETNO

Cpennara npoMsiHa CIpsIMO U3XOAHOTO HUBO IPU IOATBPIKAILO JIeUCHUE Ha cenmuna 44 Ha
koHueHTparmuTe Ha C-peaktBeH nmporers (CRP) u pekanen kaampoTekTiH e cboTBeTHO -11,17 mg/I
(24,159) u -538,2 mg/kg (1 271,33).

Kauecmeo na sicusom, cevp3ano cvc 30pasemo
O6uwmte ckopose o IMPACT-III u Bcnuku nogaomMelHu (YpeBHA CUMITOMH, CUICTEMHH CHMITTOMH,
CBBP3aHH C YMOPa, ¥ 0JIATOCHCTOSHIE) MTOKa3BaT KIMHUYHO 3HAYMMHU TOZOOPEHNUs ciell 52 CeAMULIH.

5.2 dapMakoOKHHETHYHHU CBOHCTBA

AbGcopbuus
MenuanaTa Ha BpeMe 3a TOCTUTaHe Ha MaKCUMaJlHA CEpyMHA KOHIIEHTpaHs (tmax) € 8,5 THU cen

€IHOKpPATHO NpuiiokeHrue Ha 90 mg MOAKOXKHO NpH 3/IpaBu NalueHTH. MeauaHaTa tmax Ha
YCTEKHHYMa0 Clie]] € THOKPATHO MpuiiokeHue Ha 45 mg wim 90 mg MoAK0KHO TIPH MTAIUEeHTH C
[ICOPHA3UC ca CXOJHH ¢ HaOJII0AaBaHUTE TPH 3paBU MAIMEeHTH.

AOCorOTHaTa OMOHATMYHOCT Ha YCTEKHHYMa0 Cliel] €THOKPATHO TIOIKOKHO MPHIIOKEHUE €
n34ucieHa Ha 57,2% IMpu MarueHTy ¢ IICopHuasuc.

Pasnpenenenue
MenunanaTa Ha oOeMa Ha pasnpezesicHne B TepMuHanHaTa (asza (Vz) cien eJHOKPaTHO HHTPABEHO3HO

MPUIOKEHHUE TIPY TIAIMEHTH ¢ TICopHrasuc Bapupa ot 57 o 83 ml/kg.

BuoTpanchopmarms
To4yHMST BT HA META0OJIU3UPAHE HA YCTCKUHYMA0 HE € M3BECTECH.

Eanmunupane
Menunanata Ha cucteMmuans KmpbHC (CL) cien emHoKpaTHO HHTPABEHO3HO MPUIIOKEHNE TIPH

MAIUeHTH ¢ Icopuaszuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Meauanata Ha nosykuBora (t1/2) Ha
yCTeKHHYMa0 € IPUOIN3UTENHO 3 CEMULM TPH MALUCHTH C ICOPUA3KC, ICOPUATHYCH apTPUT WU
6omect Ha Crohn u Bapupa ot 15 10 32 AHM BBB BCHYKH IPOYYBAHKS HA ICOPHA3UC U TICOPHATHICH
aptpuT. ChriaacHo npoBelieH GapMakOKMHETHUCH aHAIIN3 Ha TIOMYJIalusATa MPUBUIHUAT KIUPHHC
(CL/F) u npuBuanust obem Ha pasnpeznenenue (V/F) ca ceorBetHo 0,465 1/d 1 15,7 1 npu maumentu ¢
ncopuasuc. CL/F Ha ycTekuHyma0 He € 3aBHCHM OT MoJia. Pe3ynTatu oT momynarroHeH
(hapMaKOKMHETHYCH aHaIN3 MOKa3BaT, 4e UMa TCHICHIUS KbM T0-BHCOK KIIMPHHC HA YCTEKHHYMa0
NPH MAIMEHTUTE, Al TOJIOKHUTEIICH PE3yITaT Ha U3CIICIBAHETO 32 aHTUTENA CPEILy YCTEKUHYyMa0.

JInHeHHOCT Ha 103aTa

Cucremnara excrio3unust Ha ycTekKnHyMao (Cmax 1 AUC) ce yBennvaBa 1o Ha4MH, TPUOIU3UTETHO
MIPOIOPIIMOHAJIEH Ha J103aTa, Cle] €THOKPATHO MHTPAaBEHO3HO MPUJIOKEHHE Ha 103U B TpaHMIIaTa
mexnay 0,09 mg/kg u 4,5 mg/kg unm cnen eAHOKPaTHO MOAKOXKHO MIPUIIOKEHUE Ha TO3M B TpaHUIaTa
Mexny 24 mg u 240 mg npu NanKueHTH ¢ ICOpHa3uC.

EnuHuYHa cpenry MHOTOKpAaTHa J103a

[Ipodunmre Ha cepyMHa KOHIIEHTpaNHA-BpeMe Ha YCTEKMHYMa0 ca MPUHIUITHO MPEIBUANMH CIIE]
MTOAKOKHOTO MPHIIOKEHUE HA €THOKPATHU M MHOTOKPATHU J03U. [Ipy manueHTy ¢ mcopuasuc
CTallMOHAPHUTE CEPYMHU KOHIICHTPAIIMU HAa yCTEeKHHYMa0 ca JTOCTUTHATH B ceMHULIa 28 clie
IbPBOHAYATIHYU HNOJKOXHH 1034 B ceamuuu 0 u 4, mocnenBaHy OT 103U Ha BCEKU 12 cenMHUIIN.
Menuanara Ha cTallioHapHaTa cepyMHa KOHIIEHTpanus € B rpanuiute Mmexay 0,21 pg/ml u

0,26 pg/ml (45 mg) u mexay 0,47 pg/ml u 0,49 pg/ml (90 mg). Hsima oueBHIHO KyMyIUpaHe B
cepyMHaTa KOHIICHTpalUs Ha YCTeKUHYMad ¢ BPEMETO, KOraTo ce Mpuiiara Mo JK0KHO Ha BCEKU
12 cenmunm.
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[Ipu nauuentu c 6onect Ha Crohn ciaen nHTpaBeHO3HA 103a 0T ~6 mg/kg ce mpuiara moaKoXxXHa
noJyrsprKama tepanust ot 90 mg ycrekuaymab npe3 8 uinn 12 ceqMuIn, KOSTO 3ao4Ba Ha ceMuIia 8.
KonuenTpauus Ha ycTeknHyMa0 B CTallHOHAPHO CHCTOSTHHE CE JOCTHIa KbM HAa4aJoTO Ha BTOparta
noabspxkama no3a. [pu namuentu ¢ 6onect Ha Crohn MeananaTa Ha Hall-HUCKUTE KOHLICHTPALIUH B
CTAITMOHAPHO ChCTOsTHUE Bapupa oT 1,97 ug/ml mo 2,24 ug/ml u ot 0,61 ug/ml mo 0,76 ug/ml 3a
ycTekuHyMabd 90 mg choTBETHO Tpe3 § ceamunu win npe3 12 ceqmunu. Haif-Huckure HUBa Ha
yCTeKnHyMal B CTAIIMOHAPHO CHCTOSIHHE, MOy4YeHu pu 90 mg ycreknHyMab npes3 8 cenMuny, ca
CBBP3aHH C II0-BHCOKA YECTOTA HAa KJIMHUYHA PEMHCHUS B CPABHEHHE C Hali-HUCKUTE HUBA B
cTanuoHapHO cheTosHue cnex 90 mg npes 12 cenmury.

BiusHue Ha TeraoTo BepXy hapMakOKHHETHKATA

B npoBenien nomyanuoneH GapMakOKHHETHYEH aHAIN3, KBICTO Ca N3MOI3BAHU JaHHH OT MAIMEHTH C
MICOPUA3KC € KOHCTaTHPAHO, Y€ TEJIECHOTO TEIJI0 € Hali-3HaunMara KoBapHaTa, BIUsICIIa BbPXY
KIMpBHCA Ha ycTeknHyMa0. Menuanata Ha CL/F npu manuentu ¢ terno > 100 kg e npubnusurenHo ¢
55% mo-Bucok B cpaBHenue ¢ manueHTH ¢ Tero < 100 kg. Menunanara va V/F npu narenTy ¢ Termio
> 100 kg e mpubmumzurenHo ¢ 37% mo-Bucok B cpaBHeHHE ¢ nanueHnTH ¢ Terno < 100 kg. Menuanara
Ha MHHUMAJIHU CEPyMHH KOHIICHTPAIIMU Ha YCTEKMHYMa0 MPH NalMeHTH C MO-TOJISIMO TETJIO

(> 100 kg) B rpymara ¢ go3a 90 mg ca mogOOHM Ha TE3H MPH MAUEHTHTE ¢ o-Majko Terno (< 100 kg)
B Tpymnarta c no3a 45 mg. [TogoOHu pe3yaTaTH ca MmoJryudeH: OT OTBbPAUTENCH (hapMaKOKHHETHYCH
MOIMyJIAMOHCH aHaJIn3, KbACTO Ca U3MOJI3BAHU JaHHU OT HNAIUCHTHU C IICOPHUATUYCH apTPUT.

Kopurupane Ha gyecToTara Ha MIPUIOKCHUE

BB3 ocHOBa Ha HAOMIOIaBaHUTE JAaHHU U nomynanuonauTe ®K ananu3u nmpu nanueHT ¢ 6oiect Ha
Crohn panzoMu3upaHUTe yYacTHUIH, KOUTO MPECTAaHAT /1a Ce MOBIHBAT OT JICUCHUETO, UMAT I10-
HHCKH CepyMHH KOHIICHTPAIIMU HA YCTEKHHYMad BbB BPEMETO B CPABHEHHUE C YIACTHHIIUTE, KOUTO HE
ca 3aryounu otroBop. [Ipu 6onectra Ha Crohn Kopurapasero Ha o3ara oT 90 mg Ha BCeKH

12 cepmunm Ha 90 mg Ha BceKH 8 ceIMUIIM € CBBP3aHO C MOBUILIABAHE Ha HA-HUCKHUTE
KOHIICHTPAIIMU HA YCTEKUHYyMa0, KaTo TOBa Ce CHII'BTCTBA C MOBUIIABAHE HA €(PUKACHOCTTA.

CrenuaiHu nonyJauu
Hsma Hannvnn GpapMakOKWHETHYHU JaHHH NPU MALUEHTH ¢ yBpeleHa ObOpedHa Wil YepHOAPOOHa
¢yskuus. He ca npoBeneHr KOHKPETHHU NPOYYBaHUS IPU MMALMEHTH B CTAPUECKa Bb3PacT.

(DapMaKOKI/IHCTI/IKaTa Ha YCTCKI/IHyMa6 KaTo [4JI0 € CpaBHUMA MCKAY MAlIUCHTHU C IICOPUA3nC OT
a3MaTCKU U HEA3UATCKH IIPOU3XOI.

[pu nauuentu ¢ 6onect Ha Crohn BapnaOMIHOCTTa HA KIMPBHCA HA YCTEKUHYMa0 ce MOBIUSIBA OT
TEJIECHOTO TEIJI0, HUBOTO Ha CEPYMHHUsI allOyMUH, MI0J1a U cTaTyca [0 OTHOLICHUE HA aHTUTEeNIaTa
Cpellly YCTeKHHYMa0, JOKaTo TEIECHOTO TErJIO € Hali-3HauuMara KoBapuaTa, BIUseIna BbpXy odema
Ha paznpeaeinenue. OcBeH ToBa npu OosnectTa Ha Crohn KIMPBHCHT ce MOBIHABA 0T C-peakTUBHUS
MIPOTEHH, CTaTyca 10 OTHOIIEHHE Ha HeyclieX Ha jedeHuero ¢ TNF-antaronucty u pacara (a3uaTcKu
CHpsAMO HEea3MaTCKU MPOU3X01). Br3neiicTBueTo Ha Te3n KoBapuaTh € B paMkute Ha + 20% ot
TUIIMYHATA W pedepeHTHaTa CTOWHOCT Ha choTBeTHUA DK mapamersp, mopaay ToBa He €
HeoOXoIuMa KOpEKIMsI Ha /103aTa 3a Te3u KoBapuaTH. ChIIBTCTBAIOTO MPHIOKECHUE Ha
HMYHOMOJyJIaTOPHY HAMA 3HAYUTEIHO BIMSHUE BbPXY Pa3NpelleieHUEeTO Ha yCTEKHHYMao.

Pesynratu oT papMakOKMHETHUEH aHAIN3 Ha MOMYJIAUATA HE TIOKa3BaT BIUSIHKE HA TIOTIOH WK
JIKOXOJI BbPXY (hapMaKOKMHETHKATa Ha yCTEKNHyMao.

CepyMHUTE KOHIIEHTPAIIMH HAa yCTEKNUHYyMa0 TpY TieInaTPpUIHN MAUeHTH C IICOPUAa3nc, Ha Bb3pacT OT
6 1o 17 roguHu, IeKyBaHH C MPENOPBUYUTENHATA 1032 CIIOPE]] TEIECHOTO TETIIO, Ca CPABHUMH C TE3U
IIPY BB3pAcTHATA MOIyJIAlMs C ICOPHA3NC, JIEKYBaHa € 103a 3a Bb3pacTHU. CepyMHUTE KOHLIEHTpALUU
Ha YCTEKWHYMa0 MpH MeIUaTpUIHN NaleHTH Ha Bb3pacT 12-17 rogunu ¢ ncopuasuc (CADMUS),
JIEKyBaHU C TIOJIOBUHATA OT MpeNopbuuTeNIHaTa 103a CIIOpe] TEIECHOTO TET0, ca 3HAYUTEIHO T0-
HHUCKH OT T€3H IIPH Bb3PACTHU MALUECHTH.
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CepyMHHTE KOHIIGHTPALIMH B CTALIHOHAPHO CHCTOSHHE NPH MEAUATPUYHH MMAIUCHTH ¢ OOJIECT Ha
Crohn ¢ Terno Haii-manko 40 kg ca cpaBHUMH C T€3U MPH Bh3pacTHATa nomynamus ¢ 6onaect Ha Crohn.

Perynupane na CYP450 enzumu

Edexture Ha IL-12 wnu IL-23 BbpXy perynupanero Ha CYP450 ensumure ca orieHeHu B in Vitro
MIPOyYBaHE C M3IOJI3BAHE Ha YOBEIITKH XETAaTOIUTH, KOETO MoKa3Ba, ue 1L.-12 u/mmum IL-23 ¢ HuBa oT
10 ng/ml He npomMeHsaT akTUBHOCTTA Ha yoBerikuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
w 3A4; Bk. Touka 4.5).

[IpoBeneno e oTkpuro npoyusane (aza 1 3a nexapcrBenu B3aumoeiicteust CNTO1275CRD1003 3a
OlLieHKa Ha epeKkTa Ha yCTeKMHyMal BbPXY €H3MMHATa akKTUBHOCT Ha nuToXxpoM P450 crnen mHayKuus
U TIOAIBPIKAIIO PUJIAraHe My MaIlMeHTH ¢ akTuBHA OonecT Ha Crohn (n=18). He ca HabnronaBaHu
KJIMHAYHO 3HAYMMHM TIPOMEHH B ekcno3utusaTa Ha kopeud (CYP1A2 cyOctpar), Bapdapur

(CYP2C9 cybcerpar), omenpason (CYP2C19 cy6erpar), nekcrpomeropdan (CYP2D6 cy6erpar) win
muaaszonam (CYP3A cyOcrpar), koraTo ce U3Moi3BaT ChIIbTCTBAIIO C YCTEKHHYMab npu ogo0peHara
MIPEMOPBUYNTENHA TO3UPOBKA NIPH TarueHT ¢ 6osect Ha Crohn (Bx. Touka 4.5).

5.3 IlpenkITWHWYHM JaHHH 32 0€30MACHOCT

HexmmanaHWTE TaHHA HE TTOKa3BaT 0COOCH PUCK (HAIp. TOKCHYHOCT HA OPTAaHHUTE) 3a Xopa Ha O6azaTa
Ha OpOyUYBaHUA 3a TOKCUYHOCT IIPU MHOTOKPATHO NpHjiaraHe, TOKCUYHOCT 3a PAa3BUTUCTO U
PENpPOAYKTUBHA TOKCUYHOCT, BKIFOYUTEITHO U (hapMaKOJIOTUIHHUTE OLIEHKH 3a Oe3omacHocT. [Ipu
MPOYYBaHUS 32 TOKCHYHOCT 32 PA3BUTHETO U PENPOAYKTHBHA TOKCHYHOCT MPH IBJITOOTAIIATH MaKaln
HE ce Ha0JII0]aBaT HeXellaHH ePeKTH BbPXY (EepTHINTETa IPU MBXKKHUTE, KAKTO H BPOJICHH JeQeKTH
WJIM TOKCUYHOCT 32 pa3BUTHETO. He ce HaOmoqaBaT Hexelnanu eeKTH BbpXy (epTHIINTETA MTPH
YKEHCKHTE TIPH YIIoTpedaTa Ha aHAJIOTUYHO aHTUTsIIO cperty 1L.-12/23 mpu Munky.

Jlo30BUTE HUBA B IPOYYBAHUS MPH )KUBOTHH ca 07130 45 IbTH MO-BUCOKU OT Hal-BUCOKATa
€KBUBAJICHTHA 1034, IPEABIKIaHA 32 IPUIIOKEHHE MTPHU MALIMEHTH C IICOPUA3UC, U BOIAT 10
MaKCHUMAaJTHA CePyYMHH KOHIICHTPAITUU IIPpH MaiMyHHU, KouTo ca Haa 100 mbTH MO-BUCOKA OT
KOHIICHTpAI[MHUTE, HAOIF0IaBaHU TIPU XOPa.

He ca mpoBexmpanu nmpoy4yBaHUs 32 KAaHIIEPOTEHHOCT C yCTEKHHYMa0 MOpain JIUIICATa Ha TTOIXOISIIN
MOJIEJH 3a aHTHUTSIIO 0e3 KphcTocaHa peakTuBHOCT KbM 1L-12/23 p40 nHa rpu3zaun.

6. DAPMAINEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOIIHUTE BelIeCTBA

L-xuctuana

IMonucop6ar 80 (E433)

3axapo3sa

Bona 3a umxeknuu

XmopoBoAopoiHa KucenuHa (3a Kopekius Ha pH)

6.2 HecbBMeCTUMOCTH

[Tpu nunica Ha MpoyYBaHUs 32 HECHbBMECTHMOCTH, TO3H JIGKAPCTBEH MPOAYKT HE TPsIOBa Ja ce cMecBa C
JPYTH JIEKapCTBEHU MPOAYKTH.

6.3 Cpox Ha rogHoCT

Fymskina 45 mg uHXeKIIMOHEH pa3TBOP B MPEIBAPUTEIIHO HATBIIHEHA CIIPUHIIOBKA
3 roguHN

Fymskina 90 mg nHXeKIIMOHEH pa3TBOP B MPEIBAPUTEIIHO HATBIIHEHA CIIPUHIIOBKA
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3 roauHu

OTaenHUTE TIPEABAPUTETHO HAITBLIHCHH CIIPUHITOBKYA MOXKE J1a C€ ChXpaHsIBaT IIPH CTailHa
temiiepatypa a0 30 °C eaHokpaTHO 3a MakcuMaieH nepuoi 1o 30 I1HU B OpUrHHATHATa KApTOHEHA
OITaKOBKa, 32 Jla Ce TPEAIAa3AT OT CBETIMHA. 3alluIIeTe AaTaTa, Ha KOSTO MPEABApUTEITHO HAIThIIHEHATA
CIIPUHIIOBKA € M3BaJIcHa 3a IBPBH ITHT OT XJIAIWIHUKA U JaTaTa Ha U3XBHPIITHE Ha 0003HAYECHUTE HA
BBHHIIHATA KAPTOHEHA OMAaKOBKa MecTa. JlaraTa Ha U3XBBPJISIHE HE TPSAOBA J1a € CJIe]l OPUTMHAHUS
CPOK Ha rOJIHOCT, OTIIEYaTaH BbPXY KapTOHEeHAaTa onakoBka. Ciell KaTo BeHBK CIPUHIIOBKATa € Ouia
ChXpaHsABaHa MMpH cTaitHa Temiepatypa (1o 30 °C), T He TpsOBa 11a ce BphIa B XJIAIMTHAKA.
M3xBBpieTe CIpUHITOBKATA, aKO HE CE M3MOJI3BA Clie]] ChbXPAHCHHE MPHU CTaifHa TeMIiepaTypa B
pamvkute Ha 30 THU WK CIe U3THYAaHE HA OPUTHHAIIHUS CPOK Ha TOJHOCT, B 3aBUCHMOCT OT TOBA, KOE
OT JIBETE HACTHITU TI0-PaHO.

6.4 CneuuajHu ycJa0BUsI HA CHXpPaHeHHe

a ce cexpansBa B xmammiauK (2 °C — 8 °C). Jla He ce 3aMpa3sBa.

CoxpaHsBaiiTe MpeIBapUTeIHO HAITbJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OTMIAKOBKa, 3a Jia Ce
npeanasy OT CBECTJIMHA.

AX0 e HeOOXOIMMO, OTACTHUTE MPEBAPUTEITHO HATBIIHEHU CITPHHIIOBKH MOXeE Jla C€ ChXPaHABAT MPH
craiina temmeparypa 10 30 °C (Bx. Touka 6.3).

6.5 Buau chabpKaHME HA ONIAKOBKATA

Fymskina 45 mg nHXEKIIMOHEH pa3TBOD B IIPEIBAPUTEIHO HATBJIHEHA CIIPUHIIOBKA

0,5 ml paztBop B 1 ml cipuHIOBKa OT cTHKJIO THI | ¢ pukcupaHa nriia oT HepHKIaeMa CTOMaHa,
Karadka Ha Wrjara, HeChIbpiKalia JaTeKe, ¥ riIaBa Ha OyTaioTo oT OpoMoOyTHIIOBA TyMa.
CrpuHITOBKaTa € CHAO/IeHA C YCTPOICTBO 3a MMacHBHA 3aIIHTA.

Fymskina 90 mg nHKeKIMOHEH Pa3TBOP B PEIBAPUTEIIHO HAITBIHEHA CIPUHIIOBKA

1 ml paztBop B 1 ml cripuHIIOBKa OT CTBHKJIO THII | ¢ PpuKcupaHa uria oT HephXKJaeMa CTOMaHa,
Kaladka Ha UrjiaTta, HeChIbprKallla JJaTeKC, U I71aBa Ha OyTaJoTo oT 6pOMOOYTHIIOBA TyMa.
CrnprHIOBKaTa € CHaO/eHa ¢ YCTPOWCTBO 3a MMacUBHA 3aIlIMTA.

Fymskina ce pasnpoctpansiBa B 0OnlakoBKa 1o 1 mpeaBapuTeIHO HAlbIHEHA CIIPUHIIOBKA.
6.6 CrhenmuajHu NpeanasHu MePKH NPU U3XBBPJsiHE H padoTa

Pa3TBOpBT B IpeaBapuTenHO HabIHEHATa cpuHIOBKa ¢ Fymskina He Tps0Ba na ce paskiaina.
Pa3TBOpBT TpsiOBa 1a ce MpOBEpU BU3YaIHO 33 HAJTMYHMETO HA BUAMMH YaCTHIM WU ITPOMSIHA Ha
I[BETa, P/ J1a C MPUIIOKH MOAKOKHO. Pa3TBOPBT € OMCTBp 10 JIEKO OIaNeceHTeH, Oe3BeTeH 10
OnenoxxbaTO-KadsB. JlekapcTBEHUST NPOIYKT He TPpAOBa Ja ce ynoTpedsiBa, ako pa3TBOPHT € €
MPOMEHEH LBAT WJIM MBTEH WJIM aKO ChIbprKa BUIMMH dy>kau yactuuu. [Ipenn npunarane Fymskina
TpsIOBa 1a TOCTHTHE CTaifHa TemrepaTypa (IpuOIM3UTETHO 32 OKOJIO MOJIOBUH Jac). [Togpoonn
yKa3aHus 3a ynorpeda ca nmpeJjocTaBeH! B JIMCTOBKATA 32 MAI[HECHTA.

Fymskina He chabpska KOHCEpBaHTH, 3aTOBA HEM3IIOJI3BAHUSAT JIEKaPCTBEH MPOAYKT, OCTaHAI B
CIIPMHIIOBKATa, He TpsAOBa /1a ce n3non3sa. Fymskina ce qoctaBst KaTo CTepHIIHA TIPEIBAPUTEIIHO
HaITbJIHEHA CIIPUHIIOBKA 32 €JHOKpaTHa ynoTpeda. CIpyHILIOBKATa 1 UTJIaTa He TpsOBa Aa ce
M3IIOJI3BAT MOBTOPHO. Hen3non3BaHUAT NeKapcTBEH MPOAYKT WM OTHAAbYHUTE MaTepHalld OT HETO
TpsAOBa Jja c€ U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.
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7. NNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Formycon AG
FraunhoferstralRe 15

82152 Martinsried/Planegg
TI'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Fymskina 45 mg uHXEeKIIMOHEH pa3TBOp B IIPEABAPUTEIHO HATBIHEHA CIIPUHIIOBKA
EU/1/24/1862/001

Fymskina 90 mg MHXEKIIMOHEH pa3TBOP B IIPEIABAPUTEIHO HATBIHEHA CIIPUHIIOBKA
EU/1/24/1862/002

9. JATA HA ITbPBO PA3PEIIABAHE/TIOJJTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jara Ha mepBoO paspemaBane: 25 centeMBpu 2024 r.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[ToapoOHa nHGOpPMAITHS 32 TO3W JIEKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys mo Jiekapcraata https://www.ema.europa.eu/.
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HNPUJIOKEHHE 11

MMPOU3BOJUTEJN HA BUOJIOTMYHO AKTUBHOTO
BEIIECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOK/IABAHE HA IAPTUIU

YCJIOBUSA NN OTPAHUYEHUSA 3A TOCTABKA N
YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOAYKT
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A.  NPOU3BOAUTEJIN HA BUOJOT'NMYHO AKTUBHOTO BELHIECTBO N
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HMe u agpec Ha IPOU3BOAUTEINTE Ha OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Rentschler Biopharma SE
Erwin-Rentschler-Str. 21
88471 Laupheim
I'epmanus

HmMe u agpec Ha IPOU3BOAUTENS, OTTOBOPEH 3a OCBO60)K,Z[aBaH€ Ha NapTUuamTe

Formycon AG
FraunhoferstralRe 15
82152 Martinsried/Planegg
I'epmanus

b. YCJI0OBHMA NWJIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOAYKT c€ OTITycKa 110 OrpaHUUYEHO JeKapcko npeanucanue (Bx. [Ipunoxenue I:
Kparka xapakrepucTika Ha NpoayKTa, Touka 4.2).

B. APYI'H YCJIOBUSA N U3UCKBAHUSA HA PASPEHHIEHUETO 3A YIIOTPEBA
. IMepuoanynm akTyaJau3upanu aoxkjaaau 3a oezonacuoct (ITAIB)

MsuckBanusta 3a nogaBane Ha [TAJIb 3a To3u TeKapcTBEH NPOAYKT Ca MOCOUYEHU B CITUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaen B wi. 1078, an. 7 ot
HupexruBa 2001/83/EO, 1 BB BCHUKH CIIeIBAIIN aKTYIU3AIMH, ITyOJHUKYBaHH HA €BPOTCHCKHS
yeOropTa 3a JeKapcTBa.

. YCJIOBUA U OI'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEGA HA
JEKAPCTBEHUSA ITPOAYKT

. Ilnan 3a ynpas/jenue Ha pucka (IIYP)

[purexatensat Ha pa3penieHuero 3a ynorpeda ([IPY) TpsbdBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeWCTBYS, CBBP3aHH C MPOCIEsIBaHEe Ha JIeKapcTBeHaTa 0€301MacHOCT, MocoueHu B ogoopenus I1YP,

npenctaBed B Moy 1.8.2 Ha pa3pemieHrneTo 3a ynorpeda KakTo ¥ BB BCUYKH CJIEIBaIIN 0100peHN
akTyanusauuu Ha ITYP.

Axrtyammzupad [1YP Tpsa6Ba na ce momasa:

. 0 WcCKaHe Ha EBpomefickaTa areHIus 1Mo JeKapcTBaTa;

. BHMHATH, KOTATO C€ M3MEHs CHCTEMATa 3a yIpaBJIeHrne Ha PICKa, 0COOEHO B pe3yiTaT Ha
MmoJiyJaBaHe Ha HOBa WH(OPMAITHS, KOSTO MOXKE JIa IOBENE 0 3HAYNMHU ITPOMEHH B
CHOTHOIICHUETO I10JI33/PUCK, WITU CJIE] JOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C MPOCIIC/IIBaHE
Ha JIeKapcTBeHaTa 0€30MacHOCT MM CBEXKAAaHE Ha PUCKA 10 MUHAMYM).
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HNPUJIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA N JINCTOBKA
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A. IJAHHHA BBPXY OITAKOBKATA
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JAHHHA, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHSI (130 mg)

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Fymskina 130 mg koHueHTpaT 3a HH(Y3UOHEH Pa3TBOP
YCTEKHHYMa0

2. OBSBABAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

Bceexku ¢uakon cpabpxa 130 mg ycrekunymab B 26 ml.

| 3. CIIMCBK HA IOMOINHUTE BEINECTBA

[ToMomiHu BellecTBa: TUHATPUEB €leTaT AMXUAPAT, L-xuctuant, L-XUCTUINHOB MOHOXUAPOXIOPU/T
MOHOXHIpat, L-MeTrnoHuH, monucopbar 80, 3axapo3a, Boja 3a HHKEKIIUU

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KonuenTpat 3a uH}y3noHeH pa3TBop
130 mg/26 ml
1 pnakon

| 5. HAYUH HA ITPUWIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

Ha He ce pa3kiania.

[Ipenu ynorpeda mpovereTe JIUCTOBKATA.

CaMmo 3a eTHOKpATHO NIPUJIOKECHHE.
WHTpaBeHO3HO MPHITIOKEHHE CIel pa3pekIaHe.

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOTI'JIEJA U JOCEI'A HA JEIIA

I[a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYTI'U CHEINMAJIHU ITPEAYIPEXKIAEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'oneu no:
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| 9. CHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaJIHITHUK.
[a He ce 3ampassiBa.
CwxpansiBaiiTe (iakoHa B KapTOHEHATa ONAKOBKA, 32 J]a ce MpeJina3y OT CBETIIMHA.

10. CHELOUWAJIHM NPEAITA3HU MEPKU INIPU U3XBBPJISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJPEC HA TIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Formycon AG
FraunhoferstralRe 15

82152 Martinsried/Planegg
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1862/003

13. NAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHUNSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHUE [a HE ce BKIOUM nH(popManus Ha bpaiinoBa a30yka.

| 17. YHUMKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoz ¢ BKIIOYEH YHUKAJICH HACHTH()HUKATOP

| 18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKAT MAJIKUTE EAJUHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA ®JAKOHA (130 mg)

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Fymskina 130 mg koHmeHTpar 3a HH(QY3HOHEH Pa3TBOP
yCTeKHHyMa0

| 2. HAYUH HA TIPUJIOKEHUE

3a i.v. IPUIOKEHHUE CIIe]] pa3pekaaHe
Jla He ce pa3kiaina.

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

| 5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

130 mg/26 ml

| 6. JIPYTO
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JAHHHA, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSATA HA IIPEJIBAPUTEJIHO HAITbJIHEHATA CIIPUHIIOBKA (45 mg)

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Fymskina 45 mg uHXeKIIMOHEH pa3TBOP B MPEIBAPUTEIHO HATBIHEHA CITPUHIIOBKA
YCTEKHHYMa0

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHHIECTBO(A)

Bcesika mpeiBapuTEIIHO HAITBJIHEHA CIIPUHIIOBKA ChABPKA 45 mg ycreknaymad B 0,5 ml.

3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ITomomHM BemecTBa: 3axapo3a, L-xuctuanH, nomgucopbar 80, Bo/ia 3a HHKEKIIUH, XJIOPOBOAOPOIHA
KHCEJIHHA.

| 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHKeKIMOHEH pa3TBOp B IPEABAPUTEIHO HABIHEHA CIPUHIIOBKA
45 mg/0,5 ml
l MNpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA

| 5. HAYUH HA ITPUWJIOKEHUE U ITbT(MIIIA) HA BbBEX/JIAHE

Ja He ce pazkiamia.
ITonkoxxHO MIPUIIOKEHUE
[Ipenu ynoTtpeba mpodereTe TUCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, UE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEAA U TOCEI'A HA IELIA

I[a CC CbXpaHsdBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'Y CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Jarta Ha U3XBBPIISIHE, IPU CbXPAaHEHUE HA CTailHa TeMIieparypa:

| 9. CIHEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJIUITHUK.
[a He ce 3ampa3ssBa.
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CoxpaHsBaiiTe MpeIBapUTEIHO HAITBTHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMIAKOBKa, 3a Jia Ce
MpEe/na3y OT CBETJIMHA.

Moske n1a ce chxpaHsBa mpu craiina temmeparypa (1o 30 °C) eqHOKpaTHO 3a MaKCUMaJICH TIEPHO]T 10
30 1HU, HO HE MO-IIBJITO OT OPUTHHAIHHS CPOK HA TOJIHOCT.

10. CHEHNUAJIHM HNPEAITA3ZHU MEPKMU I1PU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Formycon AG
Fraunhoferstrale 15

82152 Martinsried/Planegg
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1862/001

13. TAPTHUJAEH HOMEP

ITapTuna:

| 14, HAYMUH HA OTITYCKAHE

| 15.  YKA3AHMS 3A YIIOTPEBA

| 16. HMH®OPMAIMA HA BPAMJIOBA A3BBYKA

Fymskina 45 mg

| 17. YHUMKAJIEH HIEHTH®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3MepeH 0apKo[i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18. YHMKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA TIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (45 mg)

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Fymskina 45 mg umxexmms
YCTeKHHyMa0
S.C.

| 2. HAYHMH HA TIPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

45 mg/0,5 ml

| 6. JIPYTO
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JAHHHA, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSATA HA IIPEJIBAPUTEJIHO HAITbJIHEHATA CIIPUHITOBKA (90 mg)

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Fymskina 90 mg wHXeKIIMOHEH pa3TBOP B MPEIBAPUTEITHO HATBIHEHA CITPUHIIOBKA
YCTEKHHYMa0

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHHIECTBO(A)

Bcesika mpeiBapuTENIHO HAITBJIHEHA CIIPUHIIOBKA ChABPKa 90 mg ycreknaymad B 1 ml.

3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ITomomHM BemecTBa: 3axapo3a, L-xuctuanH, nomgucopbar 80, Bo/ia 3a HHKEKIIUH, XJIOPOBOAOPOIHA
KHCEJIHHA.

| 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHXeKIMOHEH pa3TBOP B IPEABAPUTEIHO HABJIHEHA CIPUHILIOBKA
90 mg/1 mi
1 MNPpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA

| 5. HAYUH HA ITPUWJIOKEHUE U ITbT(MIIIA) HA BbBEX/JIAHE

Ja He ce pazkiamia.
ITonkoxxHO MIPUIIOKEHUE
[Ipenu ynoTtpeba mpodereTe TUCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, UE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

I[a CC CbXpaHsdBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'Y CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Jarta Ha U3XBBPIISIHE, IPU ChbXPAaHEHUE Ha CTailHa TeMIleparypa:

| 9. CIHEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJIUITHUK.
[a He ce 3ampa3ssBa.
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CoxpaHsBaiiTe MpeIBapUTEIHO HAITBTHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMIAKOBKa, 3a Jia Ce
MpEe/na3y OT CBETJIMHA.

Moske na ce chxpaHsBa mpu craiina temmeparypa (1o 30 °C) eqHOKpaTHO 3a MaKCUMaJICH TIEPHO]T 10
30 1HU, HO HE MO-IIBJITO OT OPUTHHAIHHS CPOK HA TOJIHOCT.

10. CHEHNUAJIHM HNPEAITA3ZHU MEPKMU I1PU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HMME U AJJPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Formycon AG
FraunhoferstralRe 15

82152 Martinsried/Planegg
I'epmanus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1862/002

13. NAPTHUJAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

Fymskina 90 mg

| 17. YHUMKAJIEH HAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JBynsMepeH 6apKoJ ¢ BKIIOYEH YHAKAICH HACHTHU(PUKATOD

| 18. YHMKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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59



MUHUMMYM JAHHHU, KOUTO TPABBA JIA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA TIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (90 mg)

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Fymskina 90 mg umxexmms
YCTeKHHyMa0
S.C.

| 2. HAYHMH HA TIPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

90 mg/1 mi

| 6. JIPYTO
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b. IUCTOBKA
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JIncroBka: uHGopManus 3a NOTPeONTEJIs

Fymskina 130 mg konueHTpar 3a uHdpy3noHeH pa3TBop
ycTekuayMab (ustekinumab)

vTo31/I JIeKapCTBEH MPOIYKT MOAJIEKHU Ha JOMBIHUTEITHO HaOmoeHre. ToBa 11e mo3Boiu 0bp30To
yCTaHOBSIBAaHE HAa HOBa WH(OPMALUS OTHOCHO Oe3omacHocTTa. Moxere J1a 1aieTe CBOsI IPUHOC KaTo
ChOOIINTE BCAKA HEXKEJIaHA PEAaKLUs, KOATO CTE MOIy4MId. 3a HaUMHA HA ChOOIIAaBaHE Ha HEXXEIaHU
peaKnuu BIKTE Kpast Ha Touka 4.

HqueTeTe BHUMATECJIHO LAJIaTa JJUCTOBKA, MTPEeAN Aa 3all0YHETE J1a U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KAaTO TH CbABbPiKa BaKHa 3a Bac l/lH(l)OpMallI/Iﬂ.

Ta3u JUCTOBKA e HANKCAHA 3a nmamueHrTa, KOHTO nmpuemMa JIeKapcTBoTo.

- 3amazere Ta3u JIMCTOBKA. MOXKe J1a ce HaJI0XH Jia sl MPOYETETE OTHORO.

- AKO UMaTe HSIKAKBU JIOMBJIIHUTEIHN BBIIPOCH, IONMUTalTe Barms nekap wiu gpapmanesT.

- AKO HOJIyuYHTe HAKAKBH HEXEIIAHU peakiiny, yBeaomeTe Bamus nexkap win Gapmanest. Toa
BKJIFOYBA M BCUYKU Bh3MOXKHU HEXKEJIAHU PEaKIIMU, HEOIMCAHU B Ta3H JUCTOBKA. BrxkTe
TOuKa 4.

KakBo cbabp:ka Ta3u JHCTOBKA

Kakso npencrasnsiBa Fymskina u 3a kakBo ce u3mosnssa
KaxBo TpsiOBa nma 3Haere, mpenu Aa m3noisBaTe Fymskina
Kak me ce mpmmara Fymskina

BB3MOXHM HEXENAHU PEaKIUU

Kak na cpxpansiBare Fymskina

ChbabpkaHue Ha ONIAKOBKATa M AOIBIHUTENIHA HH(POPMALUS

oML E

1. Kakpo npeacrasiasisa Fymskina u 3a kakBo ce u3moJizea
Kakso npeacrasiasasa Fymskina

Fymskina cbabppxa akTHUBHOTO BEILIECTBO ,,yCTEKUHYMa0”’, KOETO € MOHOKJIOHAJIHO aHTUTSLIO.
MOHOKIIOHATHUTE aHTUTeNa ca IPOTESHHU, KOUTO Pa3Mo3HaBaT U CBbP3BAT ONpeelieH! cClennpUIHI
MPOTEHHH B OPTaHU3MA.

Fymskina npunamiexxu kpM rpymna JekapcTBa, Hape4eHu ,,iMyHocymnpecopyn’”. Te3n nekapcTa
JeficTBaT, KaTO HaMaJIsABaT aKTUBHOCTTA HA 4acT OT MMyHHaTa CUCTEMA.

3a kakBo ce u3noassa Fymskina
Fymskina ce u3nos3pa 3a jeueHue Ha CIICHOTO Bh3MATUTEIIHO 3200 IsBaHE:
e  VYmepena 10 Texka 6osect Ha KpoH — mpu BB3pACTHH U J€lia ¢ Terio Hail-manko 40 kg

Boaect na Kpon

Bbonectra Ha KpoH ¢ Bp3manuTenHo 3a0oisBane Ha yepBara. Ako umare 6oxect Ha KpoH mbpBo 111e
Bu ce nanar npyru nekapctBa. AKO HE c€ TIOBIUSETE JOCTATHYHO WIIM UMATE HEMTOHOCUMOCT KbM TE3U
nexapcTBa, Moxe 11a Bu ce nane Fymskina 3a HamansiBaHe Ha MpU3HAIMTE M CUMIITTOMHTE Ha
3abonsBaneTo Bu.
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2. Kakso Tps0Ba 1a 3Haete, npeau Aa usnoassare Fymskina

He u3noa3Baiite Fymskina

o AKO cTe aJIeprH4Hd KbM YCTEKMHYMAa WX HIKOSI OT OCTAHAIUTE ChCTAaBKU HA TOBA
JeKapcTBO (M30pOCHU B TOYKA 6).
. AKO MMaTe aKTHBHA HH(EKIMs, KoITO Bamuar nexkap HaMupa 3a 3HaUYnUMa.

AKO He CTe CUTYPHH JTajIi HSIKOE OT M30pOCHUTE TO-Tope ce oTHACA 3a Bac, mochrBeTBaiiTe ce ¢ Barmmst
nekap wiu (papMmarieBT, npeau aa uinonssare Fymskina.

IIpeaynpeskaenus u NpeAnasHu MepKU

I'oBopere ¢ Bamus nexap wnu gapmanesT npean Aa nznonsBare Fymskina. Bammst nexap mie
poBepu cheTosiHUETo Bu npenu neuenunero. Tpsaoda na xaxxere Ha Bammst nekap 3a Besika Baa
Oonect npeau jgedenueTo. Chlo Taka TpsOBa Ja KakeTe Ha Bamms nekap, ako HACKOpO cTe Ounu B
KOHTAaKT C YOBEK, KOWTO MOXe Aa UMa TyOepKyJio3a. Bammst nexap me Bu npernena u me Hanpasu
M3CIe/IBaHe 3a TyOepKyy03a, npeau aa u3non3sare Fymskina. Axo Bamwust nekap cmsita, 4e cre
W3JI0KEHHU Ha PUCK OT TyOepKyIo3a, Moxe Ja Bu npeanuine nexkapcTsa 3a JIEYCHUETO M.

CJienere 3a cepHO3HH HeKeJTaHU PeaKIuu

Fymskina Mosxe 1a mpeu3BrKa CEpHO3HH HEXENaHU PEaKINH, BKIIOYUTEIHO aJIEPTHYHH PEaKLUH 1
nHpekuu. TpsOBa ga creauTe 3a ONpeAeIICHN MTPU3HAIIA Ha 3a00JIIBaHM, TOKATO IpUeMaTe
Fymskina. Bmwxre ,,Ceprno3nu HexenaHu peakiiui’ B TOUKa 4 3a IBJIHMS CIHCHK HA TE3W HEXEJIaH!
peaxuuu.

Ipenn na uznoa3sare Fymskina, TpsioBa n1a kaxere Ha Bamus jgexap:

. AKO HSIKOTa cTe MMAJIF AJIEPrUYHA PeaKlus KbM YCTeKHHYMAa0. AKO He CTe CUTYypHH,
nonuraite Bamus nekap.

. AKO HAKOra cTe HMaJIM HAKAKbB BH/ PAK — TOBA €, 3a1l[0TO UMYHOCYIIPECOPUTE KaTo
Fymskina orcnaGBar yact or iMyHHaTa cucteMa. ToBa MOXKe Jia TOBUINN PUCKA OT Pak.

. AKO cTe JJeKyBaHHM 32 IICOPHA3MC ¢ IPYTH OMOJOTHYHH JIEKAPCTBA (JIeKapcTBO,

NPOU3BEAEHO OT OMOJIOTUYeH U3TOYHUK U 0OMKHOBEHO NMPUJIATAHO Ype3 HHKEKUHS) -
PHUCKBT OT paKk MOXKE J1a € TI0-BHCOK.

. AKO UMaTe MJIM HACKOPO cTe HMAJIU MH(EeKI U WIN aKO UMAaTe HAKAKBY HeoOU4aiHu
OTBOPH 1O KOXxkaTa (puctyan).

o AKO UMaTe HOBH WJIM IPOMEHSIIIM Ce JIe3NH B yUacThLUTE C TICOPUA3UC UITH 110
He3acerHaraTa Koa.

. AKo0 nojyyapare Apyro jJedeHue 3a ICOPHAZUC U/UJIM ICOPHATHYEH APTPUT — KaTo JPYTH

MMYHOCYIIpecopH i (oToTepanus (KOrato TAJIOTO ce JIeKyBa ¢ TUIll yaTpaBuoneTosa (UV)
cBeTnHA). Te3u JeueHns ChIIo MOXKE /1a OTCIA0AT YacT OT UMyHHaTa cucteMa. V3non3BaHeTo
Ha Te3u JieueHus 3aeaHo ¢ Fymskina He e u3cnenBano. Bp3moxkHO € 00aue, TO 1a yBeIH4IH
pHCKa OT 3a00JIsIBaHYs, CBBP3aHH C OTCIIa0BaHEe HA UMyHHATa CHCTEMA.

o AKo moJiy4aBaTe HJIM HAKOTa CTe MOJIY4YaBaJu HHKEKIHH 32 JieyeHHe HA aJlepruu — He €
n3BecTHO Janu Fymskina Moxke mga okaxke BIHMSIHAE BBPXY THX.
. AKO cTe HAa M HAaJl 65 TOIMHM — MOJKE J1a CTE MO-CKJIOHHH KbM HH(EKIHH.

AKO He CTe CHTYpHH JIaJId HAKOE OT rOpen30poeHnTe ce OTHAcA 3a Bac, mochBeTBaiite ce ¢ Bammis
nekap wim hapMmarieBT, npenu Aa u3noias3Bare Fymskina.

Hsixon manyeHTH noiy4aBaT JyIyc-TIOAOOHU peaKkltu, BKIIOYUTEIHO KOXKEH JYITyC epUTeMaToaecC 1
JyIyc-1oa00eH CHHIPOM, [I0 BpeMe Ha JIeueHue ¢ ycTekuHyMmal. ['oBopere BeqHara ¢ Bamus nexap,
aKo IMOJIy4HTe YepBEH, HaJUTHaT, JIIOLIEI ce OOpUB, TIOHSKOIa ¢ TIO-THbMHHU TPaHUIIN, B U3JI0KEHUTE
Ha CITBHIIE yYacThIM Ha KOXKaTa WM CTaBHU OOJIKH.

ChbpaeyeH HHPAPKT M HHCYJITH

WndapkT 1 HHCYNITH ca HaOI0AaBaHu B IPOYYBaHE NPH MALUEHTH C TICOPUA3HC, JIEKYyBaHHU C
ycTekuHyMa0. Bammsr nekap peioBHO 1€ NpoBepsiBa pUCKOBUTE (PAKTOPH 3a ChPIEYHO 3a00IsIBaHe U

63



HUHCYJT 1IpH Bac, 3a 1a € CUT'YPHO, 4€ TC CC JICKYBAT IO NOAXOAAII HAYHH. He3zabasno NOTBPCETC
MCIUIMHCKA ITOMOIII, aKO IMOJIYUYUTC 0oJIKa B T'bpAUTC, c1a00CT MK HEOOUYAHHO yceliaHe OT €aHaTa
CTpaHa Ha TAJIOTO, OTIIYCHATOCT Ha JIMIIETO WX T'OBOPHU WX 3PpUTCIIHU CMYIICHUS.

Jeuna u roHomu
Fymskina He ce npenopbsuBa 3a ymorpeba mpu aera ¢ 6omect Ha Kpon u terio mox 40 Kg.

Jpyru nexkapcrBa, Bakcnau 1 Fymskina
TpsiOBa ma xaxkere Ha Bamms iekap niau dpapmareBT:

o AKO TipremaTte, HaCKOpO CTe TpUeMalli I € Bb3MOXHO JIa TPUEeMETe JIPYTH JIeKapCTBa.

. Axo Hackopo Bu e npaBeHa uiu rutanupate aa Bu ce npaBu BakcuHanus. Jlokato usnosis3pare
Fymskina, Hsaxou BumoBe BakcuHY (’KMBH BaKCHHH) HE TPsIOBa Ja ce mpuarart.

. Axo cre nonyyasanu Fymskina o Bpeme Ha OpeMeHHOCTTa, TPsIOBa Jia KaKeTe Ha JieKaps Ha

0ebeto Bu 3a neuenuero ¢ Fymskina, nmpenu To 1a moiyyu KakBaTo U Jia € BAaKCUHa,
BKJIFOUMTEITHO XMBHU BakcuHu, kato BI[XK BakcuHa (M3mon3BaHa 3a npe/na3Bane ot
TyOepKymo3a). JKuBute BaKCHHHU HE Ce MpenophuBaT 3a Bamero 6e0e npe3 mppBUTE ABAHAACCET
Mecella ciell paxaaHeTo, ako cTe noay4yaBaiu Fymskina mo Bpeme Ha OpeMEHHOCTTa, OCBEH
ako Jekapst Ha Bamiero 6e0e He mpenopwya Apyro.

BpemeHHOCT U KbpMeHe

. AKo cTe OpeMeHHa, cMATaTe, Y€ MOKE Jia CTe OpeMeHHa WU IUIaHUpaTe OPEeMEHHOCT,
nmochBeTBaliTe ce ¢ Bamms ekap npean ynorpebara Ha TOBa JIEKAPCTBO.
. He e nabmronaBan no-BHUCOK PUCK OT BpoJieHH AeeKTH Ipu Oe0eTa, N3JI0KEHN Ha YCTeKUHYMa0

B yTpoOata. [lanauTe OT ynmorpedara Ha ycTeKMHYMa0 pu OpeMeHHH JKeHH obade ca
orpannyenu. [lopaau ToBa e 3a mpeamounTane na ce n30area yrnorpedara Ha Fymskina mo
BpeMe Ha OpEMEHHOCT.

. AKO cTe XKeHa C JeTepoieH MMOTEeHINAJI, XKEeJIaTeIHO € 1a He 3a0peMeHsIBaTe U J1a U3II0JI3BaTe
ITOIX OIS TPOTHBO3aYaThueH METO I, KoraTo usnoiseare Fymskina u none 15 ceqmunu cien
MIOCIIeTHOTO TIprTarane Ha Fymskina.

. YcereknHyMa0 MOKe Ja IpeMUHE TIpe3 IUTAlleHTaTa B HepoIeHOTo 0ebe. AKO CTe TOTydJaBain
Fymskina mo Bpeme Ha OpemeHHOCTTa cH, 6e0eTo Bu MoXke a mMa Mmo-BUCOK PUCK OT
UHpEKIUS.

o BaxxHo e n1a kaxeTe Ha JiekapuTe Ha Barrero 0ede U Ipyru METUITMHCKH CIISIIUATUCTH, aKO CTES

nosrydaBanu Fymskina mo Bpeme Ha OpeMeHHOCTTa CH, TIpeau 6e0eTo /1a oTyYr KakBaTo U J1a €
BakcuHa. J)KuBu BakcuHH, kKato bLJK BakcuHa (M3mo3BaHa 3a Ipena3BaHe oT TyOepKyno3a),
HE ce MmpenopbuBaT 3a Barrero 6e0e mpe3 mbpBUTE ABaHAAECET Mecela ciell paKIaHeTo, aKo
cte norydaBanu Fymskina mo Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JieKapsT Ha Bamero 6ebe He
npenopbrya Apyro.

. YcTexkuHyMab MOKe Jja IPEeMIHE B KbpMaTa B MHOTO MaJIKu KosmdecTBa. [lockBeTBaiiTe ce ¢
Bamus nexap, ako KbpMUTE WIIH aKo IUIaHUpaTe Aa KbpMmute. Bue u Bammst nexap tpsoOBa ga
pemnTe nanu TpsiOBa aa KbpMHTE WK Aa usnomseare Fymskina - He mpaBere u nBere.

Hlodupane u padora ¢ MAIIMHU
Fymskina He moBnusiBa Ui MOBIUBA IPEHEOPESKUMO CIIOCOOHOCTTA 3a modupane u padora ¢
MAIlUHH.

Fymskina cbabp:xa HaTpmii

Fymskina csaspxa no-manko ot 1 mmol Hatpuii (23 mg) Ha 103a, T.e. MOXKe Ja ce Kaxe, 4e
MPaKTUIECKH HE ChIbpKa HATPUH.

[penu na Bu 6bae npunoxken obaue, Fymskina ce cmecBa ¢ pa3TBop, KOWTO ChABpKa HATPHUH.
I'oBopere ¢ Bamms nekap, ako cTe Ha JHeTa ¢ HUCKO ChABPKaHWE Ha HATPHU.

Fymskina cbabp:ka noaucopéaTu

Tosa nexapcTBo chabpka 10,4 mg monmcopbar 80 BBB Beceku (pnakoH oT 26 ml, kouto ca
exBuBasieHTH Ha 0,4 mg/ml. [lonucopbaTute Morat 1a IPUYUHAT alepruyHu peakuun. Tpsosa na
KaxeTe Ha Bamms nexap, ako ©MaTe yCTaHOBEHH aepruH.
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3. Kak me ce npuiara Fymskina

Fymskina e npeana3znaues 3a ynorpeda moa ppKOBOJACTBOTO U KOHTPOJIA HA JIEKap C OIUT B
JUarHOCTUKATA U JIeYeHHeTo Ha OosecT Ha KpoH.

Bammsit niexap me Bu npunosxu Fymskina 130 mg koHueHTpaT 3a HH(GY3HOHEH pa3TBOP 4pe3
KaIlKOBO BJIMBaHE BbB BEHATa Ha pbKaTa (MHTpaBeHO3Ha H(Y3Hs) B IPOABIDKCHUE HA HAlH-MaJIKO
enuH yac. [TocbBeTBaiiTe ce ¢ Bamms exap 3a ToBa, kora e Bu ce mocTaBAT HHKEKIUUTE U KOTa 111€
ca cleJBaIiTe KOHTPOJIHH MPErie/Iu.

KaxkBo koanuyectBo Fymskina ce mpusara
BamusT nekap mie pemm kakBo koimdectBo Fymskina TpsiOBa 1a moay4uTe U 3a KaKbB IEPUO] OT

BpeMeE.

B1)3pacnm Ha 18 roauHyu UM Mmo-rojJeMu

° JlexapsT 1m1e n34ncau NpernopbUnTeIHaTa 32 Bac 103a 3a nHTpaBeHo3HA WH(Y3US Bb3 OCHOBA Ha
TeaecHoTo Bu Terno.
BameTo TenecHo Terio Jloza
<55kg 260 mg
> 55 kg 10 <85 kg 390 mg
> 85 kg 520 mg
° Crnen HavyanmHaTa MHTpaBEHO3HA J03a e Bu 0b1e npuioxena ciensamiara go3za 90 mg

Fymskina upe3 umkekIis moa koxkara (ToIK0oKHa HHKEKITHS ) clie] 8 CeAMUITH | e TOBa Ha
BceKkH 12 cemMuIu.

Hena c 6oaect Ha Kpon u Tersio Haii-manako 40 kg
o Jlexapar mie ompeneny nMpenopbunTenHaTa 3a Bac 1o3a 3a mHTpaBeHo3Ha HH(Y3MS BH3 OCHOBA
Ha TenecHoTo Bu tero.

Bammero TenecHo Terio Jlo3a
>40 no <55kg 260 mg
> 55 kg mo <85 kg 390 mg
> 85 kg 520 mg
. Crnen HayamHaTa MHTPABEHO3HA J103a IIIe MoIy4nTe ciieasamara n1o3a 90 mg Fymskina upes
WHXEKTHUPaHEe 0] KoXkaTa (ITOIKOKHA WHKCKITHS) CIIeN 8 CEIMUITH, a CJIe]] TOBAa Ha BCEKH

12 ceqmunn.

Kak ce npuiaara Fymskina

[IbpBara no3a Fymskina 3a nedenue Ha 6onect Ha KpoH ce npuiara oT Jekap upe3 KallkoBO BIMBaHE
BBB BEHA B pbKaTa (MHTpaBEHO3HA UH(DY3U).

T'oBopete ¢ Barus siekap, ako UMaTe BhIIPOCH OTHOCHO Tpwiiaraneto Ha Fymskina.

AKko cTe mponycHau 1a udnona3sare Fymskina
AKO cTe 3a0paBHIIH HITH CTE TPOIYyCHAIIM Yaca CH 3a MpHUJIaraHe Ha J103a, CBhpKeTe ce ¢ Bamms nekap
3a IJIAHUPAaHE Ha HOB Yac.

AKo cTe cipesiu ynorpedara Ha Fymskina

He e omacno na cripere ynorpe6ara Ha Fymskina. Axko obaue s cpere, Bamure cuMntoMu Moxe z1a
ce Bb30OHOBAT. AKO NMaTe HIKaKBU JOMBIHUTEIHU BBIIPOCH, CBBP3aHH C yHoTpebdaTa Ha TOBa
JeKapcTBO, monuTalite Bamms nekap win ¢papmaienT.

4, Bb3MOKHH HeKeTaHH peaKkumuun
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Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NIPCAN3BHUKA HCKCIIAHU PCAKIINU, BBIIPCKU Y€ HC
BCCKHU I' ITIOJTy4aBa.

CepHo3HM HeKeJTaHH PeakIuu
Hsixon nanueHTH MOXe Aa UMAT CEPHO3HU HEKEIaHU PEaKluy, IPU KOUTO Ja C€ Hajlara CIenHo
JIeUCHUE.

AJlepruyHM peakiMu — MOsKe 1a U3MCKBAT cliellHo jJevyeHue. TpadoBa qa kaxkere Ha Bamus
JIeKap WM He3a0aBHO MOThPCETE CNElHA MEAUIMHCKA MOMOIII, AKO0 3a0e/1eXKNUTe HIAKOH OT
CJIeIHUTE TMPU3HAIIN.

° Cepuo3HHTE aJeprUiYHU peakyH (,,aHaQuiIaKcus’) ca peAKH MpU Xopa, MprueMally MPOoayKTH,
ChABpKaIIU ycTeknHyMab (Moxe na 3acerHat o 1 va 1 000 mpymm). [IpusHanuTe BKIIOYBAT:
3aTpyIHEHO JMINAHE WM MPETTbIIaHe

HUCKO KPBBHO HaJIATaHe, KOETO MOXKE J1a IPUYMHU 3aMasHOCT WIIH CBETOBBPTEK

MoJTyBaHe Ha JIMIETO, YCTHUTE, YCTaTa UK I'bPIIOTO.

YecTuTe MpU3HAIM HA allEPTUYHA PEaKIHUs BKIIOYBAT KOKEH OOPUB U YPTHKapHs (MOXe 1a
3acersar a0 1 Ha 100 gymm).

Peakunu, cebp3anu ¢ nHQYy3UATA — aKO ce JeKyBaTe 3a 0ojiectTa Ha KpoH, mbpBara 103a Ha
Fymskina e ce npuiioxu 4pe3 KankoBO BJIMBAHe BbB BeHa (MHTPaBeHo3Ha nH(py3us). Haxoun
NAlMEeHTH MOJyYaBAT CEPUO3HM AJJEPTMYHM PeaKIMu N0 BpeMe Ha MH(]Y3UATA Ha NPOAYKTH,
CBABPKAIIM YCTEKMHYMa0.

B PCAKH CJIyiau ce C'bOﬁllIaBaT AJTCPruayum 66.110}1[)06]—[]/[ Pe€aKuvm 1 6e.110z1p061{0 BBb3NAJICHUE
IpHA MAMUEHTH, KOUTO MmoJiydaBaTt yCTeKHHyMaG. TpﬂﬁBa Ja KajkeTe BeAHara Ha Bammsa JIeKap,
AKO0 MOJIYYUTE CUMIITOMM KaTO KalllJIna, 3alyX 1 BUCOKA TeMIiepaTrypa.

AKO MoNy4yHTe Cepro3Ha ajlepruuHa peakuus, Bammsr nekap Mosxe na pemy, ye Bue He TpsioBa na
ynotpebsBate Fymskina oTHOBO.

I/IH(l)eKIII/lP[ — MOKe 1a UBUCKBAT CIICIIHO JICYCHHC. TpflﬁBa AAa KaxKeTe BeAHara Ha Bamus
JIEKap, ako 3a0eJ1e:KuTe HAKOH 0T CJICAHUTE NMPU3HALHU.

. MHQEKIUUTE Ha HOCa WM TBPJIOTO U POCTyaTa ca 4ecTH (Moxke Aa 3acerHar ao 1 Ha
10 mymm)

) HHDEKITMUTE Ha TOJTHUTE AUXATEITHY ITbTHINA (TPBIHN HHGEKINH) ca HeuecTH (MOXKe 1a
3acersar a0 1 Ha 100 mgymm)

. BB3MAICHUETO Ha IMOJKOKHATA ThKaH (IIETyIUT) € HedecTo (MoKe Ja 3acerHe 0 1 Ha
100 mymm)

. xepriec 3octep (Bu 0oJie3HEH 00pUB ¢ MEXypH) € HeuecT (Moxke aa 3acerue 70 1 Ha 100 gyrmim)

Fymskina moxe ma Hamanu ciocoOHocTTa BH 1a ce 6opute ¢ nabeknmn. Haxon nHPEKITUT MokKe 1a
CTaHAT CEPUO3HM M MOKE J1a BKIIIOUYBAT MH()EKLINH, NPUINHEHN OT BUPYCH, I'bOMYKH, OaKTEPHH
(BKIMIOYMTENHO TyOepKyII03a) WM Mapa3uTH, BKIOYUTENHO HH(PEKINH, KOUTO BE3HUKBAT IIPEIUMHO
IIpH Xopa ¢ oTciaabeHa IMyHHa cucTeMa (OTOpTIOHUCTHYHYN HHpekun). [Ipy manreHTH, moryJaBamy
YCTeKHHYyMab, ce choO0IIaBaT OMOPTIOHUCTUYHN HH(EKIINHN Ha MO3bKa (eHIe(aanuT, MEHUHTHUT),
OenmuTe IpOOOBE U OUMTE.

Hoxato ynmorpedsBare Fymskina, TpsOBa na ciemute 3a mpu3Hay Ha nHGEKnus. Te BKII0YBAT:
BHCOKa TeMIIEpaTypa, TPHUITONOI00HN CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Teriio

yMOpa UK 3alyX, yIIOpUTa KalllIiia

TOTIIA, 3aUepBeHa 1 O0JIe3HEeHa KOKa WK O0JIe3HEH KOKEeH OOPHB ¢ MEXypH

napeHe npu ypuHUpaHe

JapHst

3PHUTEIHO CMYIIICHUE HJIH 3ary0a Ha 3peHue

rI1aBo0OKE, CKOBAaHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETJIMHA, TaJICHE WK 00BPKaHOCT.
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Tps0Ba na kaxeTe BegHara Ha Bamus jekap, ako 3a0eeKUTe HAKOW OT Te3H MPU3HAIM Ha HHPEKITHS.
Te mMorar i1a ObJaT MpU3HAIM HA UHPEKIUKM KaTO IPbIHH HH(EKIINY, KOKHU HH(EKIMH, XepIiec
30CTep WU OTMOPTIOHUCTUYHU WH(EKIMH, KOUTO MOTaT Jia JOBEAT 10 CEPHO3HHU YCIOXKHCHUS.
Tps6Ba na kaxeTe Ha Bamus nekap, ako IMaTe HIKaKBa YIOPHUTA WM MOBTAPSIIA ¢¢ HHPEKIIHS.
Bammsar nexap Moxke ma peru, ue He TpsoBa ga yrmoTpeossare Fymskina, mokaro nabekusaTa He
ObJie u3siekyBaHa. TpsiOBa Ja kakeTe Ha Barus iekap 1 ako UMaTe OTBOPEHHU paHU WM HapaHsIBaHMS,
THI KaTO MOXeE J1a ce MHPEKTUPAT.

JliomeHe Ha KOKaTa — HHTEH3MBHOTO 3a4YepPBsBaHE U JIIOILIeHe HA KOKaTa Ha MO-ToJisiMa TJI0LL
MO TAJOTO MOKe /1a ca CAMIITOMH Ha ePUTPOAePMHUYeH NMCOPHA3UC WM eKC(POTUATHBEH
JepPMATHT, KOUTO €A CEPUO3HU KOKHU 3a00/1BaHuA. AKO 3a0e/ieskuTe HAKOM 0T Te3u MPU3HALM,
Tpsi0Ba a Ka:xKeTe BeaHara Ha Bamus jexap.

JApyru HexeJJaHU peaKInU

YecTH HeskeaHW peaknuu (Moxke 1a 3acerHar a0 1 Ha 10 qymm):
JApHsT

rajieHe

NOBPBIIaHE

yMopa

3aMastHOCT

riiaBobosue

chpOex (mpypuTyc)

0oiKa B rpp0a, MyCKyJIMTE UM CTaBUTE
BB3NAICHO I'bPIIO

3a4yepBsiBaHe U 0OJIKa HA MICTOTO HA WH)KEKTUPAHE
WHQEKINs Ha CHHYCHTE

HeuecTn Hexkenanu peakmum (Moxe aa 3acernat 10 1 ga 100 gymm):

MH(EKITIN Ha 3601Te

BarnHajHa MHPEKINS, TPUYIUHEHA OT I'bOMYKH

JieTpecust

3aIrymIeH HOC WIIM Xpema

KbpBEHE, TOCHHSBaHe, BTBBbPASBAHE, IO JyBaHEe U ChPOEX Ha MSACTOTO HAa MH)KEKTHPaHe

ycerlane 3a ciadocT

Cra/laHe Ha KJlerayJa U M3KpHUBsIBaHEe Ha MYCKYJINTE Ha eHaTa MOJIOBHHA Ha JIUIETO (,,JINIIeBa

napanmsa’ Wi ,,iapannsa Ha beir’”), KosTo 0OMKHOBEHO € BpeMeHHa

o MPOMsIHA Ha MICOPHA3KUCa ChC 3aUePBABAHE M HOBU MAJIKH, JKBJITH HJIM OCJIH MEXYPH I10 KOXKaTa,
MOHSIKOTA MPUIPYIKEHH ¢ TeMmriepaTypa (IycTyJI03eH ICOpUasuc)

. OeneHe Ha koxkata (ekcdonmaius Ha Koxkara)

o aKHe

Penky Hexke1aHU JeKapcTBeHH peaknuu (Moxe naa 3acerHat o 1 va 1 000 xymin)

o 3auepBsiBaHE W JIIOMICHE HA KOXKATa HA TO-TOJISIMa TUIOII] 110 TSJIOTO, KOUTO MOXKE Jia ChpOSsT WK
na ca 6one3HeHu (ekcgoauaTupeH gepMaTut). [log00HH CHMITOMY TIOHSAKOT'a CE pa3BUBAT KAaTO
€CTECTBEHA MPOMSHA HA BH/IA HA CHMIITOMH Ha MCOPHA3KC (EPUTPOACPMUUCH TICOPHUAZHUC)

o Bn3naneHue Ha MAJIKUTE KPHBOHOCHH ChJIOBE, KOETO MOXKE Ja JIOBE/IE 10 KOXKEH OOPUB ¢ MAITKU
YEepBEHU HITU JIUJIABH IOy THHU, TEMIIEpaTypa Wik 0oJka B CTaBUTE (BACKYJIIHT).

MHoro peakn He:KeJIaHU JeKapcTBeHH peaknuu (Moxe na 3acerHar qo 1 va 10 000 mgyrmm)

o OO0pa3zyBaHe Ha MeXypH TI0 KOXaTa, KOITO MOXe Jia Ob/ie 3auepBeHa, chpOsiia u 0one3HeHa
(bymno3eH memduronm)

o KOXKEH JIYITyC epUTeMaToieC U JyIyc-mog00eH CHHAPOM (YepBeH, HAUTHAT, JIFOIIEI] ce OOpHB
B U3JIOKCHUTE HA CJIBHIIC YYaCTbIIM HAa KOXKaTta, KOMTO MOXeE ha € MpUuApPYKEH OT 0O0JIKH B
CTaBUTE).
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Cpo011aBaHe HA HeKeJIAHU PpeaKIuu

AKO TIOJTy4yHTe HIKAaKBH HEXeJlaHH JIEKapCTBEHU peakluu, yBeqoMeTe Bamus nexap win ¢papmarienT.
ToBa BKJIFOUBA M BCUYKH BH3MOKHU HEONMCAHU B Ta3! JIMCTOBKA HEXeJaHU peakiui. MokeTe ChIIo
Jla ChOOLINTE HEXEJIaH! PEeaKLK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOoOIIaBaHe, TOCOUCHA B
Ipunoxenue V. Karo crobuiaBare HexenaHu peakiuy, MOXeETe a JaeTe CBOsS IPUHOC 3a
MOJTy4aBaHE Ha [O0Be4e MH(POPMAIHA OTHOCHO 0€30MaCHOCTTAa Ha TOBA JIEKApCTBO.

5. Kak na coxpansBare Fymskina

. Fymskina 130 mg koHueHTpat 3a MH(Y3HOHEH Pa3TBOP Ce Mpuiiara B OOJHHIA WX KITMHUKA 1
HE ce Hajlara MalMeHTHTE J1a TO ChbXpaHsIBaT WK J1a OOPaBST C HETO.

Jla ce cpXpaHsBa Ha MSCTO, HEJOCTBITHO 3a Jela.

Ja ce cpxpanssa B xnagmnHuk (2 °C — 8 °C). Jla He ce 3ampazsBa.

CobxpansBaiiTe rakoHa B KAPTOHEHATa ONAKOBKa, 32 JIa Ce MPEeIa3u OT CBETIINHA.

He pasknamaiite ¢puakonure Fymskina. [Ipoxb/KUTETHOTO €HEPIrHYHO pasKilaliaHe MOXe J1a
HOBpPE/N JICKapCTBOTO.

He u3znosn3BaiiTe ToBa J1eKapCcTBO:

. CclJie]] CpOKa Ha TOAHOCT, OTOeNsI3aH BbPXY €TUKeTa M KapTOHEeHaTa onakoBka cief ,,EXP/
L oneH 10*“. CpoKbT Ha TOJHOCT OTIOBaps Ha TOCIEAHUS JICH OT IIOCOYCHHS MECEII.

° aKO TEYHOCTTA € C IPOMEHEH IBAT, MbTHA WJIHM B HEsI c€ 3a0€IsI3BaT TUTyBaIH Iy>KI1 YaCTHITH
(BmwkTe Touka 6 ,,Kak nsrnexxna Fymskina u kakBo chIbpxKa OlakoBKaTa™).

° aKo 3HaeTe WM CMsITaTe, Y€ MOXKeE J1a € OMIa N3JI0KeHa Ha eKCTPEMHHU TEMIIEpaTypH (KaTo
WHIMICHTHO 3aMPb3BaHE WIIH 3arpsiBaHe).

. aKO MPOJYKTHT € OWJI EHEPTrUYHO pa3KIIaTeH.

. aKko oOKaTKaTa e CUyIeHa.

Fymskina e camo 3a egHokpaTtHa yrnorpeba. Pazpenenusar nH(y3HOHEH pa3TBOP MITH HEU3IOI3BAHUST
MPOAYKT, OCTaHaj BbB ()JIAKOHA M B CIIPUHIIOBKATA, TPsIOBa /1a Ce U3XBHPIHU B CHOTBETCTBHE C
MECTHHUTE W3UCKBAHUSL.

6. ChabpkaHHue HA OMIAKOBKATA M JONMBJIHUTETHA HHpOPpMaHS

Kakso cbabp:xa Fymskina
. AKTHBHO BeIIECTBO: ycTeKuHyMab. Beekn duakon chabpika 130 mg ycreknnymad B 26 ml.
e Jlpyru cecTaBku: auHaTpueB eaeraT nuxunpar (E385), L-xuctuaun, L-xuctuanHos
MOHOXHUIPOXJIOpH] MOHOXUApat, L-meTnonuH, nomucop6bat 80 (E433), 3axapo3a u Boja 3a
HNH)XEKLUH.

Kaxk m3rae:xkna Fymskina u kakBo cbIbp:ka 0NaKoBKaTa

Fymskina e 6uctsp, 6e31BeTeH 10 O61e10KbATO-KadsB KOHIIEHTPAT 32 WH(PY3UOHEH pa3TBop. JlocTaBs
ce B KapTOHEHA OMaKOBKa, ChAbpIKAIIa eIuH CThKICH (irakoH oT 30 ml ¢ enquaMYHA g03a. Beekn
¢makon cpabpxa 130 mg ycreknayMab B 26 ml KOHIIEHTpAT 3a HHPY3HOHEH pa3TBOP.

IIpuTeskaTes Ha pa3pelieHUETO 32 YNOTpeda U NPOU3BOAUTE
Formycon AG
Fraunhoferstrale 15

82152 Martinsried/Planegg
I'epmanns
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3a JOIIBJIHUTCIHA I/IH(I)OpMa]_II/ISI OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETE CC C JIOKATTHUS
MNPCACTABUTCII HA IPUTCIKATCIIA Ha PAa3pCIICHUCTO 3a yHOTpe6a:

BE/BG/CZ/DK/EE/IE/IS/EL/ES/FR/HR/IT/CY/LV/LT/LU/HU/MT/NL/
NO/AT/PL/PT/RO/SI/SK/FI/SE

Formycon AG

Tel/Tél/Ten./TIf/TnA/Simi/Puh: + 49 89 864 667 100

T'epmanus
ratiopharm GmbH
Tel: +49 731 402 02

,Z[aTa Ha MOCJICIHO NMpepasrjaekaaHe Ha JIJUCTOBKaTa

IMoapobHa nHbopMaIus 3a TOBA JIEKAPCTBO € MpeiocTaBeHa Ha yebcaiita Ha EBporeiickara areHius
T10 JiekapceTBata https://www.ema.europa.eu/.

[Tocouenara nmo-mosry nH(pOpMaLKs € MpeTHa3HadeHa caMO 32 MEAUIIMHCKN CIIeIIHAIICTH:

[Ipocaeaumoct

3a na ce moJo0pH MPOCIEAUMOCTTA HAa OUOJIOTUIHUTE JICKAPCTBEHH MPOAYKTH, UMETO U MAPTUAHUSAT
HOMEp Ha NMPUJIOKEHUS MPOAYKT TPsiOBa SICHO J1a Cce 3alMCBaT.

YkazaHus 3a pa3pekaaHe:

Fymskina xkoH1ieHTpaT 32 nH}Y3HOHEH pa3TBOp TPsIOBa J1a ce pa3peay U Aa ce HOATrOTBU OT
MEIHUIMHCKU CIEIMAIICT C TIOMOIITA Ha aceNTUYHA TEXHHKA.

1. Wzuucnere no3arta u 6pos Ha HeoOxoauMuTe QuiakoHU Fymskina B3 0OCHOBa Ha TETJIOTO Ha
nareHTa (B. Touka 3, Tabmuma 1, Tabmuma 2). Beeku durakon Fymskina 26 ml csabpxka
130 mg ycrekunymao.

2. W3rernere u usxsbpiiere ot nHPy3uoHHUS cak 250 ml o6em Hatpues xiopun 9 mg/ml (0,9%)

nH(Y3HOHEH Pa3TBOP, paBeH Ha o0ema Fymskina, koiiTo TpsOBa na ce 1o0aBu. (M3XBBPIIETE
26 ml HaTpueB xyopus 3a Bcekn HeoOxoauM ¢urakoH Fymskina, 3a 2 ¢iakoHa n3xBbpiieTe
52 ml, 3a 3 ¢nakona uzxpwpiere 78 ml, 3a 4 ¢akona uzxewpiaere 104 ml).

3. Nzrernere 26 ml Fymskina ot Bcexu HeoOxomum ¢urakoH U rU 100aBeTe KbM WH(Y3UOHHUS CaK
250 ml. Kpaiiausar obeM B nH(PY3HMOHHHSA cak TpsOBa Aa 0bac 250 ml. BaumaTenHo cMecere.

4. [Tpean npunokeHUETO MPOBEpETE BU3YaIHO paspeaeHus pa3tBop. He ro ynorpebsiBaiite, ako ce
HaOII01aBaT BU3yallHO HEMIPO3PAaYHH YAaCTHLHM, IPOMSIHA Ha [[BETA WIIM YY>KAU YACTHULIH.

5. [TpunosxxeTe pazpeaeHus: pa3TBOp 3a NEPUOJ OT Hal-MaJiko euH yac. Cliell KaTo ce pa3peliu,

NpUIaraHeTo Ha MHQY3HOHHUST Pa3TBOp TPsOBa Jia ce U3BBPIIN B paMKHUTE Ha 24 yaca ciiell
paspekaaHeTo B MH(PY3HOHHUS Cak.

6. W3nonssaiite camo Habop 3a nH(Y3H C BrpajeH, CTEPUIICH, allMPOTreHeH GHITHP ChC C1abo
CBBp3BaHe Ha mpoTenHH (pazmep Ha nopute 0,2 MEKpoMeTpa).
1. Bceku ¢uakon e camo 3a eTHOKPaTHO MPHIOKEHHE U HEU3IOI3BAHHAT JIEKAPCTBEH MPOIYKT

TpH6Ba Ja €€ U3XBHPJIU B CbOTBETCTBUEC C MCCTHUTC U3UCKBAHUS.

CoxpaHeHue
AKO € He00X0TUMO, pa3peICHUAT HHPY3HOHHUST Pa3TBOP TPSOBA Jla ce ChXpaHsBa Ha CTaiiHa

teMrrepatypa. [Ipunaranero Ha HHGY3UOHHHAT pa3TBOp TPsOBaA Ja ce M3BLPINN B paMKHTE Ha 24 qaca
clies pa3pexxaaneTo B MHQY3HOHHHS cak. Jla He ce 3aMpa3ssiBa.
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JIncroBka: uHGopManus 3a NOTPeONTEJIs

Fymskina 45 mg uH:keKIHOHEeH Pa3TBOP B MPEIBAPUTETHO HANMLJIHEHA CIIPUHIIOBKA
ycTekuayMa0 (ustekinumab)

vTo31/I JIeKapCTBEH MPOJYKT MOAJIEKHU Ha JOTBIHUTEITHO HaOmoeHre. ToBa 11e mo3Boiu 0bp30To
yCTaHOBSIBAaHE HAa HOBa WH(OPMALUS OTHOCHO Oe3omacHocTTa. Moxere J1a 1aieTe CBOs IPUHOC KaTo
ChOOIINUTE BCAKA HEXKEJIaHA PEAKLUs, KOATO CTE IOIy4MIN. 3a HaUMHA HA ChOOIIAaBaHE HA HEXXEIaHU
peaKnuu BIKTE Kpast Ha Touka 4.

HqueTeTe BHUMATECJIHO LAJIaTa JJUCTOBKA, MTPEeAN Aa 3all0YHETE J1a U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KAaTO TH CbABbPiKa BaKHa 3a Bac l/lH(l)OpMallI/Iﬂ.

Ta3u JIUCTOBKA € HANMCAHA 32 MalUeHTAa, KOWTO MprueMa JIeKapcTBOTO. AKO CTe POANTES HIH
HACTOIHMK, KoiiTo me npujara Fymskina na nere, MoJist npoyeTreTe BHUMATEJIHO Ta3H
uHpopmanus.

- 3amasere Ta3u IMCTOBKA. MOJKe /1a Ce HAJI0XH Ja sl MPOYETETE OTHORO.

- AKO UMate HIKaKBH JOMBIHUTEIHA BBIPOCH, TonuTaiiTe Bamus iekap uiu gpapmarieBT.

- ToBa nexapcTBO e mpeanucaHo tuuHo Ha Bac. He ro mpeotcThnBaiite Ha apyru xopa. To Moxe
Jla MM HaBPEId, HE3aBUCHMO Y€ IPU3HAIUTE HA TAXHOTO 3a00JIsIBaHe ca ChIIMTE KaTo BamuTe.

- AKO TIONy4YHTe HAKAKBH HEXEJIaH! peaklny, yBegomeTe Bamus nexkap ninu GpapmanesT. Tosa
BKJIFOYBA U BCUYKHU BBb3MOKXHU HCKCIAaHU peaKHI/II/I, HCOIIMCAaHU B Ta3u JINCTOBKA. BI/DKTC
TouKa 4.

KakBo chbabp:ka Ta3u JIUCTOBKA

Kakso mpencrasnssa Fymskina u 3a kakBo ce u3non3sa
KaxBo TpsiOBa nma 3Haere, mpenu Aa m3noisBaTe Fymskina
Kak na usnonseare Fymskina

BBb3MoXHE HeXelaH! peakiiuu

Kak nma cexpansBate Fymskina

ChappikaHue Ha OMAKOBKAaTa U JIOIBIHUTEIHA UH(OPMAITUS

I e

1. Kaxkso npeacraBasasa Fymskina u 3a kakBo ce u3noJizpa

Kakso npexncraBiasasa Fymskina

Fymskina cbabppixa akTHBHOTO BEILIECTBO ,,yCTEKUHYMa0”’, KOETO € MOHOKJIOHAJIIHO aHTUTSLIO.
MOHOKJIOHATHATE aHTUTENA ca MPOTENHH, KOUTO Pa3lO3HABAT M CBBP3BaT OIPEEIeHN cienn(pUIHI
MIPOTEHHH B OPTaHM3Ma.

Fymskina npunamiexxu kpM rpymna JekapcTBa, HapedeHu ,,iMyHocymnpecopyn’”. Te3n nekapcTa
HeﬁCTBaT, KaTO HaMaJIsIBaT aKTUBHOCTTA HA 4aCT OT UMYHHaTa CUCTEMA.

3a kakBo ce u3noJ3Ba Fymskina
Fymskina ce u3non3Ba 3a jiedeHue Ha CIeTHUTE B3IMAJUTEIHU 3a00IsIBaHHUS:
. [TnakoB nicopuasuc - Ipy Bb3PACTHU U JeIa Ha B3PacT OT 6 TOAUHH H MO-TOJIEMHU
. IlcopuartnueH apTpuT — IIPU Bb3PACTHU
e VYmepena 10 Texka 6osect Ha KpoH - mpu BB3pacTHH H Je1a ¢ Teriao Hah-manko 40 kg

IInakoB ncopuasuc
LI l71aKoB TIcoprasuc” € KOXXHO 3a00IsIBaHe, KOSTO BOAM 110 BH3IMAJICHHE, 3aCATaI0 KOJKaTa U HOKTHUTE.

Fymskina HamansiBa Bb3Maj€HUETO U APYTHTE MPU3HALY Ha 3200JI1BAHETO.

Fymskina ce u3mnos3Ba npu Bb3pacTHU C YMEPEH JI0 TEXbK IIAKOB MCOPHA3UC, KOUTO HE MOTaT Jia
M3II0JI3BAT HUKIIOCIIOPUH, METOTPEKCAT NI (bOTOTCpaHI/ISI, WJIN KOraTo TE3U JICUCHUA HE ,HCI\/'ICTBaT.
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Fymskina CC M3IIOJI3Ba IpHU ACLAa U FOHOIIX Ha Bb3pacT 6 TOAVWHU U TO-TOJIEMU C YMEPECH A0 TCIKBK
TIJIAaKOB IICOPpHUA3UC, KOUTO UMAT HCIIOHOCUMOCT KbM @OTOTepaHI/IH WK Apyru CUCTECMHU TECparinu, Ui
KOraTro TE€3H1 JICUCHHUS HC I[eP'ICTBaT.

[IcopuaTnyen apTpur

IIcopuatnueH apTpuT € Bh3MAIUTEIHO 3200 sIBaHE Ha CTaBUTE, OOMKHOBEHO CHIIBTCTBAHO OT
ncopuasuc. AKo UMaTe akTUBEH IICOpUATHYEH apTPUT, ITbPBO Iie Bu JexyBar ¢ apyru gekapcTa. AKo
HE ce MOBJIUsAETE JOCTaThUHO A00pe OT Te3| JIeKapcTBa, Moxke a Bu ce mpennume Fymskina, 3a ga
ce:

o HAMaJISIT IPU3HAIIMTE U CUMIITOMUTE Ha 3a00J1siBaHeTo Bu;
. noxo0pu pusuveckoro Bu cheTosHIME;
o 3a0aBu yBpeXJaHeTO Ha Bammre craBu.

Bouect na Kpon

Bonectra Ha KpoH e Bb3manuTenHo 3a00ssiBaHe Ha uepBara. Ako uMate 6osiecT Ha KpoH mbpBo 1e
Bu ce magar apyru jgekapcTBa. AKO HE ¢€ IMOBJIHUSICTE JOCTAThYHO MM UMATE HEITOHOCUMOCT KbM TE3U
nekapcTBa, Moxe 1ia Bu ce nane Fymskina 3a HamansiBaHe Ha pU3HAIIMTE ¥ CHMIITOMUTE Ha
3a0osBaneTo Bu.

2. KakBo TpsiOBa na 3Haete, npeau aa usnoJsare Fymskina

He u3noa3saiite Fymskina

o AKO CcTe aJIeprU4Hi KbM YCTeKHHYMAO0 MM HIKOSI OT OCTaHAJIHMTE ChCTABKH Ha TOBA
JeKkapcTBO (M30pOCHHU B TOYKA 6).
. AKo MaTe aKkTHBHA HHEKIHs, KOATO Bammsar nekap HaMupa 3a 3HaunuMa.

AKO He CTe CUTYPHH JTaJIi HSIKOE OT M30pOCHUTE TO-Tope ce oTHACA 3a Bac, mochrBeTBaiiTe ce ¢ Barmmst
aekap win ¢apMaleBT, npenu 1a unonspare Fymskina.

IIpenynpesxaeHust U NpeanasHu MePKH

I'oBopere ¢ Bamus nexap wiu dapmaneBT npean aa nznonsBare Fymskina. Bammst nexap mie
MIPOBEPH CHCTOSTHUETO By mpenu Besko nedeHue. TpsaodBa na kaxere Ha Bamust gekap 3a Besika Bama
OonecT mpeau Besiko JgeueHne. ChIno Taka TpsOBa Aa KakeTe Ha Bamms nekap, ako HaCKoOpo cte Omnn
B KOHTAKT C YOBEK, KOHTO MOXe J1a iMa TyOepKyJio3a. Bammst nexap e Bu mpernena u e HanpaBu
u3clie/iBaHe 3a TyOepKyno3a, npeau aa usnonssare Fymskina. Axo Bammst nekap cMsra, ue cte
W3JI0KEHHU Ha PUCK OT TyOepKyno3a, Moxe Ja Bu npeanuine nexkapcTBa 3a JIEYEHUETO M.

Crenere 3a cepHO3HH HeXKeJIAHU PeaKIUU

Fymskina Mosxe 1a mpeu3BUKa CEpHO3HH HEXENaHU PEaKLUH, BKIIOYUTEIHO aJIEPTHYHH PEaKLUH 1
nHbpexmu. TpsOBa na ciaenure 3a ONpeAeIeHU NPU3HALM Ha 3a00JIABaHMs, JOKATO IpHEeMaTe
Fymskina. Bmwxre ,,Ceprno3nu HexenaHu peakiiui’ B TOUKa 4 3a MBJIHMS CIICHK HA Te3W HEXEIIaHU
peakuuu.

IIpenn na m3nonzsare Fymskina, TpsioBa na xa:kere Ha Bamus Jexap:

o AKO HAKOra cTe HMAJIM aJIepruyHa peakuus KbM YCTeKHHYMAa0. AKO He CTe CUTYPHH,
nonurante Bamus nekap.

. AKO HAKOra cTe HMaJIM HAKAKbB BH/ PAK — TOBA €, 3a1[0TO UMYHOCYTIPECOPUTE KaTo
Fymskina oTcnaOBaT yact oT ©MyHHaTa ciucteMa. ToBa MOke J1a IIOBHUILH PHCKa OT Pak.

. AKO cTe JJeKyBaHHM 32 IICOPHA3MC ¢ IPYTH OMOJOTHYHH JIEKAPCTBA (JIeKapcTBo,

NPOU3BEAEHO OT OMOJIOTrHYeH U3TOYHUK U 0OMKHOBEHO NMPUJIATAHO Ype3 HHKEKIHS) -
PHUCKBT OT paKk MOXKE J1a € TI0-BHCOK.

. AKO MMAaTe UJIH HACKOPO CTe MMAJIH UH(peKIus.

. AKO MMAaTe HOBHY WJIH MPOMEHSIIIH ce JIe3UH B YUACTBIIUTE C TICOPUA3KC HITH TI0
He3acerHaTaTa Koxa.

71



o AKO HAKOra cTe HMAJIM aJiepruyHa peakuus KbM nHkeknus Fymskina — swxre ,,Crnenere
3a CEpHO3HHU HEXeJlaHW PeakiK’~ B TOUKa 4 3a MPU3HALUTE Ha aJepTUYHA PEaKIIHs.

J AKO mosty4aBate Apyro JedeHHe 3a NCOPHA3KUC U/MJIU NICOPHATHYEH APTPHUT — KaTo APYTH
UMYHOCYTIpECOpH WK (oToTepanus (KoraTo TAI0TO Ce JIeKyBa ¢ THIl yarpasuoserosa (UV)
cBeTNIMHA). Te3u JIedeHns ChIo MOXKE Jja OTCIa0sT YacT OT UMyHHaTa cucTema. Mznon3Banero
Ha Te3u JieueHus 3aeaHo ¢ Fymskina He e u3cnenBano. Bp3mMokHO € 00aye, TO 1a yBEIHUIH
pHCcKa oT 3a00JIsIBaHMs, CBBP3aHM C OTcIa0BaHe HAa KMYHHATa CHCTEMA.

o AKO TOJIy4YaBaTe HJIH HAKOTa CTe MOJIyYaBaJIH HHKEKIINH 32 JiedeHue HA aJIeprum — He €
u3BecTHO ganmu Fymskina Moxe ma okake BIHSHUE BBPXY THX.
. AKO cTe Ha M HaJX 65 roauHM — MOXE J1a CTE TIO-CKJIIOHHU KbM HH(EKITHH.

AKO He CTe CUTYPHH JIali HIKOE OT ropen30pocHUTE ce OTHACH 3a Bac, mochBeTBaiiTe ce ¢ Bamus
nekap win apMmarieBT, npend Aa u3noisare Fymskina.

Hsixon nauyeHTH nony4aBaT JdyIyc-TIOA00OHU peaKkyu, BKIIOYUTEIHO KOXKEH JYITyC epuTeMaToAec 1
JTymnyc-noao0eH CHHIPOM, IO BpeMe Ha JieueHue ¢ ycTekunymab. ['oBopere BegHara ¢ Bamus nexap,
aKo TOJyYHTE YEpBEH, HQJAUTHAT, JIIOIEI c€ 00pUB, TIOHSAKOTa C TIO-THbMHHU TPaHMIIN, B U3JI0KEHNUTE
Ha CITBHIIE YYaCTBIM HA KOXATa MM CTABHU OOJIKH.

CobpaeyeH MHPAPKT M UHCYJITH

WudapkT u nHCYNITH ca HaOI0aBaHU B IPOYYBAHE TIPH MAIIMEHTH C TICOPUA3HC, JIEKYBaHH C
ycTekuHyMa0. Bamusr jekap peloBHO Iiie IPOBEPSBa PUCKOBHUTE ()aKTOPH 3a ChPJACYHO 3a00JIsIBAaHE U
WHCYNT 1pH Bac, 3a f1a e curypHo, 4e Te ce JeKyBaT Mo Moaxo il HaunH. HesabaBHO moThpceTe
MEUITMHCKA ITOMOIII, aKO TIOTydnTe OOJIKa B TBPUTE, CIA00CT WIIM HEOOMYAHO yCelaHe OT eaHaTa
CTpaHa Ha TAJIOTO, OTIIYCHATOCT Ha JIMIETO WX T'OBOPHU WJIN 3PUTCIIHU CMYIICHU.

Jleua u roHOIIH

Fymskina He ce npenopsuBa 3a yrnorpeda npu Aena Ha Bb3pacT oA 6 TOIMHHU ¢ ICOPHUA3HUC, Aela ¢
6onect Ha Kpon c terno nox 40 kg nnu npu neua Ha BB3pacT o 18 roguHu ¢ ncopuaTHYeH apTPHUT,
3al10TO HE € MPOYyYBaH IIPH Ta3u Bb3pacToBa Ipyma.

JApyru JexkapcrBa, Bakcunu u Fymskina
Tps6Ba na xaxere Ha Bamus nexap unu gapmanesT:

J AKO npuemarte, HaCKOpO CTe MpUEMAITK WU € Bb3MOXKHO J1a IpUEMETe IpYTH JeKapCTBa.

J Axo Hackopo Bu e npaBena win minanupare 1a Bu ce npasu Bakcunanus. JlokaTo U3M0I3BaTe
Fymskina, Hskou BuoBe BakcuHY (’KMBH BaKCHHH) He TpsIOBa Ja ce mpuiarart.

. Ako cte momydaBainu Fymskina mo Bpeme Ha OpemMeHHOCTTa, TpsIOBa a Ka)keTe Ha JieKaps Ha

0ebeto Bu 3a neuenuero ¢ Fymskina, mpenu To 1a moiyyu KakBaTo U Jia € BAaKCUHA,
BKITFOUMTEITHO HUBH BakcuHHU, kKaTo BIJK BakcrHa (M3mo3BaHa 3a mpeanasBaHe ot
TyOepkyno3a). JKuBuTe BaKCHHU He ce IpenophuBar 3a Bamero 0ede mpe3 mbpBUTE JBaHAIECET
Mecelia ciienl pakIaHeTo, ako CcTe oirydaBanu Fymskina mo Bpeme Ha OpeMEHHOCTTa, OCBEH
ako JiekapsT Ha Bamrero 6ebe He mpenopbya Ipyro.

BpemeHHOCT U KbpMeHe

. AKko cre OpeMeHHa, cMATaTe, Y MOXKE Jla CTe OpeMeHHa WK TIaHNpaTe OpEeMEHHOCT,
nmochBeTBaliTe ce ¢ Bamms ekap npean ynorpedara Ha TOBa JIEKAPCTBO.
J He e naGmronaBan mo-BUCOK PUCK OT BpoJieHH AeeKTH npu OedeTa, H3II0KEeH! Ha yCTeKUHyMa0

B yTpobata. JlanHuTe OT ynoTpedaTta Ha yCTeKMHYMab npu OpeMeHHH KeHHU obade ca
orpanndenu. [lopaau ToBa e 3a mpeamounTane na ce n30area ymorpedara Ha Fymskina mo
BpeMe Ha OpEMEHHOCT.

. Axo cTe JeHa ¢ IeTepo/ieH MOTEHIHAI, JKeJIATENIHO € Jja He 3a0peMeHsBaTe U Ja U3I0JI3BaTe
MOJXO/AII MPOTHBO3aYaTh4eH METOI, Koraro usnomn3sare Fymskina u mone 15 ceqmunu cuen
nocieqHoTo npuarade Ha Fymskina.

J YcreknHyMad MoKe ja IpeMUHE Ipe3 IUIAleHTaTa B HepOACHOTO Oebe. AKO CTe MoydyaBaju
Fymskina mo Bpeme Ha 6pemenHocTTa cH, 6e6eTo Bu MoXxe 1a iMa Mmo-BHCOK PUCK OT
UHpEKIUS.
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. Baxxno e m1a kaxkete Ha jekapure Ha Bamero 6e6e u 1pyru MEAUITMHCKH CICITUAIMCTH, aKO CTE
nonyuaBanu Fymskina mo Bpeme Ha OpeMeHHOCTTa cH, Ipean 6e0eTo Ja MmoTy4n KakBaro U Ja €
BakcrHa. JKuBu BakcuHH, KaTo BL[JK BakcuHa (M3mon3Bana 3a mpenmna3BaHe oT TyOepKyio3a) He
ce mpernopbuBar 3a BameTo 6e6e npe3 MbpBHUTE IBaHAIECET Mecela Ciie]] paKIaHeTo, aKo CTe
nosryuaBanu Fymskina rmo Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JiekapsT Ha Bariero 6ebe He
Mperopbr4a APYyTo.

o YcTexknHyMab MOXKe Jja IpeMIHE B KbpMaTa B MHOTO MaJIku KosmdecTBa. [lockBeTBaiiTe ce ¢
Bamus nexap, ako KbpMHATE WITH aKo TUTaHUpaTe Aa KbpMmute. Bue u Bammst nexap tpsOBa ga
peumTe 1aiau TpsSOBa Ja KbpMUTE Wik Ja u3non3sate Fymskina - He npaBeTe u aBere.

Ilodupane n padora ¢ MAIIUHU
Fymskina He noBiusiBa wiid MOBIHsBA MPEHEOPESIKUMO CITIOCOOHOCTTA 3a 1o upane u padboTa ¢
MalinuHHA.

Fymskina chabpska nmosiucopoatu

Tosa nekapctBo chabpika 0,02 mg nonucopbar 80 BbB BCsKA NPEIBAPUTEIIHO HAITBIHEHA
CHPUHIIOBKA, KOUTO ca ekBuBaneHTy Ha 0,04 mg/ml. [Tonucopbarure Morar ja MPUIUHST
anepruynu peakiyn. TpsOBa na kaxere Ha Bamus nekap, ako UMaTe yCTAaHOBEHH aJICpTHH.

3. Kaxk na usnosasBarte Fymskina

Fymskina e mpenra3HadeH 3a ymoTpeba o1 pPbKOBOJICTBOTO W KOHTPOJIA HA JIEKap C OIUT B
JIEYCHUETO Ha 3a00JIsIBaHus, 32 KOUTO € moka3zaH Fymskina.

Bunaru n3nonssaiite ToBa JI€KapcTBO TOYHO KakTo Bu e kazan BamusaT nekap. AKo He CTe CUTYpPHH B
Hewo, nonutaiite Bammus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora 1me Bu ce nocrassr
HWHKCKIMUTE U KOra 1€ €a CJICABAIIUTE KOHTPOJIHU MPEriICau.

KaxkBo koanuyectBo Fymskina ce mpusara
BammsT nexap mie pemn kakBo konndectBo Fymskina TpsiOBa a momyduTe U 3a KaKbB IIEPHOJ OT
BpeMe.

B'b3paCTHH Ha 18 roauH1 UM Mmo-rojJeMu
l'[copna3nc HUJIK ICOPUHATHYCH apTPUT

. [Mpenopbunrennara HavanHa g03a ¢ 45 mg Fymskina. [TamuenTu ¢ terno Han 100 kunorpama
(kg) moxxe ma 3armouHat ¢ go03a 90 mg Bmecto 45 mg.
J Cren HayanHara J103a, cieaBaiiara Bu no3a me 0be 4 ceqMHIM MO-KbCHO U CJIe]] TOBA Ha

BcekH 12 ceamuiiu. CreasamuTe 1031 OOMKHOBEHO Ca ChIUTE, KATO HavaJlHATa J1034.

BoJiect na Kpon

o ITo Bpeme Ha neuennero Bammsr nekap e Bu npunoxu mbpBara 103a 0T IPUOIU3UTEITHO
6 mg/kg Fymskina upe3 kamkoBo BiMBaHEe BHB BeHa Ha pbkara (MHTpaBeHO3HA MHOY3MsA). Ciaen
HavajHaTa 1033, Ie noiay4yure cieasaiiara go3a 90 mg Fymskina cnen 8 ceamunm, ciieq ToBa
npe3 12 ceAMUITN Upe3 HHKEKIKS MO KoKaTa (TI0JKOXKHO).

° [Ipu HAKOM MAIMEHTH, CJIe]l IbpBaTa MmoaAKoxHa nHxkekius, 90 mg Fymskina moxe na ce
mpuiiara npes 8 cenMuIry. BammsT nexap 1ie pemy Kora TpsoBa /1a TOXyIHTe ClIeBaIaTa CH
J03a.

Jena u 10HOIIM HA 6 TOIMHM WM O-TOJIEMH

IIcopuasuc

. JlexapsT TpssOBa ma onpezeny MpaBuUiIHATa 3a Bac 103a, BRIIFOUHTETHO W KOJTUIECTBOTO (00eMa)
Fymskina, koiiTo TpsiOBa J1a ce MHXEKTHPa, 32 Jla € paBuiIHa fo3ara. [IpaBuinHaTa n03a 3a Bac
11e 3aBUCH OT Bariero TenecHo Terjo o BpeMe Ha BCAKa 103a.

o Ako TexxuTe mo-manko ot 60 kg, Hsaima nexapcrBeHa ¢opma Ha Fymskina 3a gena ¢ TenecHo
terno nox 60 kg. CrnegoBaTtenHo TpsaOBa qa ce U3MOI3BAT APYTH MPOIYKTH, ChABPKAIIH
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yCTEKHHYMao.

. Axo Texure ot 60 kg 1o 100 kg, npenoppuntennata go3a e 45 mg Fymskina.

° Axo Texure noseue ot 100 kg, mpenopruntennara no3a e 90 mg Fymskina.

. Cren HayanHara J103a, clieBaiiara Bu no3a me O0bae 4 ceqMHLM MO-KbCHO U CJe]] TOBa Ha
BCcekd 12 ceaMUIn.

Jena c Teryo naii-maiako 40 kg

BoJiect na Kpon

o ITo BpeMe Ha JieueHHeTo Bamusr Jiekap 1ie MpUIoKHd MbpBaTa 103a oT npudausuteHo 6 mg/kg
Fymskina upe3 xanmkoBo BIMBaHE BHB BeHa Ha pbkaTa Bu (mHTpaBeHO3HA nHDY3HM:). Cien
HavajHaTa 7032 I1e mojyduTe ciensaiiara 103a 90 mg Fymskina crnex 8 ceqmuriiy, a ciiex ToBa
Ha BCEKH 12 ceMuIIM Ype3 WHKEKIHS MO KOXKaTa (,,[T0JAKOXKHO).

o [Ipu HsAKOM ManMeHTH, Ciie]] ITbpBaTa MoAKOXHA Hkekius, 90 mg Fymskina moxe na ce
npuiara npe3 § ceaMuIy. Bammust Jexap 1ie pemy Kora TpsioBa /1a TOIyYHTe CIeBaIlaTa CH
J103a.

Kak ce npuiara Fymskina
o Fymskina ce npuiiara kaTo MHXeKUus No4 KoxkaTa (I0AK0XHO). B HawanoTo Ha Bamero
neuenue, Fymskina Moxke fa ce MH)KEKTHpa OT JieKap WIM MEAUIIMHCKA CECTpa.

e Bue u Bammsr niexap, obaue Moxe Jia pemure, ue Bue camu Moxke 1a Ci HH)XKEKTHUpaTe
Fymskina. B TakbB ciydaii me npemuHere oOydeHue Kak Ja cu HHxekTupare Fymskina
camocrosrtenHo. [Ipu nena Ha Bb3pacT 6 ToAWHM U MO-ToJieMu ce npenopbusa Fymskina na ce
Ipusara OT MEAUIMHCKHU CIIEIUAINCT WM HACTOMHUK CJIe/ IPAaBUIIHO 00yUYCHHE.

. 3a yka3aHus Kak aa nmkektupate Fymskina BuxTe ,,YKa3zaHus 3a MpuiIoKeHHe” B Kpas Ha Ta3d
JMCTOBKA.
I'oBopere ¢ Bamus nekap, ako uMate BBIPOCH OTHOCHO TOBA KaK CaMU J1a IIOCTaBATE HHKEKIUATA.

AKO CTe U3M0JI3BAJIM MOBeYe 0T HeoOxoauMaTa n103a Fymskina

AKO cTe u3noy3Baiiv 1M ca Bu npuioxuim noBeue ot HeoOxoauMmarta jio3a Fymskina, HezabaBHO ce
MOCHBETBANTE ¢ Jiekap wim dapmMareBT. Bunaru Hocere ¢ Bac kapToHeHaTa onakoBKa Ha
JIEKapCTBOTO, AOPH U J1a € TIpa3Ha.

AKo cTe mponycHaJm 1a u3noa3eare Fymskina
AKO cTe TIpOITyCHAJIH 11032, CBBhpKeTe ce ¢ Bamms nekap wim papmarieBt. He mputaraiite nBoiina
11034, 3a ja KOMIIEHCHpaTe MPOITyCHATaTa J103a.

AKko cte cnpesin ynorpedara Ha Fymskina

He e onacuo ma cupere ynorpebara vHa Fymskina. Axo obaue s cripete, Bammre cumnromu Moxe 1a
ce Bb30OHOBAT. AKO MMaTe HIKAKBH JOI'BJIHUTEIHU BBIIPOCHU, CBBP3aHU C YHOTpC6aTa Ha TOBa
JIEKapCTBO, MOMUTANTE

Bamms nexap nnu dapmanesT.

4, Bb3MokHM HeKeJTaHU peakIun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BHUKA HEKECIIaHU PCAaKIINU, BBIIPEKU Y€ HC
BCCKH I'l TIOJIy4YaBa.

Cepnosfm HEKEJIAaHU peaKIuu
Hsaxon MalrCeHTU MOXKE J1a UMAT CCPHUO3HU HCKCJIaHU PCAKIUH, ITPU KOUTO Ja CC Hajlara CliCluIHO
JICUCHUC.

AJIeprUYHH peaKIuu — MOsKe 1a H3MCKBAT CIelIHo JeyeHue. TpaoBa na kaxkere Ha Bamus

JIeKap WJIM He320aBHO NOThpceTe CIEeIIHA MEAUIMHCKA TOMOII, AKO0 3a0e/1eKUTe HAKOH 0T

cJIeIHUTE MPU3HALM.

. CepHo3HHTE allepTUYHN PeaKny (,,aHauiIakcus’’) ca peAKH P Xopa, MPUEeMaIy MPOIyKTH,
ChIbpKalIM ycTeKnHyMad (Moxe fa 3acernat 7o 1 Ha 1 000 gymm). [Ipu3HanuTe BKIIOYBAT:

74



(0] 3aTPYAHCHO JUIITAHC WJIN MPETIbIIaHe

o HHCKO KPBBHO HaJsiraHe, KOETO MOXKE 1a IPUYHMHHU 3aMastHOCT WJIA CBETOBBPTEXK
o IIO/IyBaHE HAa JIMILIETO, YCTHUTE, YCTaTa WIH I'bPIIOTO.
. UecTuTe MpU3HAIM HA aJlepTUYHA PEaKI[Hsl BKIIIOUBAT KOXKEH O0PUB U YpTHKapuUs (MOXe Ja

3acersar g0 1 va 100 qymmn).

B penku ciay4yau ce ch00IIABAT aJleprHYHH 0€JIOAPOOHU peaKIuu 1 0eJ10poOHO Bh3najeHune
NPU NANNEHTH, KOUTO MOJy4aBaT ycTeKuHymMao. TpsaoBa na kaxkere BeqHara Ha Bammus jgekap,
aKo MOJy4YUTe CAHMITOMH KAaTO KAILIMIA, 32yX H BUCOKA TeMIepaTypa.

AKO MoNTyyHTe Cepro3Ha ajepruiHa peakius, Bammsr nekap Moxe na pemy, 4e Bue He TpsiOBa na
ynotpebsiBate Fymskina oTHOBO.

Nudexnum — Moske 1a U3UCKBAT clielIHo JeuyeHue. TpsadBa na kaxere Begnara Ha Bammus
Jiekap, ako 3a0eje;KuTe HIAKOH OT CJleITHUTEe NPU3HAIU.

o WHQEKIMUTE Ha HOCA WU I'bPJIOTO M MPOCTYaTa ca yecTH (MOXKe Jia 3acerHart 1o 1 Ha
10 mymm)

o WHQEKIMUTE HA JOJTHUTE TUXATCIHU MbTHUINA (TPBIHI HHPEKIIMN) ca HeYeCTH (MOXe aa
3acerHar 70 1 ga 100 gymm)

. BB3MAJICHUETO Ha IMOAKOKHATA THKaH (IIENyIUT) ¢ HedecTo (MoKe Aa 3acerHe 0 1 Ha
100 mymm)

. xeprec 3octep (Bua 00JIe3HEH 00pUB ¢ MEXypH) € HedecT (Moxe aa 3acerHe 70 1 Ha 100 qymm)

Fymskina moxe ma Hamanu cniocooHocTTa Br na ce 6opute ¢ napeknmn. Haxon nHEKInn Moxe 1a
CTaHAT CEPUO3HU M MOKE JIa BKIIFOYBAT MH(EKINH, IPUINHEHN OT BUPYCH, 'bOMYKH, OaKTePUH
(BKIMIOYMTENHO TyOepKyJI03a) UK Mapa3uTH, BKIIOYATETHO HH(PEKINU, KOUTO BH3HUKBAT MIPEIUMHO
IpH XOpa ¢ 0TCiIabeHa MIMyHHA CUCTeMa (OTMIOPTIOHUCTUYHH HHeKImn). [Tpy manueHTy, moayyaBanu
YCTEKHHYyMa0, ce ChOOIaBaT OMOPTIOHUCTHIHHA HH(EKITUN Ha MO3bKa (eHIIepanT, MCHUHTHT),
Oenmute IpOOOBE U OUHTE.

Hoxato ymorpebsBare Fymskina, TpsOBa 1ma ciiemuTe 3a mpu3HaIy Ha HHpEKIus. Te BKIII0UBaT:
BHCOKa TeMIIEpaTypa, TPUITONOI00HN CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Terio

yMOpa UK 3a]lyX, yIIOpUTa KalllTHIa

TOIUTA, 3aUepBeHa M O0JIe3HEHA KOXKa HITH 00JIe3HEH KOXKEH O0PHB C MEXYpPH

napeHe Npu ypUHUpPaHe

JapHst

3pHUTETHO CMYIIICHUE HJIH 3ary0a Ha 3peHue

ri1aBo0ore, CKOBAaHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETJIMHA, TaJICHE HITH 00BPKAHOCT.

TpsbBa na kaxkete BegHara Ha Bamus iekap, ako 3a0eiie)kuTe HAKOM OT Te3U MPU3HALU Ha WH(EKIIHS.
Te morat 1a 0bAaT MPU3HANN HA HHPEKIINH KaTO TPhIHN HHPEKIINH, KOXKXHU HHPEKIIHA, XepIrec
30CTep WK OMOPTIOHUCTUYHN MH(EKIMK, KOUTO MOTaT Ja JOBEAAT 10 CEPHO3HU YCIOKHEHMSL.
TpsiOBa na kaxxeTe Ha Bamums jekap, ako UMaTe HAKaKBa YIIOPUTA WU IMOBTapsIIa ce UHPESKIHUS.
BamusT nexkap Moxke fa peinu, ue He TpsiOBa aa ynorpedssate Fymskina, mokato nuadexmusaTa e
Ob/e u3nekyBaHa. Tps0OBa qa KakeTe Ha Barus ekap 1 ako MMaTe OTBOPEHH pPaHH WM HapaHsIBaHHS,
ThH KaTo MOXe J1a ce MHPEKTUPAT.

JlioneHe Ha KO:KaTa — UHTEH3MBHOTO 3a4epBsiBaHe U JIOIIeHE HA KOKATA HA MO-ToJIsIMa MJI01]
MO TSLIOTO MO%Ke J1a ca CHMIITOMM HA ePUTPOJePMUYEH NMCOPHA3UC WU eKC(]OoJINATUBEH
JIepPMATHT, KOUTO €A CEPUO3HU KOKHU 3a001sIBaHUA. AKO 3a0e/ie:KiuTe HAKOH OT Te3u MPU3HALM,
Tpsi0Ba Ja KaxeTe BeAHara Ha Bammus jgexap.

I[pyl"lf[ HEKEJIAaHU pCaKIUuU

YecTH HeKeaHU peakiuu (Moke ia 3acersar ao 1 Ha 10 qymm):
) TAaApUI
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rajieHe

MOBPBIIaHE

yMopa

3aMastHOCT

riaaBo0oIne

chpOex (MpypuUTycC)

0o01Ka B rbpOa, MyCKyJIUTE UM CTaBUTE
BB3NAIECHO I'bPIIO

3a4yepBsiBaHe U 0OJKa HA MSACTOTO HA WH)KEKTUPaHE
WH(EKINs Ha CHHYCHTE

HeuecTn He:kenanu peakmuu (Moxe aa 3acersat a0 1aa 100 qymm):

WH(EKITNN Ha 3p01Te

BarnHajHa MHPEKINS, TPUIUHEHA OT I'bOMYKH

JieTpecust

3aIyIieH HOC HITH Xpema

KbPBEHE, TOCHHSBAHE, BTBLP/ISIBAHE, TOyBaHE M ChPOEK HA MICTOTO HA HHKEKTUPAHE
yceriane 3a cadocT

criaJilaHe Ha Kiieradya U H3KpUBSBaHEe Ha MyCKYJIMTE Ha e{HAaTa ITOJIOBUHA Ha JINIETO (,,JIUICBa
napanusa’ Wil ,,iapannsa Ha benr’), KosTo 00MKHOBEHO € BpeMeHHa

MPOMsIHA Ha MICOPHA3KUCa ChC 3aUePBABAHE M HOBU MAJIKH, JXBJITH HIIM O MEXYPH I10 KOXKaTa,
MOHSIKOTA MPUAPYKEHH ¢ TeMmriepaTypa (IyCcTyJI03¢H IICOPUa3uC)

OeneHe Ha KoxkaTa (ekconmalus Ha Koxkara)

aKHe

Penky HexkeaHU JJeKapcTBeHH peaknuu (Moxe na 3acerHat o 1 va 1 000 xymn)

3auepBsBaHe U JIOIIEHE Ha KO)KaTa Ha [0-ToJIsiMa IIJIOI] 110 TSUI0TO, KOUTO MOJKE J1a ChbpOST WK
na ca 6one3neHu (ekconmaTiuBeH aepMatuT). [1oj00HN CUMITTOMH TTOHSIKOTA CE Pa3BUBAT KaTo
€CTeCTBEHa MPOMsIHA Ha BUJIa HA CHMIITOMHTE Ha IICOPUA3UC (EPUTPOJIEPMHUYEH IICOPHUA3HC)
Br3manenne Ha MaTKUTe KPHBOHOCHU CHJIOBE, KOETO MOXKE 12 IOBE/IE A0 KOKEH OOPUB C MallKH
YepBEHU WU JIWJIABH MOy THHHU, TEMIIEpaTypa WK O0JIKa B CTaBUTE (BaCKYJIHT).

MHoro peakn He:KeJIaHU JeKapcTBeHH peaknnu (Moxe na 3acerHat 1o 1 va 10 000 mgyrmm)

OO0pazyBaHe Ha MEXypH IO KOXkaTa, KOSITO MOXe Jja Ob/ie 3a4epBeHa, chpOsia u O0Ie3HeHa
(bymno3en memduron)

KOXKEH JYITyC epUTeMaToiec U JyMyc-mo100eH CHHAPOM (YepBeH, HAUTHAT, JIFOMICI ce OOpHB
B M3JIOKCHUTE Ha CIIBHIIC YUACTHIIM Ha KOXKaTa, KOUTO MOXKe Jla € IPUAPYKEH OT OOJIKU B
CTaBUTE).

Chol01iaBaHe Ha HesKeJIAHHU PeaKIuu

AKO MONy4YHTe HIKAKBH HEXKEIaHU JIEKApCTBEHU peakiyy, yBeaomere Bamms nexap niu papMaresT.
ToBa BKJIIOYBA ¥ BCHYKH BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HEXEJTaHU peakiuu. MoxeTe ChIIo
71a ChOOIINTE HEXXEJIAHN PEaKIUK AUPEKTHO Ype3 HaI[MOHAIHATa CHCTEMa 32 ChOOIIaBaHe, IOCOYCHA B
Ipunoxenue V. Karo cro0mmaBare HeXXelaHU pPeaKkIny, MOXKETe Ja a/ieTe CBOsI IPUHOC 32
MoJly4aBaHe Ha ToBede HH(opMaIys OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKapPCTBO.

Kak na cexpansBate Fymskina

Jla ce chxpaHsBa Ha MSICTO, HETOCTBITHO 32 JIela.

Ja ce cpxpanssa B xnagmiHuk (2 °C — 8 °C). Jla He ce 3ampazsBa.

CoxpaHsBaiiTe NpeBAPUTEIHO HATBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a Ce
Ipe/arasy OT CBETJIHHA.

AKO ¢ He00X0IUMO, OTICIHUTE MTPEIBAPUTEIHO HAITBIHCHU CIPUHIIOBKY Fymskina Moxe chIiio
Jla ce ChXpaHsBatT npu cTaitHa temnepatypa 10 30 °C eqHOKpaTHO 32 MaKCUMAJICH TIEPUO/T 10
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30 nHM B OpUTHHAIHATA KAPTOHEHA OMAKOBKA, 3a JIa Ce MPEANA3sT OT CBETJIMHA. 3aruIleTe
JaTara, Ha KOSITO MPEBAPUTEITHO HAIThIHEHATA CIIPUHIIOBKA € M3BaJICHAa 3a IbPBU BT OT
XJIaJUWIIHUKA U aTaTa Ha U3XBBPJIAHEC HA 0003HaYeHNTE HA BHHIITHATA KapTOHC€HA OIlaKOBKa
MecTa. JlaraTa Ha U3XBBPIISHE HE TPSAOBA JIa € CJIel OPUTHHAIHUS CPOK HA FOJTHOCT, OTIIEYaTaH
BBPXY KapTOHEHaTa omakoBka. Clie/1 KaTo BeIHBK CIPUHIIOBKATA € Omiia ChXpaHsABaHa MPU
craitna Temneparypa (o 30 °C), T He TpsOBa 1a ce BpbhINa B XJIaTuiIHuKa. M3xBopiiere
CIIPUHIIOBKATA, aKO HE CE M3IOI3Ba CJe/l ChXpaHeHUE MIPH CTaliHa TeMIIepaTypa B paMKUTE Ha
30 mHM WM ciie] M3THYAHE Ha OPUTUHAHUS CPOK HA TOJHOCT, B 3aBUCUMOCT OT TOBa, KOE OT
JIBETE HACTHIIH MO-PAHO.

. He paskiamaiiTe mpeaBapuTelIHO HATBITHEHNUTE CIIPUHIIOBKH Fymskina. [IpoabmkurenHoTo
EHEePriUYHO pa3KialaHe MOXe Ja IIOBPEIN JIEKAPCTBOTO.

He u3znon3Baiite ToBa JeKapcTBO:

. clJie]] CpoKa Ha TOJHOCT, OTOeNsI3aH BbPXY €TUKeTa M KapTOHEeHaTa onakoBka ciej ,,EXP/
,1 0JleH J10:“. CpOKBT Ha TOJJHOCT OTTOBaps Ha MOCIEIHUA JIEH OT TIOCOUECHHS MECEL;

. aKO TEYHOCTTA € C MPOMEHEH BT, MbTHA WIJIM B HEsI c€ 3a0€T3BaT IUTyBaIH Ty>KIA JYaCTHITH
(BmwkTe Touka 6 ,,Kak nsrnexxga Fymskina u kakBo chabpiKa omakoBKaTa™);

. aKO0 3HACTE WM CMSTATe, Y¢ MOXKE J1a ¢ Onia U3JIokKeHa Ha eKCTPEMHU TeMIlepaTypu (KaTo
WHITMICHTHO 3aMPb3BaHe WM 3arpsiBaHe);

. aKO MPOIYKTHT € OWJI EHEPTUYHO pa3KIIaTeH.

Fymskina e camo 3a exHokpatHa ynotpeba. Hen3non3BaHuAT MpOIyKT, OCTaHAI B CIIPHHIIOBKATA,
TpaOBa Ja ce u3XBbpiIH. He U3XBBpIsiiTe IekapcTBaTa B KaHAIM3aNKATa WM B KOHTEHHEpa 3a
nomaiuHu otnaabiy. Ilonuraiite Bamus dapmaneBT Kak 1a U3XBBPIIATE JIEKapCTBaTa, KOUTO Beue HE
n3nomn3Bate. Te3u MepKu Iie ClIOMOrHAT 3a Olla3BaHe Ha OKOJIHATA Cpelia.

6. CbabpxaHe HA ONMIAKOBKATA M IONbJIHUTEIHA HHPopMaIus

Kakso cpabp:xa Fymskina

o AKTHBHO BEIIIECTBO: YCTeKMHYMab. Besika mpeBapuTeIHO HAITbIHEHA CIIPUHIIOBKA ChABPKa
45 mg ycrekuaymab B 0,5 ml.
. Hpyru cberaBku: L-xuctuaun, monrcopoar 80 (E433), 3axapo3a v Boja 3a HHXKEKIIUN U

XJIOPOBOIOPO/IHA KHCeUHA (3a Kopekiust Ha pH).

Kak m3ruexna Fymskina u kakBo cbIbpika 0lIaKOBKaTa

Fymskina e 6uctsp 10 1€Kko omanecueHTeH, 6e31BeTeH 10 0Ieq0KbATO-Ka()IB HHKEKIINOHEH
pa3tBop. JlocTaBs ce B KapTOHEHA ONAaKOBKa, ChbprKallla €1Ha CThKJIEHA IPEIBAPUTEIHO HAIbIIHEHA
crpuHLOBKa oT 1 ml ¢ enxnHMYHA f03a. Besika npeaBapuTenHo HabJIHEHa CIIPUHIIOBKA ChIBPKa

45 mg ycrexknaymad B 0,5 ml HHXEKITMOHEH pa3TBOD.

IIpuTexkaTes HA pa3pelIeHHETO 3a yNOTpeda M MPOM3BOIUTE
Formycon AG

FraunhoferstralRe 15

82152 Martinsried/Planegg

I'epmanus

3a JOITBJIHUTCIIHA I/IH(bOpMaIII/ISI OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPIKETE CE C JIOKATTHUS
OPCACTABUTCII HA IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yHOTp€6aZ

BE/BG/CZ/DK/EE/IE/IS/EL/ES/FR/HR/IT/CY/LV/LT/LU/HU/MT/NL/
NO/AT/PL/PT/RO/SI/SK/FI/SE

Formycon AG

Tel/Tél/Ten./TIf/TnA/Simi/Puh: + 49 89 864 667 100

I'epmanus
ratiopharm GmbH
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Tel: +49 731 402 02
JlaTa Ha nocJieiHO Npepa3rJie:kaaHe Ha JUCTOBKaTa

IMoapoOHa nHbopMaIs 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporneiickara areHIus
TI0 JIekapceTBata https://www.ema.europa.eu/.
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YkazaHud 3a IpUIIOKEHUE

B nHavanorto Ha je4eHNEeTO MEAUIIMHCKY crienuanuct e Bu nocraBu Bamara nbpBa unxekusa. Bue
u Bammsr nekap obaue moxke a pemrure, ue Bue camu Mmoke n1a cu umkekrtupare Fymskina. B Takes
CIIy4ail e mpeMuHeTe 00y4eHune kKak aa nmxekrupate Fymskina. ['oBopere ¢ Bammms nekap, ako
UMaTe BBIIPOCH OTHOCHO MOCTaBsIHETO Ha MHXeKIusATa. [Ipu fgena Ha Bb3pacT 6 TOAUHU U TTO-TOJIEMU
ce npenopbuBa Fymskina fa ce mpuiara oT MEIUIIMHCKY CTICTIMATTUCT MJIM HACTOWHUK CJIE]T IPABIITHO
oOy4eHue.

He cmecBaiite Fymskina ¢ qpyru HHXEKIIMOHHU Pa3TBOPH.

He paskmamniaiite npeBapuTeIHO HATBIHEHUTE crpuHIIOBKU Fymskina. [Ipuunnata 3a ToBa e,
4ye CHITHOTO PasKIalllaHe MOKe Jla HaBpey Ha JiekapcTBoTo. He ynorpebsiBaiiTe ekapcTBOTO,
aKo € OWITI0 CHITHO Pa3KJIaTeHO.

Ha (I)I/Irypa 1 ¢ moka3aHo Kak H3IJICKAa MPEABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA.

AKTHBHpAI cKOOH

byrano Ha npexnasurens Ha HMumuaaep  KowTpomso Kamauka
uriara mpo3opue Ha Wriara
— % l
% ol p n— B
| — %
Kpai/'I Ha KpI/lJ'II_la Ha ETtuker Urna
GyTanoTo NpeAa3uTes Ha

urijara

Ourypa 1

IIpoBepere Gposi HAa MPeIBAPUTETHO HATBJIHEHUTE CIPUHIIOBKY M MOATOTBETE
MaTepHaInTe:

IloaroroBka 3a U3II0JI3BaHE Ha IpEaABApUTCIIHO HAITbJIHEHATA CIIPUHIIOBKA

W3Bazere npeaBapuTeIIHO HAITBIHEHATA CIIPHHIIOBKA/CIIPUHIIOBKH OT XiIaamiHuka. OcraBeTe s
Ja mpeCTOU OKOJIO MMOJIOBUH YaC U3BBH KYTUATA. Tosa 1€ IMO3BOJIM HAa TCYHOCTTA Ja JOCTUTHE
NOAXO0IsIIIa TeMIlepaTypa 3a MHXKEeKTupaHe (cTaiiHa Temneparypa). He cBansiite kanaukaTta Ha
UIJaTa, JOKaTo TEYHOCTTA HE JOCTHTHE CTaliHa TeMIleparypa.

XBaHeTe WIMHAbPA Ha CIPUHIIOBKATA TaKa, 4Ye MOKPUTATA C Karavka uria ja COYM Harope.
He xBarmaiite xpas Ha OyTanoTo, OyTanoTo, Kpuiara Ha MpeAna3uTeNs Ha UIJlaTa Hin
KaraykaTa Ha Wriiata.

He u3gppnBaiite OyTanoro.

He cpansiiTe kama4ykara Ha Urjara OT CIPUHIIOBKATA, JOKATO HE MPOYETETe B YKA3aHHUATA 32
TOBA.

He noxocaiite akTHBHpaniuTe CKOOH Ha Mpea3uTelis Ha uriara (yKa3aHHu cbC 3Be3uuka * Ha
¢urypa 1), 3a 1a u30erHeTe MPEkKICBPEMEHHOTO OKPHUBAHE HA UIJIATa C IPEIIa3HTeNs.

He n3nosn3BaiiTe npeBapuTeIHO HAITBIHEHATA CIIPHHIIOBKA, aKO € OMIa M3ITycHAaTa BEPXY
TBbP/1a IOBBPXHOCT.

HpOBGpeTC MNpEABAPUTCIHO HAIIbJIHCHATA CHpI/IHI_IOBKa/CHpI/IHLIOBKI/I, 3a J1a C€ YBCPUTC, YUC

OpOoSAT Ha IPEABAPUTEIHO HAMIBIIHEHUTE CIIPUHIIOBKU M KOJMYECTBOTO Ha aKTUBHOTO BEIIECTBO

B JI030Ba CIMHHUIIA CA BEPHHU

O ako Bamara no3a e 45 mg, 1me noiayuyure eaHa 45 mg npeaBapuTeNIHO HalbJIHEHA
cnpunauoBka Fymskina;

O ako Bamara no3za e 90 mg, e nonyuure a8e 45 mg npeaBapUTEIHO HATBIHEHU
crpuHIoBKH Fymskina u me TpsOBa na cu moctaBute 1Be WHXEKIHA. M30epeTe nBe
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Pa3IM4HU MecTa Ha MHXEKTUpaHe (HampuMep eAHaTa WHXKEKIUS B JSICHOTO Oenpo, a
IpyraTa — B JIIBOTO) U TM HallpaBeTe eHa ciel Ipyra;
TOBA € MIPABUIHOTO JICKAPCTBO;
CPOKBT Ha TOAHOCT HE € U3TEKBII;
NpEABAPUTEIHO HAITbJIHEHATa CIPHHLIOBKA HE € OBPENICHA;
PasTBOPHT B CHPUHLIOBKATA € OUCTBP A0 JICKO ONANECLEHTEeH, O€3LBETEH A0 OIeq0KbBITO-
Ka(ss;
Pa3TBOPBT B CIIPUHIIOBKATA HE € C MPOMEHEH LIBST WM MBTEH U HE ChABP)KA Uy KU YaCTHUIIH;
pa3TBOPBT B CIPUHIIOBKATA HE € 3aMpb3HAI.

CL6epeTe BCHUYKHU MaT€pUaIn, OT KOUTO C€ HYKAACTC, U T MOCTABCTC BbPXY YHUCTA IIOBHPXHOCT. Te
BKJIFOYBAT aHTUCCIITUYHU KbPIIUYIKH, [TAMYYHU TaAMIIOHU WA MapJisd N KOHTCﬁHep 3a OCTpH NMPEAMCTH.

2.

HN30epere n noAroTBeTe MACTOTO HA HHAKEKTHPaHe:

N36epere MACTO Ha MHMKEKTHpaHe (BXK. (urypa 2)

Fymskina ce mpurara upe3 HHKEKIHsI 10T KoXkata (TI0IKOKHO).

[oaxomsamm MecTa Ha MH)KEKTHPAHE ca TOpHaTa 9acT Ha OepoTo MM 001acTTa OKOJIO Kopema
Ha pa3CTOSIHUE Hal-MaJIKo 5 CM OT IIbIa.

AKO e Bb3MOXHO, HE U3II0JI3BaiTe 00JacTH OT KOXKaTa C MpU3HAIM Ha TICOpPHUA3HC.

AKko HsKo¥ By momara npu nmocTaBsiHETO Ha MHKEKIIMSITA, TON/TS MOXe Jla u30epe U ropHara
9acT Ha pbKaTa KaTo MICTO Ha MHXCKTUPAHE.

\ DN
\ ﬂ 5

Ourypa 2: 30HUTE B CUBO Ca MPENOPBHUNTEIIHUTE MECTA HA MH)KEKTHpaHe.

HOILFOTBGTG MSACTOTO HAa MHKCKTHUPAHE

e o o 00

W3muiite pBUCTE CU MHOTO 2[06pe CbhC CAallyH U TOILIa BOAA.
Ilouncrere Koxkara Ha MSICTOTO Ha HWHKCKTHPAHE C aHTUCCIITUYHA KbPIIUYKA.
He IIOKOCBaﬁTe IoBeue Ta3u 001IacT J0 IMMOCTAaBAHCTO Ha MHXKCKIUATA.

CaaJsieTe KanavkaTa Ha Urjarta (B:xk. ¢purypa 3):

KanaukaTa Ha uriata He TpsiOBa a ce CBaJIsl, JOKATO HE CTE TOTOBHU /12 MHKEKTHpATe 103ata.
B3semere nmpeaBapuTeIHO HAIbJIHEHATA CHPUHIIOBKA M XBaHETE IMIIMHIBPA 1 C eJHa PBKa.
W3nbpnaiiTe kanaykaTta Ha UrJiaTa, 6e3 Aa s oreBaTe, U g1 U3XBbpiere. JJokaro nmpaBuTe TOBa, HE
JTOKOCBakTe OyTanoTo.

S 2 )
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Odurypa 3

Moxe Ja 3a0eeKuTe BB3AYLIIHO MEXYpUC B IPCABAPUTCIHO HAITbJIHCHATA CIIPUHIIOBKA W
KaIlika TCYHOCT Ha BbpXa Ha urjara. ToBae HOPMAJIHO U HC € HeO6XOIII/IMO Ja C€ OTCTpaHsABaT.

He noxocBaiiTe urnata u He s Jonypaite B APyry MOBbPXHOCTH.

He n3non3Baiite npeaBapuTeHO Ha'bJIHEHATA CIIPUHIIOBKA, aKO 51 U3TbPBETE C OTBOPEHA UTJIa.
AKO TOBa ce CIIy4H, ce CBbpikeTe ¢ Bammst nexkap niam hapmMariesT.

Wmxektupaiite 103aTa BeAHara, oM CBAJIUTE KalaykaTa Ha UIJara.

HNu:kexkTHpaiite no3ara:

XBaHeTe MpeIBapUTEeIHO HAITbJIHEHATA CIIPUHIIOBKA MEKAY CPEeIHUs IPBCT U IOKa3ajiena Ha
e/lHaTa pbKa M [I0CTaBeTe Majlela Cu BbpXy Kpas Ha OyTaJoTo, a ¢ pyrara pbKa JIEKO 3aXBaHEeTe
MOYMCTEHATa KOXa MEXly najena u noxasaiena. He cruckaiire cuiHo.

He u3gppnBaiite OyTanoro.

C enHo OBP30 IBMKCHUE BHBEJCTE UIJIaTa B KOXKATa, JOKBICTO MOXKE (BXK. urypa 4).

Qurypa 4

WmxexTHpaiiTe IAI0TO KOJIMYECTBO OT JEKAPCTBOTO, KATO HATHCKATe OyTaloTo, JOKATO KPasT
My JOCTHUTHE MEXIy KpHIIaTa Ha MpeasuTelis Ha uriara (Bx. purypa b).

Kpunia Ha

IpeAnasuTeiid
Ha urjara

®durypa 5

Korato O6yTanoTo cTurae a0 kpas, He OTIyCKaliTe HATHCKa BbPXY HEro, U3BajieTe UriiaTa u
nycHeTe Koxara (Bxk. purypa 6).
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Odurypa 6

bapno OTCTPAHCTC MMaJiclia Ch OT Kpas Ha 6yTaJ'IOTO, 34 Jia TO3BOJIMTC Ha Ipa3HaTa CIIPUHIIOBKA
Ja C€ MPUABUXKU HArope, JOKaTO msjiaTa urjia c€ MOKpUE C MpEANasUuTEIA, KAKTO € IIOKa3aHO Ha

¢urypa 7:

Odurypa 7

Cien MHKeKTHPaHe:

[IputucHeTe aHTHCENTUYHA KbPIUUKA BBPXY MACTOTO HA HH)KEKTHPAHE B IPOJBIDKEHHE Ha
HSKOJIKO CEeKYHJIH, CIe/l KaTO MOCTaBUTE MHKEKIIMATA.

BBb3MOXKHO € Ha MSACTOTO Ha MH)KEKTHpaHe Ja HMa MaJIko KOJIMYEeCTBO KPBB WM TeyHocT. ToBa
€ HOpMaJTHO.

Moxe 1a TpUTHCHETE MSICTOTO Ha MHKEKTHPAHE C aMy4eH TaMIIOH MM MapJis U J1a
3aabpxkure 10 cekyHau.

He pa3rppkBaiite KoaTa Ha MSICTOTO Ha MHXKEKTHPaHe. AKO € HEOOXOIMMO, MOKE J1a CIIOKUTE
MaJKa JIETIeHKa BbPXY MSICTOTO Ha WHKEKTHpaHe.

HN3xBbpasiHe:

W3non3BaHuTe CIPUHLIOBKY TPAOBa J1a ce MIOCTABAT B HENPOOUBAaeM KOHTEHHEp, KaTo
KOHTEHHEepa 3a ocTpH npeaMeTu (BxK. ¢purypa 8). 3a Bamrara 6e30nacHOCT 1 31paBe U 3a
0e3omacHOCTTa Ha IPYTUTe, HUKOTra HEe U3I0JI3BaiiTe MOBTOPHO CIIpUHIOBKUTE. V3XBBpIIsiiTE
Bamms xoHTeiiHEp 32 OCTpU NPEAMETH B CbOTBETCTBHUE C MECTHUTE PA3NOPEa0H.
AHTHCENTUYHNTE KbPIUYKH U IPYT'H KOHCYMAaTHBH MOXE Ja C€ U3XBBPJIAT B 00N OOKIYK.
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JIncroBka: uHGopManus 3a NOTPeONTEJIs

Fymskina 90 mg un:keKIHOHEeH Pa3TBOP B MPEIBAPUTEHO HANLJIHEHA CIIPUHIIOBKA
ycTekuayMa0 (ustekinumab)

vTo31/I JIeKapCTBEH MPOAYKT MOAJIEKH Ha JOTBIHUTEITHO HabmoeHre. ToBa 11e mo3Boiu 0bp30To
yCTaHOBSIBAaHE HAa HOBa WH(OPMALUS OTHOCHO Oe3omacHocTTa. Moxere J1a 1aieTe CBOs IPUHOC KaTo
ChOOIINUTE BCAKA HEXKEJIaHA PEAKLUs, KOATO CTE IOIy4MIN. 3a HaUMHA HA ChOOIIAaBaHE HA HEXXEIaHU
peaKnuu BIKTE Kpast Ha Touka 4.

HqueTeTe BHUMATEJ/JIHO IsAjJaTa JIMCTOBKA, IIPEAX A 3all0YHETE 1a U3IM0JA3BaTe TOBa
JIEKapCTBO, Thil KaTO TH CbABbPiKa BaKHa 3a Bac l/lH(l)OpMallI/Iﬂ.

Ta3u JIUCTOBKA € HANIMCAHA 32 MalMeHTAa, KOWTO MpreMa JIeKapcTBOTO. AKO CTe POANTES HIH
HACTOIHMK, KoiiTo me npuiara Fymskina na nere, MoJist npouyereTe BHUMATEJIHO TA3H
uHpopmanus.

- 3amasere Ta3u JIMCTOBKA. MOJKe /1a Ce HaJI0XH Ja sl MPOYETETE OTHORO.

- AKO UMate HIKaKBH JIOMBIHUTEIHA BBIPOCH, onuTaiiTe Bamus ekap uinu gapmarieBT.

- ToBa nexapcTBO e mpeanucaHo Ju4Ho Ha Bac. He ro nmpeoTcrhnBaiite Ha apyru xopa. To Mmoxe
Jla MM HaBPeId, HE3aBUCHMO Y€ IPU3HAIUTE Ha TAXHOTO 3a00JIIBaHe ca ChIIMTE KaTo BamuTe.

- AKO TOJIyuuTe HAKAKBH HEXKEJIaHU peakiiny, yBeaomeTe Bamus nexkap wiu Gapmanest. Toa
BKJIFOYBA M BCUYKU BH3MOXKHU HEXKEJIAHU PEaKIIMU, HEOTIMCAHU B Ta3H JUCTOBKA. BrxkTe
TOuKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kakso mpencrasnssa Fymskina u 3a kakBo ce u3non3sa
KaxBo TpsiOBa nma 3Haere, mpenu Aa m3noisBaTe Fymskina
Kak na usnonseare Fymskina

BBb3MoxHE HEXeaHU peaKuu

Kak nma cexpansBate Fymskina

ChappikaHue Ha OMIAKOBKAaTa U JONBJIHUTEIHA HH(OPMAITUS

o~ E

1. Kaxkso npeacraBasasa Fymskina u 3a kakBo ce u3noJizpa

Kakso npencraBiasasa Fymskina

Fymskina cbabppxa akTHBHOTO BEILIECTBO ,,yCTEKUHYMa0”’, KOETO € MOHOKJIOHAJIIHO aHTUTSLIO.
MOHOKJIOHATHATE aHTHUTENA ca MPOTENHH, KOUTO PAa3MO3HABAT M CBBP3BAT OINPENEICHN CIeIM(PHIHI
MIPOTENHH B OPTaHH3MA.

Fymskina npunaamnexxu kpM rpymna JekapcTBa, Hape4eHu ,,iMyHocymnpecopyn’”. Te3n nexapcTa
HeﬁCTBaT, KaTO HaMaJIsIBaT aKTUBHOCTTA HA 4aCT OT UMYHHaTa CUCTEMA.

3a kakBo ce u3noJ3Ba Fymskina
Fymskina ce u3nomn3Ba 3a JieueHHe Ha CIIEAHUTE Bb3MAIUTEIHH 3a00IIBaHUS:

° [TnakoB mcopuasuc - Ipu Bb3PACTHU U JeIa Ha B3PacT OT 6 TOAUHH H MO-TOJIEMHU
. IlcopuartnueH apTpuT — IIPU Bb3PACTHU
. VYmepena 10 Texka 6osect Ha KpoH - pu BB3pacTHH U JIEla ¢ Teriio Haii-mainko 40 kg

IInakoB ncopuasuc
I [71aKoB TIcOprasuc” € KOXKHO 3a00sIBaHe, KOSTO BOAM IO BH3MAJICHIE, 3aCsTaI0 KOJKaTa U HOKTHUTE.
Fymskina HamansiBa Bb3MaJ€HUETO U APYTHTE MPU3HALY Ha 3a00JI1BAaHETO.

Fymskina ce u3mon3Ba rmpu Bb3pacTHH ¢ YMEPEH [0 TEXBK IUIAKOB IICOPHA3UC, KOUTO HE MOrar Ja
U3II0JI3BAT [IUKJIOCIIOPUH, METOTPEKCAT WK (DOTOTEPAITns, HJIM KOTaTO Te3H JICUCHHUS HE JICHCTBRAT.
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Fymskina CC M3IIOJI3Ba IpHU ACLAa U FOHOIIX Ha Bb3pacT 6 TOAVWHU U TO-TOJIEMU C YMEPECH A0 TCIKBK
TJIaKOB IICOPHUA3UC, KOUTO UMAT HCIIOHOCUMOCT KbM (bOTOTCpaHI/IH WK ApyTU CUCTCMHU TCpalliu, UIIN
KOraTro TE€3H1 JICUCHHU HC I[eﬁCTBaT.

[IcopuaTnyen apTpur

IIcopuatnueH apTpuT € Bh3MAIUTEIHO 3200 sIBaHE Ha CTaBUTE, OOMKHOBEHO CHIIBTCTBAHO OT
ncopuasuc. AKo UMaTe akTUBEH IICOpUATHYEH apTPUT, TbPBO Iie Bu jexyBar ¢ apyru gekapcTa. AKo
HE ce MOBJIUsAETE JOCTaThUHO A00pe OT Te3| JIeKapcTBa, Moxke Na Bu ce nmpennume Fymskina, 3a na
ce:

o HAMaJISIT IPU3HAIIMTE U CUMIITOMUTE Ha 3a00J1siBaHeTo By;
. nmoxo0pu pusuveckoro Bu cheTosHIE;
o 3a0aBu yBpeXJaHeTO Ha Barmre craBu.

Bouect na Kpon

Bonectra Ha KpoH e Bb3manuTenHo 3a00ssiBaHe Ha uepBara. Ako umate 6osiect Ha KpoH mbpBo 1iie
Bu ce magar apyru jgekapcTBa. AKO HE ¢€ HOBJIHUSICTE JOCTAThYHO MM UMATE HEITOHOCUMOCT KbM TE3U
nekapceTBa, Moxe Jia Bu ce nane Fymskina 3a HamansiBaHe Ha MPU3HAIIMTE U CUMIITTOMUTE Ha
3a0osBaneTo Bu.

2. KakBo TpsiOBa na 3Haete, npeau aa usnoJsBare Fymskina

He u3noa3saiite Fymskina

o AKO CcTe aJIeprU4Hi KbM YCTeKHHYMAO0 MM HIKOSI OT OCTaHAJIHMTE ChCTABKH Ha TOBA
JeKkapcTBO (M30pOCHHU B TOYKA 6).
. AKo nMaTe aKkTHBHA HHEKIHS, KOATO Bammsr nekap HaMupa 3a 3HauMMa.

AKO He CTe CUTYPHH JTaJIi HSIKOE OT M30pOCHUTE TO-Tope ce oTHACA 3a Bac, mochrBeTBaiiTe ce ¢ Bammst
nekap win ¢apMaleBT, npeau 1a unonspare Fymskina.

IIpenynpeskaeHust U NpeanasHu MePKH

I'oBopere ¢ Bamus nexap wiu gapmanesT npean Aa nznonsBare Fymskina. Bammst nexap mie
MIPOBEPH CHCTOSTHUETO By npenu Besko nedeHue. TpsaodBa na xaxxere Ha Bammst iekap 3a Besika Bama
Oonect mpeau Besko JgeueHne. ChIIo Taka TpsOBa Aa KakeTe Ha Bamms nekap, ako HaCKOpo cte Omn
B KOHTAKT C YOBEK, KOHTO MOKe /1a MMa TyOepKyio3a. Bammsat nexap muie Bu nperiena u e HarpaBu
u3cle/iBaHe 3a TyOepKyno3a, npeau aa usnonssare Fymskina. Axo Bammust nekap cMsra, ue cte
W3JI0KEHHU Ha PUCK OT TyOepKyno3a, Moxe Ja Bu npeanuine nexkapcTsa 3a JIEYEHUETO M.

Crenere 3a cepHO3HH HeXKeJIAHU PeaKIUU

Fymskina Mosxe 1a mpeu3BUKa CEpHO3HH HEXENaHU PEaKLUH, BKIIOYUTEIHO aJIEPTHYHH PEaKLUHU 1
nHbpexmu. TpsOBa na ciaenure 3a ONpeAeICHU NPU3HALN Ha 3a00JIABaHMs, JOKATO IpHEeMaTe
Fymskina. Bmwxre ,,Ceprno3nu HexenaHu peakiiui’ B TOUKa 4 3a MBJIHMS CIIMCHK HA Te3W HEXEJIaHU
peaxuuu.

IIpenn na m3nonzsare Fymskina, TpsioBa 1a xa:kete Ha Bamus Jexap:

. AKO HAKOra cTe HMAJIM aJIepruyHa peaknus KbM YCTeKHHYMa0. AKO HE CT€ CUTYPHH,
nonuraite Bamus nekap.

. AKO HAKOra cTe HMaJIM HAKaAKbB BH/ PaK — TOBA €, 3a1l[0TO UMYHOCYTIPECOPUTE KaTo
Fymskina oTcnaOBaT yact oT ©MyHHaTa ciucTeMa. ToBa MOKe J1a IIOBHUILH PHCKA OT Pak.

. AKO cTe JJeKyBaHHM 32 IICOPHA3HC ¢ IPYTH OMOJOTHYHH JIEKAPCTBA (JIeKapcTBo,

NPOU3BEAEHO OT OMOJIOTHYeH U3TOYHUK U 0OMKHOBEHO NMPUJIATAHO Ype3 HHKEKIHS) -
PHUCKBT OT paKk MOXKE JIa € TI0-BHCOK.

. AKO MMAaTe WJIH HACKOPO CTe MMAJIH UH(peKIus.

. AKO MMaTe HOBHM WJIH MPOMEHSIIIH Ce JIe3UH B YUACTBIIUTE C TICOPUA3HC UITH TI0
He3acerHaTaTa Koxa.
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e AKO HfIKOTA CTe MMAJIN aJlepruvyHAa peaknus KbM nH:kekuuss Fymskina — Bmkre
,»Clenere 3a CeprHO3HU HEXKETIaHU peakiuy’ B TOUYKa 4 3a MPU3HALIUTE HA aJepruyHa peaKiusl.

. AKO moJiyyaBaTe ApYyro JeyeHHe 32 NCOPUA3UC U/MIU NCOPUATHYEH APTPUT — KaTo JAPYTH
MMYHOCYTIpecOpH WiH (oToTepanus (KoraTo TIO0TO ce JIeKyBa ¢ Tl yarpasuosneroBa (UV)
. cBeTNHA). Te3u JeUeHus ChIIo MOXKE J1a OTCIa0sAT yacT 0T UIMyHHaTa cucteMa. V3non3BaHeTo

Ha Te3u JeueHus 3aeaHo ¢ Fymskina He e u3cnenBano. Bp3amoikHO e o0aue, TO 1a yBenudn
pHCKa OT 3a00IsIBaHNS, CBBP3aHU C OTCIIa0BaHE HA UMYHHATa CHCTEMA.

J AKo noJiy4aBaTe WJIH HAKOTa CTe MOJYy4aBaJu HHKeKIMH 32 JieYeHHe Ha aJIepruu — He €
u3BecTHO nanu Fymskina Moxke ma okaxke BIHSIHUE BBPXY THX.
. AKO cTe Ha M Hajl 65 roIMHU — MOXXE Ja CTE MO-CKIOHHU KbM WH(EKIUH.

AKO He CTe CUTYPHH JTajTi HSIKOE OT TOPEH30pOoeHUTE ce oTHACS 3a Bac, mochBeTBaiiTe ce ¢ Bammst
nekap win (papMmaieBT, npeau aa uinonssare Fymskina.

Hsixon manyeHTH noy4aBaT JdyIyc-IIOA0OHH Peakuyu, BKIIOYUTEIHO KOXKEH JIYITyC epUTEeMaToAeC 1
JTymyc-TIofo0eH CUHAPOM, TI0 BpeMe Ha JIeUeHHUe ¢ ycTeKnHyMal. ['oBopere Beanara ¢ Bamms nexap,
aKo MOJYYHTE YepBEH, HAIUTHAT, JIIOLICI c€ OOpHUB, MOHSKOTA C O-TbMHH I'PAHHILIN, B U3JI0)KEHUTE
Ha CTBHIIE yYacThIM Ha KOXAaTa UM CTaBHU OOJIKH.

ChbpaeyeH HH(PAPKT M HHCYJITH

WndapkT 1 uHCYNITH ca HaOMI0AaBaHU B [IPOYUYBaHE NPH MALUEHTH C IICOPUA3HC, JIEKYBaHU C
ycTeknHyMa0. Bammst nekap petoBHO 11e nIpoBepsiBa pUCKOBUTE (PaKTOPH 32 ChPIEYHO 3a00IsABaHe U
WHCYNT npH Bac, 3a fa e curypHo, 4e Te ce JeKyBaT 1o MoaXo 1 HaunH. He3a0aBHO moThpcere
MeJIMIMHCKA IOMOII], aKO MOoJy4ynuTe 00JIKa B I'bpPAUTE, CIab0CT MM HeOOMUYaHO ycelllaHe OT eHaTa
CTpaHa Ha TSUIOTO, OTIIyCHATOCT Ha JIMLIETO MJIM TOBOPHH MJIM 3PUTEIIHU CMYILCHHUS.

Jlena v roHOIIN

Fymskina He ce npenopbuBa 3a yrnorpeda npu Aena Ha Bb3pacT 1Mo 6 TOIWHU ¢ TICOPUA3UC, Jera ¢
6ontect Ha Kpon ¢ termno mox 40 Kg mmu mpu nena Ha BB3pacT o 18 roauHu ¢ ICOpHaTHYEH apTPHT,
3aII0TO HE € IPOYYBaH MPH Ta3u BH3PACTOBA IPyTIA.

Apyru nexkapcrBa, Bakcunu U Fymskina
TpsibBa nma xakere Ha Bammms iekap niu dpapMmarieBT:

o AKoO mpremMare, HaCKOpO CTe MPUEMAaJIM WK € Bb3MOKHO JIa IPUEMETE IPYTH JICKapCTBa.

. Ako Hackopo Bu e npaBeHa niu miianupare 1a Bu ce nmpasu BakcuHanus. /JJokaTo u3nosaspare
Fymskina, Hsikou BUIOBe BakCUHY (’KMBY BaKCHHH) HE TPsI0Ba Jla ce mpuiiarart.

J Axo cre nonyyasanu Fymskina mo Bpeme Ha OpeMeHHOCTTa, TpsIOBa /1a KakKeTe Ha JieKaps Ha

0ebeto Bu 3a neuennero ¢ Fymskina, mpenu To 1a moimyyu KakBaTo U Jia € BAaKCUHA,
BKITIOUMTEITHO UBH BakcwHH, kKaTo BIJK BakcnHa (M3mon3BaHa 3a rmpenanasBaHe oT
TyOepKkymno3a). JKuBute BakCHHU HE ce MpenophuBaT 3a Bamiero 6ebe mpe3 mbpBUTE ABAHAAECCET
Mecella Ciell paXIaHeTo, aKko cTe noxydaBanu Fymskina mo Bpeme Ha OpeMEHHOCTTa, OCBEH
aKko JiekapsT Ha Bamrero 6ebe He mpenoppya Ipyro.

BpemeHHOCT U KbpMeHe

) Axo cre OpeMeHHa, cMsTaTe, Ye MOXKeE J1a CTe OpeMEHHA HJIH TIaHUpaTe OPEeMEHHOCT,
MOChBETBAlTE ce ¢ Barms ekap npean ynorpebara Ha TOBa JIEKAPCTRO.
o He e HabmroaBan mo-BHCOK PUCK OT BpoJicHU JedeKTH pu 0e0eTa, U30KEHN Ha YCTCKHHYMa0

B yTpoOaTta. JlanHnTE OT yrorpebarta Ha ycTeknHymMal npu OpeMeHHH KeHH obade ca
orpannueHd. [Topaau ToBa € 3a mpeAnoynTaHe aa ce n3osrea ynorpedbara Ha Fymskina mo
BpeMe Ha OpEMEHHOCT.

. AKO cTe KeHa C JeTepoeH MMOTEHINA, XKeJIaTeIHO € 1a He 3a0peMeHsBaTe U J1a U3I10JI3BaTe
MOJXOAII IPOTUBO3auaThueH METOI, Koraro usnomn3sare Fymskina u mone 15 ceqmunu cuen
mocneAHoTo npuiarade Ha Fymskina.

. YcereknHyMad MOKe J1a IMpeMUHE Tpe3 TUIAeHTaTa B HepOIeHOTO 0ebe. AKO CTe ToTydaBain
Fymskina no Bpeme Ha OpemeHHOCTTa cH, 6e0eTo Bu MoXke 1a mMa mo-BUCOK PUCK OT
HHEKITHS.
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o BaxxHo e n1a kaxkeTe Ha JekapuTe Ha Barero 6e6e 1 ApyTru METUIIMHCKH CIIEIIHAINCTH, aKO CTe
noiyvaBanu Fymskina mo Bpeme Ha OpeMeHHOCTTa cH, ipean 6e0eTo Aa Mody4H KakBaTo U 1a €
BakcuHa. JKuBu Bakcunu, kato BLIJK Bakcuna (n3non3Bana 3a npeanaszBaHe oT TyOepKyi03a) He
ce mpernopbuBar 3a BameTo 6e6e npe3 MbpBHUTE IBaHAIECET Mecela Ciiel] paKaaHeTo, aKo CTe
noiyvaBanu Fymskina mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JekapsT Ha Bamerto 6ebe He
npenopbsya Apyro.

J Ycreknnymad MoKe ja MpeMUHE B KbpMaTa B MHOTO MaJIKU KoJiimuecTBa. [lockBeTBaiite ce ¢
Bamms nekap, ako KbpMUTE WIN aKo IUIaHUpaTe 1a Kbpmure. Bue u Bamust nexap tps6sa na
pemuTe ganu TpsOBa Ja KbpMHUTe WK ja u3nons3eare Fymskina - He npasere u aBere.

Ilodupane n padora ¢ MAIIUHU
Fymskina He moBiusIBa WK MOBIUSABA MIPEHEOPEKMUMO CIIOCOOHOCTTA 3a modupaHe u padoTa ¢
MalinuHHA.

Fymskina chabpska nmosiucopoatu

Tosa nexapcTBo chabpka 0,04 mg monmcopbar 80 BBEB Besika MpeIBAPUTEITHO HAITBJIHEHA
CIPHUHIIOBKA, KOUTO ca ekBuBajieHTH Ha 0,04 mg/ml. [lonucopbaTure MoraT na MPUYHHSAT
anepruyHu peakuuu. TpsOBa ga kaxere Ha Bamus nexap, ako UMaTe yCTAaHOBEHH aJIEPTHH.

3. Kaxk na usnosasBate Fymskina

Fymskina e mpenna3HadeH 3a ymoTpeba o1 pbKOBOJICTBOTO U KOHTPOJIA HA JIEKap C OIUT B
JIEUCHUETO Ha 3a00JIsIBaHus, 32 KOUTO € moka3zaH Fymskina.

Bunaru n3nonssaiiTe ToBa J€KapcTBO TOYHO KakTo Bu e kazan BamusT nekap. AKo He CTE CUTYpHH B
Hewo, nonutaiite Bammus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora e Bu ce nocrassar
HWHKCKIMUTE U KOra 1€ €a CJICABAIIUTE KOHTPOJIHU MPEriICau.

KaxkBo xoanuyecTBo Fymskina ce npusara
Bammst nexap mie pemn kakBo KonndectBo Fymskina Tpsi6Ba 1a moy4uTe U 3a KaKbB EPUOJT OT
BpeMe.

B'b3paCTHH Ha 18 roauH1 UM Mmo-rojJeMu
l'[copna3nc HUJIK ICOPUATHYCH aPpTPUT

. [Ipenoppuntennata HauanHa 1o3a € 45 mg Fymskina. [Tatmentn ¢ Terno naa 100 kunorpama
(kg) moxe ma 3armouHat ¢ go03a 90 mg Bmecto 45 mg.
J Cren HayanHara J103a, cieaBaiiara Bu no3a me 0b1e 4 ceqMHIM MO-KbCHO U CJIe]] TOBa Ha

BcekH 12 ceamuiiu. CreasamuTe 1031 OOMKHOBEHO ca ChIUTE, KATO HavaJlHATa J1034.

BoJiect na Kpon

o ITo Bpeme Ha neuennero Bammsr nekap 1me Bu npunoxu mbpBarta 103a 0T IPUOIU3UTEITHO
6 mg/kg Fymskina upe3 kanmkoBo BiIMBaHEe BHB BeHa Ha pbkara (MHTpaBeHOo3HA MHOY3MsA). Ciaen
HavajHaTa 1033, Ie noiay4yure cieasaiiara go3a 90 mg Fymskina cien 8 ceamunm, ciieq ToBa
npe3 12 ceaMuIy upe3 UHKEKIUS MO KoXKaTa (ITOJAKOXKHO).

° [Ipu HAKOM MAIMEHTH, CJIe] IbpBaTa MMoAKoxHa nHxkekius, 90 mg Fymskina moxe na ce
mpuiiara mpes 8 cenMuIry. BammsT nexap e pemrs Kora TpsoBa /1a TOXy9IHTe ClIeBaIaTa CH
J03a.

Jena u 10HOIIM HA 6 TOIMHM WM NO-TOJIEMH

IIcopuasuc

. JlexapsT TpssOBa ma onpeeny MpaBuUiIHATa 3a Bac 103a, BRIIFOUHTETHO W KOJTMIECTBOTO (00eMa)
Fymskina, koiiTo TpsiOBa 11a ce MHXEKTHPa, 32 Jla € paBuiIHa fo3ara. [IpaBuinHaTa no3a 3a Bac
11e 3aBUCH OT BarieTo TenecHo Terjo o BpeMe Ha BCAKa 103a.

o Ako TexxuTe mo-manko ot 60 kg, Haima nexapcrBeHa ¢opma Ha Fymskina 3a gena ¢ renecHo
terno nox 60 kg. CregoBaTenHo TpsaOBa 1a ce U3MOI3BAT APYTH MPOILYKTH, ChABPKAIIH
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yCTEKHHYMao.

. Axo Texure ot 60 kg 1o 100 kg, npenoppuntennata go3a e 45 mg Fymskina.

° Axo Texure noseue ot 100 kg, mpenopruntennara no3a e 90 mg Fymskina.

. Cren HayanHara J103a, clieBaiiara Bu no3a me O0bae 4 ceqMHLM MO-KbCHO U CJe]] TOBa Ha
BCcekd 12 ceaMUIn.

Hena ¢ Terno Haii-manko 40 kg

Bbonect na Kpon

o ITo BpeMe Ha edeHneTo Bamust ekap Ie mpuiioku mbpBarta 103a oT npubausutenno 6 mg/kg
Fymskina upe3 xanmkoBo BIMBaHE BbB BeHa Ha pbkaTa Bu (mHTpaBeHo3HAa nHDY3HU:). Ciien
HayvajHaTa 7032 I1e mojyduTe ciensaiiara 103a 90 mg Fymskina ciex 8 ceqmuriy, a ciiex ToBa
Ha BCEKH 12 ceMHIN Ype3 WHKEKIHA O] KOXKaTa (,,[T0OJKOXKHO ).

o [Ipu HAKOM MaMeHTH, CJIell TbpBaTa MoAKox)Ha nHxkekusa, 90 mg Fymskina moxe na ce
npuiara npe3 § ceaMuIy. BammusT gexap 11e pemy Kora TpsioBa /1a TOXyYHTe CIIeBaIaTa CH
J03a.

Kak ce npuiara Fymskina

. Fymskina ce npuiiara kaTo MHXeKUus MoA KoxkaTa (II0AK0XHO). B HauanoTo Ha Bamero
neuenue, Fymskina Moxke fa ce MH)KEKTHpa OT JieKap WIM MEAWIIMHCKA CeCTpa.
. Bue n Bammsar nexap o6ade moxke na pemure, 9e Bue camu Moke 1a CH MHKEKTHUpaTe

Fymskina. B TaxbB cimydaii me npemMmuHere o0yueHHe Kak Aa cu nHxekTupare Fymskina
camocrositenHo. [Ipu nerna Ha Bp3pacT 6 roIWHU U TO-ToJeMH ce npenopbuBa Fymskina na ce
npujiara OT MEJAUIIMHCKH CTIEHAHNCT WIIM HACTOMHHK CIIe/l TPaBHITHO 00ydeHHe.

. 3a yka3aHus Kak aa nmkektupate Fymskina BukTe ,,YKa3zaHus 3a MpUiIoKeHHe” B Kpas Ha Ta3u
JIMCTOBKA.

I'oBopere ¢ Bamus nekap, ako uMare BbIIPOCH OTHOCHO TOBa KaK CaMU Jia TIOCTaBsATE HHKEKIUATA.

AKO cTe H3N0JI3BAJIM NOBeYe 0T HeoGxoauMaTa 103a Fymskina

AKO cTe HU3IM0J3BaIN MK ca Bu npuioxuiu mosevye oT Heooxoaumata no3a Fymskina, He3abaBHO ce
MOChBETBATE C Jiekap uin (papmaieBT. Bunaru Hocete ¢ Bac kapToHeHaTa OIakoBKa Ha
JIEKapCTBOTO, JIOPH H JIa € Mpa3Ha.

AKo cTe mponycHaJm Ja u3noa3eare Fymskina
AKO cTe TIpOITyCHAJIM 11033, CBBhpKeTe ce ¢ Bamms nexap wim papmarieBt. He mputaraiite nBoiina
11034, 3a J]a KOMIIEHCHpaTe MPOITyCHATaTa /103a.

AKko cte cnpesin ynorpedara Ha Fymskina
He e onacuo ma cupere ynorpebara va Fymskina. Axo obaue s cripete, Bammre cumnromu Moxe 1a
ce Bb30OHOBSIT.

AKO MMaTe HIKAKBH JIOMIBJIHUTEIHN BBIIPOCH, CBBP3aHHU C YIOTpedaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamms nexap wim papmareBr.

4, BBb3MOKHE HeKeTaHH peaKkumumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAN3BHUKA HCKCIIaHU PCAKIINU, BBIIPCKU Y€ HC
BCCKHU I' ITIO0JTy4aBa.

CepHo3HM HeKeJTaH! Peakun
Hsaxon MaMUCHTH MOXKEC aa UMAT CCPUO3HH HCKCIIAHU PCAKIIUHU, IIPU KOHUTO Aa CC HaJlara CIICIITHO
JICUCHUC.

AJIepru4HM peakumyu — MOKe 1a U3UCKBAT CIELIHO JedeHune. TpsidoBa na ka:xkere Ha Bamms
JieKap WM He3a0aBHO NOThpceTe CIelIHa MEeAMIIUHCKA IOMOIIL, AK0 3a0e/ie:KnuTe HAKOMH OT
cJIeTHUTE MPU3HALM.

. Cepuo3HHTE aNepruyHy peakiuH (,,aHapuiaKcus’) ca peAKH MpU Xopa, MpUeMaly MPOayKTH,
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ChIbpKaIIK ycTeKnHyMao (Moxe fa 3acerHat 10 1 Ha 1 000 gymm). [Ipu3zHauuTe BKIIOYBAT:
3aTpyAHEHO AWIIaHE WK Nperibliane

HHUCKO KPBBHO HaJlsiraHe, KOETO MOKE Ja MPUYMHHU 3aMassHOCT HJIH CBETOBBPTEK

NOJyBaHe Ha JIUIETO, YCTHUTE, yCcTaTa UK I'bPIIOTO.

YecTHTe MpU3HALY Ha aleprHYHa PEaKLUsl BKIIOYBAT KOKEH OOpHUB U ypTUKapus (MOXKe 1a
3acerHar 7o 1 Ha 100 qymm).

B peaxu caydan ce cb001IaBaT aJieprudHy 0e10APOOHN peakuu U 0e10Apo0HO Bbh3NaJIeHne
NPHU NAUNEHTH, KOUTO MOJIy4aBaT ycTeKuHyMao. TpsaoBa 1a kaxkere BeqHara Ha Bammus jgekap,
AKO0 MOJIyYUTe CHMIITOMH KATO KALLJIMLA, 321yX U BUCOKA TeMIlepaTypa.

AKO MOMy4YHTe Cepro3Ha aJlepruyHa peakiiys, Bamust gekap Moxe 1a penny, e Bue He TpsOBa na
ynotpedsBaTe Fymskina oTHOBO.

HNudexnnn — Moxke 1a M3UCKBAT clelIHO JeyeHne. TpadBa na kaxkere Ha Bamus jgexap, ako
3aleJieskuTe HAKOM OT CJIeAHUTE MPU3HALM.

. MH(DEKIMUTE Ha HOCA WJIM I'bPJIOTO U NMPOCTYIaTa ca 4ecTH (MOJKe Jia 3acerHart 1o 1 Ha
10 aymm)

o WHQEKIUUTE Ha TOJTHUTE TUXATEIHU ITbTUILA (TPBIHI WHPEKIINK) ca He4eCcTH (MOoXe aa
3acersar a0 1 Ha 100 gymm)

. BB3NAJICHUETO Ha MOJKOKHATA ThKaH (LeNyJIUT) € HeuecTo (MOoXke Aa 3acerHe 10 1 Ha
100 mymm)

o xeprec 3octep (Bua Ooie3HeH 0OpuB ¢ MEXypH) € HeuecT (Moxke ja 3acerre A0 1 Ha 100 gymm)

Fymskina moxe 1a Hamanu ciocoonoctra Bu na ce 0opute ¢ nndexuuu. Haxou undpexiun Moxe 1a
CTaHAT CEPUO3HHU U MOKE JIa BKIIIOYBAT HH(M)EKIUY, MPUIUHEHHU OT BUPYCH, THOMYKH, OAKTEPUH
(BKITIOUHTETHO TyOEpKYI03a) WIH Mapa3uTH, BKIIOYATEITHO HHPEKIINH, KOUTO BE3HUKBAT MTPEAUMHO
IIpH XOpa ¢ oTcradeHa UMyHHa cucTeMa (OmopTIOHUCTHYHH nH(pexnmn). [Ipy manueHTH, moxydaBamu
yCcTeknHyMa0, ce choOIIaBaT ONOPTIOHUCTUYHN HH(EKIUH Ha MO3bKa (eHLe(paTUT, MCHUHTUT),
OenmuTe TPOOOBE U OUHTE.

Jokaro ynorpedsiBare Fymskina, TpsiOBa na cieaurte 3a npusHany Ha uHpeknus. Te BKIIoYBaT:
BHCOKa TeMIIepaTypa, TPUIIONOI00HH CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Terjo

yMOpa WK 3a1lyX, yIIOpuTa KaluIiia

TOILJIa, 3aU4epBeHa 1 OoJIe3HEHa KOXKa MK OO0JIe3HEH KOXKEH OOpUB C MEXypH

napeHe Npu ypuHUpaHe

IUapust

3pUTEHO CMYIICHUE WM 3ary0a Ha 3peHne

r1aBo0oIKe, CKOBAaHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, TaZeHe WK 00BPKaHOCT.

Tps6Ba na kaxere BegHara Ha Bamms nekap, ako 3a0esiexuTe HAKOM OT Te3H MPU3HALM Ha HH(QEKIMSL.
Te Morar ga ObAaT NPU3HANK HA UH(EKINU KaTo IPhJIHU HHOEKINH, KOKHH HHEKIINH, XepIec
30CTep WIK OMOPTIOHUCTHYHH MH(EKINH, KOUTO MOTaT Jja JOBEAAT 10 CEPUO3HHU YCIOKHEHHS.
Tps6Ba na kaxere Ha Bamus nexkap, ako UMaTe HIKaKBa YIOPHUTA WM MOBTapAIIA ce HHPEKIHS.
BammusaT nexkap Moxxe fa pemu, e He TpsiOBa aa ynorpebsBate Fymskina, mokato nadexnusaTa He
Obe u3nekyBana. TpsaoOBa na kaxxeTe Ha Bammst gekap v ako nMate OTBOPEHU paHH WIIM HapaHsSBaHUS,
THU KaTO MOXeE Ja ce HHPEKTHpaT.

JlomeHe Ha KO’KaTa — MHTEH3MBHOTO 3a4epBsiBaHe U JIOIIeHe HA KOXKATa HA MO-ToJIsIMA 101
10 TAJOTO MOJKe /1a ca CAMIITOMH Ha ePUTPOAEPMHUYEH NCOPUA3UC WIH eKC(POTHATHBEH
JIePMAaTHUT, KOMTO €A CEPUO3HU KOKHU 3200/11BaHUs. AKO 3a0ejie;kuTe HAKOM 0T Te3W NMPU3HAIH,
TpsAOBa 1a KaxkeTe BeHara Ha Bamus jgexap.

JApyru HexeJIaHN peaKIUU

YecTH HesKkeTaHW peaknum (Moxke 1a 3acerHar a0 1 Ha 10 qymm):
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Juapus

rajeHe

IIOBPBIIAHE

ymopa

3aMasiHOCT

riIaBo0oHe

chpOex (MpypuUTycC)

0oJka B Ipp0a, MyCKYyJIUTE U CTAaBUTE
BB3MAJICHO I'bPJIO

3auepBsiBaHe M 0OJIKA Ha MACTOTO HA WHXKEKTUPaHEe
WH(EKIYs Ha CHHYCHTE

HeuecTn He:kenanu peakmuu (Moxe aa 3acernat 10 1 ga 100 gymm):

WH(EKITNN Ha 3p01Te

BarvHaJHa HHPEKINA, TPUIUHEHA OT I'bOMYKH

Jierpecust

3aMyIieH HOC MM Xpema

KbpBEHE, TOCHHSIBAHE, BTBLP/ISIBAHE, TOTyBAHE M ChPOEK HA MICTOTO HA HHKEKTUPAHE
ycerrane 3a c1adocT

criaJilaHe Ha KiieraJa U H3KpUBsSBaHEe HAa MyCKYJIUTE Ha e{HATa ITOJIOBUHA Ha JINIETO (,,JIUICBa
napaimsa’ Wil ,,iapannsa Ha ben’), KosTo 0OMKHOBEHO € BpeMeHHa

MPOMsIHA Ha MICOPHA3Uca ChC 3aUePBABAHE M HOBU MAJIKH, JXBJITH HIIM O MEXYPH I10 KoXKaTa,
MOHSIKOTA MPUAPYKEHH ¢ TeMmrepaTypa (IIyCTyJI03eH IICOPUa3uc)

OeneHe Ha Koxkata (ekcdonmaius Ha Koxkara)

aKHe

Penku HekenaHU JJeKapcTBeHH peaknuu (Moxe na 3acerHat 1o 1 va 1 000 xymn)

3auepBsBaHe U JIONIEHE Ha KO)KaTa Ha [0-ToJIsiMa IIJION] 110 TSUIOTO, KOUTO MOJKE J1a ChbpOST WK
na ca 6onesneHu (ekconmaTuBeH aepMatuT). [1oq00HN CHMITTOMHE TTOHSIKOTA C€ Pa3BUBAT KaTo
€CTeCTBEHA MPOMsIHA Ha BUJ/Ia HA CHMIITOMHTE Ha IICOPUA3UC (EPUTPOJIEPMHUYEH IICOPHUA3HC)
Br3manenne Ha MaTKuTe KPHBOHOCHHU CHIIOBE, KOETO MOXeE J1a TOBEE 0 KOKEH OOPHB C MAJIKH
YepBEHU WU JIWJIABH MOy THHHU, TEMIIEpaTypa WK O0JIKa B CTaBUTE (BaCKYJIHT).

MHoro peakn He:KeJIaHU JeKapcTBeHH peaknuu (Moxe na 3acerHat 1o 1 va 10 000 mgyrmm)

OO0pasyBaHe Ha MeXypH IO KOXkara, KOSITO MOXe Ja Ob/ie 3auepBeHa, chpOsiia u O0Ie3HeHa
(bymno3en memduron)

KOXKEH JYITyC epUTeMaToiec U JyMyc-mo100eH CHHAPOM (YepBeH, HaUTHAT, JIFOMICI ce OOpHB
B M3JIOKCHUTE Ha CIIBHIIC YUACTHIIM Ha KOXKaTa, KOUTO MOXKe Jla € IPUAPYKEH OT OOJIKU B
CTaBUTE).

Cho01iaBaHe HA HesKeJIAHHU PeaKIuu

AKO MONy4YHTe HAKAKBH HEXKEIaHU JIEKApCTBEHU peakiyy, yBeaomere Bamms nexkap niu papMarnesT.
ToBa BKJIIOYBA ¥ BCHYKH BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HEXEJaH!U peakuu. MoxkeTe ChIIIo
71a ChOOIINTE HEXKEJIAHN PEaKIUK AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 32 ChOOIIaBaHe, TIOCOYCHA B
Ipunoxenue V. Karo cro0mmaBare HexXelaHU peaKkny, MOXKETe Ja 1a/leTe CBOsI IPUHOC 32
MoJTyYaBaHe Ha MMOBeYe HH(POPMAIHs OTHOCHO 0€30M1aCHOCTTA Ha TOBA JIEKApCTBO.

Kak na cexpansiate Fymskina

Jla ce chxpaHsBa Ha MSICTO, HETOCTHITHO 32 JIeIa.

Ja ce cpxpanssa B xnagmnHuk (2 °C — 8 °C). Jla He ce 3ampazsBa.

CoxpaHsiBaiiTe IpeBAPUTEIHO HATBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a Ce
npe/asy OT CBETINHA.

AKO ¢ He00X0IUMO, OTICIHUTE MTPEIBAPUTEIHO HAITBIHCHU CIPUHIIOBKY Fymskina Moxe chIiio
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Jla ce ChXpaHsABaT MpH cTaiiHa Temneparypa 10 30 °C eTHOKpaTHO 32 MaKCHMAJIEH MEPHOJ 10
30 1HM B OpUrMHAJIHATA KapPTOHEHA OIMIAKOBKa, 32 J1a C€ IMPEAIa3iT OT CBETJIMHA. 3aluIIeTe
JaTara, Ha KOSTO MPEIBAapUTEITHO HAIThIHEHATa CIIPUHIIOBKA € U3BaJIeHa 32 IbPBU BT OT
XJIQJIWTHUKA ¥ JjaTaTa Ha U3XBBPIIIHE Ha 0003HAYEHUTE Ha BHHITHATA KAPTOHEHA OMAKOBKa
Mmecra. [lataTa Ha U3XBBPIIHE HE TPsIOBa /1a € Ciie]] OpUTHHAIIHUS CPOK Ha TOAHOCT, OTIIeYaTaH
BBPXY KapTOHEHaTa onaxkoBka. Ciie1 KaTo BEAHBK CIPUHIIOBKATa € OMila ChXpaHsBaHa MU
ctaifia Temnepatypa (10 30 °C), T4 He TpsOBa 1a ce BpbIla B XJIaJWIHNKA. 3xBBpIere
CTIPUHIIOBKATa, aKO HE Ce U3I0JI3Ba e/l ChbXpaHEHHUE MPH CTallHa TeMIIepaTypa B paMKHUTE Ha
30 1HM WM cliex U3THYaHE Ha OPUTMHAIHUS CPOK Ha TOJHOCT, B 3aBUCHMOCT OT TOBA, KOE OT
JIBETE HACTHIIN MO-PAHO.

. He paskmamaiite mpegBapuTeHO HaTbIHEHUTE clipuHIOBKY Fymskina. Ilpoasmxutennoro
EHEePTUYHO pa3KIIallaHe MOKe J1a TOBPEAU JIEKapCTBOTO.

He u3nosa3BaiiTe ToBa JieKApCTBO:

. cJIelI cpoKa Ha TOTHOCT, OTOCIIsI3aH BhPXY €THKETa M KapTOHEHATa OITakoBKa ciexn ,,EXP/
L o1eH 10:*“. CpOKBT Ha TOTHOCT OTTOBAPs HA MOCIEAHUS JICH OT IOCOUYCHUS MECEII,

° aKO TEYHOCTTA € C POMEHEH IIBST, MbTHA WJIH B Hesl ce 3a0eIsI3BaT ILTyBAaIly YYyK/U YaCTHIIH
(Bmwxre TOUKa 6 ,,Kak mariexma Fymskina u kakBo chibpxa onakoBkaTa“);

° aKo 3HAeTe WK CMsATaTe, 4e MOXKe Jia € Oniia u3oxKeHa Ha eKCTPEMHH TeMITepaTypu (KaTo
WHITAACHTHO 3aMpPh3BaHe WITH 3arpsiBaHe);

° aKO TIPOIYKTHT € OMIJI EeHEPTHYHO Pa3KIIaTeH.

Fymskina e camo 3a eHOKpaTHa ynoTpeda. Hen3non3BaHusAT MpoIyKT, OCTaHAI B CIIPHHIIOBKATA,
TpsOBa a ce U3XBHPIIH. He N3XBBHpIIMiATE JJeKapcTBaTa B KaHATU3alUATa MIN B KOHTEHEpa 3a
JoManiHu otnaabin. [lonuTaiite Barust gapmalieBT kKak 1a U3XBbPIIATE JIEKAPCTBATa, KOUTO BeUue HE
n3nos3Bare. Te3su MepKu I1ie CIOMOTHAT 3a OIla3BaHe Ha OKOJIHATa Cpejia.

6. Cbzn)pmaﬂne Ha OMaKOBKaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIIHﬁ

Kakso cbabp:ka Fymskina

J AKTHBHO BEIIECTBO: YCTeKHHYyMa0. Besika mpeiBapuTeIHO HaITbIHEHA CIIPUHIIOBKA ChIbprKa
90 mg ycrexunymab B 1 ml.
o Hpyru cecraBku: L-xuctunns, momucop6dar 80 (E433), 3axapo3a, Boaa 3a MHXXEKINH U

XJIOPOBOJIOPOIHA KHCeNIrHA (3a KopeKiusa Ha pH).

Kak n3riaexaa Fymskina u kakBo cbIbpika oaKkoBKaTa

Fymskina e 6uctbp 110 JIeKo onanecueHTeH, Oe3BeTeH 10 OJIe0KBITO-KapsB HHKEKINOHEH
pa3tBop. JlocTaBs ce B KapTOHEHa ONAKOBKa, ChIbprKallla e/1Ha CThKJICHA NPEIBAPUTEITHO HAIIbIIHEHA
cripuHIOBKa OoT 1 ml ¢ enuHMYHA 103a. Besika mpeBapuTeIHO HAITbJIHEHA CIPUHIIOBKA ChABPKA

90 mg ycrexkunymab B 1 ml HHXEKIIMOHEH pa3TBOP.

IIpuTeskaTes Ha pa3pelIeHUETO 32 YIOTpeda U POU3BOAUTE
Formycon AG
Fraunhoferstrale 15

82152 Martinsried/Planegg
I'epmanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETE CC C JIOKATTHUS
OpCACTAaBUTCII HA MMPUTCIKATCIIA HA pa3pPCIICHUCTO 3a yrIOTp€6aI

BE/BG/CZ/DK/EE/IE/IS/EL/ES/FR/HR/IT/CY/LV/LT/LU/HU/MT/NL/
NO/AT/PL/PT/RO/SI/SK/FI/SE

Formycon AG

Tel/Tél/Ten./TIf TyA/Simi/Puh: + 49 89 864 667 100

I'epmanus
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ratiopharm GmbH
Tel: +49 731 402 02

I[aTa Ha MOCJICAHO MpepasrjackaaHe Ha JIUCTOBKaTa

IToapo6Ha nHGOpMAITHSA 32 TOBA JIEKAPCTBO € IIpeIoCTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTa areHus
o Jiekapcerpara https://www.ema.europa.eu/.
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YkazaHud 3a IpUIIOKEHUE

B nHavanoro Ha Je4eHMETO MEAUIIMHCKH crienuanuct e Bu nocraBu Bamara nbpBa unxekusa. Bue
u Bammsr nekap obaue moxke ja pemrure, ue Bue camu Mmoske n1a cu umkektupare Fymskina. B Takbs
CIIy4ail e mpeMuHeTe o0y4eHune Kak aa nmxektupate Fymskina. ['oBopere ¢ Bammus nekap, ako
“MaTe BBIIPOCH OTHOCHO MOCTaBsIHETO Ha MHXeKIusATa. [Ipu fgena Ha Bb3pacT 6 TOAMHU U MTO-TOJIEMU
ce npenopbuBa Fymskina fa ce mpuiara oT MEIUIIMHCKY CIICTIHATTUCT WIJIM HACTOWHUK CJIE]T TPABHITHO
oOyueHue.

He cmecBaiite Fymskina ¢ qpyru HHXEKIIMOHHU Pa3TBOPH.

He paskmamiaiite npeBapuTeTHO HATBITHEHUTE cIpUHIIOBKK Fymskina. [Ipuunnata 3a ToBa €,
Ye CHITHOTO PasKIalllaHe MOKe Jla HaBpeu Ha JiekapcTBoTo. He ymorpebsiBaiite ekapcTBOTO,
aKo € OWITI0 CHITHO Pa3KJIaTeHO.

Ha q)nrypa 1 ¢ moka3aHo Kak H3IJICKAa MMPEABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA.

AKTHBHpaIIH CKOOH

Byrano Kanauka
Y HA MpeanasuTens Ha Humnaep  Konrposso
WrmaTa po3opue Ha urijarta
l p — ([
_ [ [
KpaL Ha KpJ/mua Ha Etnker Hrna
OyTasioto MpeIasuTeNs Ha
uriara

Ourypa 1

IIpoBepere 6posi Ha MpeABAPUTETHO HANBJIHEHUTE CIIPMHLUOBKH M MOATOTBETE
MaTepHaJIuTe:

HO,Z[FOTOBKa 34 U3MO0JI3BAHC HAa TPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA!

W3BaneTe npeaBapuTEeTHO HATBIIHEHATA CIIPUHIIOBKA/CIIPUHIIOBKH OT XJIawiHuKa. OcTaBere s
Jla IPECTOU OKOJIO MOJIOBHH Yac U3BbH KyTusATa. TOBa L€ MO3BOJM HA TEUHOCTTA /14 JOCTUTHE
MOJIXOSIIIIa TEMITEpaTypa 3a MH)KeKTHpaHe (cTaiiHa Temneparypa). He cBansiite kamaukara Ha
urjaTa JoKaTo TeYHOCTTa HE JOCTUTHE CTaifHa TeMIleparypa.

XBaHeTe IMINHIBPA HA CIIPUHIIOBKATA TaKa, 4e MMOKpHUTaTa ¢ Karnayka uria ja Couu Harope.
He xBamaiite kpast Ha OyTanoTo, OyTaloTo, KpUJIlaTa Ha MpeIna3uTelis Ha UriiaTta uin
Karaykara Ha Uriara.

He u3nppnBaiite OyTanoro.

He cBansiiTe kamaukara Ha uriata oT CIPUHIOBKATA, TOKATO HE IPOYETETE B yKA3aHUATA 32
TOBA.

He nokocBaiiTe akTuBHpamuTe CKOOM Ha peAna3uTeNs Ha uriaTta (yKa3aHu ChC 3B€3IMYKa * Ha
¢wur. 1), 3a 1a n30erHeTe NpekIeBPEMEHHOTO MOKPUBAHE Ha UTJIaTa C MPeAma3uTes.

He u3non3Baiite npeaBapuTeIHO HAITbJIHEHATA CIPUHIIOBKA, aKo € Onia U3MycHaTa BbpXY
TBBPJIa TOBBPXHOCT.

[IpoBepeTe npeaABapUTEIHO HATBIHEHATA CIPUHLIOBKA/CIIPUHIIOBKH, 32 J1a C€ YBEpUTE, 1e:

OposT HA TMPEIBAPUTEIIHO HATBIIHEHUTE CIIPUHIIOBKH M KOJIMYECTBOTO HA aKTUBHOTO BEIIECTBO

B J1030Ba €IMHUIIA Ca BEPHU:

0] ako Bamara noza e 90 mg, me nonyuyute enna 90 mg npeaBapUTEIHO HAITbIHEHA
cupuHioBka Fymskina;
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TOBA € MPABHIHOTO JIEKAPCTBO;

CPOKBT HAa T'OAHOCT HE € U3TCKBJI,

NpEABAPUTEIHO HAITBJIHEHATA CIIPHHIIOBKA HE € MOBPEICHA;

pa3TBOPBT B CIPUHIIOBKATA € OUCTHP JO JIEKO OIMAaJeCICHTeH, Oe31BETEH 10 OJICT0KBIITO-
ka(ss.;

Pa3TBOPBT B CIIPUHIIOBKATA HE € C POMEHEH BT WIK MBTCH U HE ChABPIKA UyXKIU YaCTHUIIH,
Pa3TBOPBT B CIIPUHIIOBKATA HE € 3aMPb3HAIL.

CrbepeTe BCUUKH MaTepHalli, OT KOUTO e Hy»/aeTe, U TH MTOCTaBETE BbPXY YHCTa MOBBPXHOCT. Te
BKJIFOYBAT AHTUCENTHYHU KbPIUYKY, [IAMYYHU TAMIIOHU UM MApJs U KOHTEUHEDP 332 OCTPU IIPEIAMETH.

2.

I/I36epeTe U IIOATOTBETEC MACTOTO HA MHIKCKTHPAaHE:

N36epere MACTO Ha MHXKEKTHpaHe (BXK. (urypa 2)

Fymskina ce mpurara upe3 HHKEKIHS 10T KoXkaTa (IT0IKOKHO).

IMoxxomsamm MecTa Ha MH)KEKTHPAHE ca TOpHaTa 4acT Ha OepoTo MM 001acTTa OKOJIO Kopema
Ha Pa3CTOSIHHUE HAW-MaJKO 5 CM OT IThIIA.

AKO e Bb3MOKHO, HE U3ITOJI3BaiTe 00JIACTH OT KOXKaTa C MPHU3HAIM Ha ICOPHA3HLC.

AKko HsKo¥ By momara rnpu nmocTaBsHETO Ha MHKEKIIMSITA, TON/TS MOXe Jla u30epe U ropHara
YacT Ha pbKaTa KaTo MICTO Ha WHKCKTHUpaHE.

\_ N

<I)Hrypa 2: 30HUTE B CHBO Ca MIPCIOPBHUYUTCIIHUTC MCCTA HAa HMHIKCKTUPAHC.

HO)IF OTBETC MSCTOTO HAa MHKCKTHUPAHC

H3muiite PBULECTE CU MHOT'O )106pe ChC CallyH U TOILIa BOAA.
Ilouncrere KokaTa Ha MICTOTO Ha HUHKCKTHUPAHE C aHTUCCIITUYHA KbPITMYKA.
He nokocBaiiTe noBede Ta3u obmact J0 IOCTaBAHCTO Ha MHKCKIUATA.

CpaJieTe KanavkaTa Ha urjara (Bx. ¢purypa 3):

KanaukaTa Ha uriaTta He TpsiOBa J1a ce CBAJIA, IOKATO HE CTE FTOTOBH J1a HHXKEKTHPATE J103aTa.
BsemeTe npeiBapUTEIHO HABJIHEHATA CIIPUHIIOBKA U XBaHETE IIMJIMHbPA i C eHA PhKa.
W3appnaiiTe kanaukarta Ha uriiaTa, 0e3 Ja s OrbBaTe, U s U3xBbpiere. Jokaro mpaBuTe TOBa, HE
JTOKOCBakTe OyTanoTo.
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Odurypa 3

Moske ma 3abenexuTe Bh3IyITHO MEXypUe B MPEIBAPUTEITHO HATBITHEHATA CIIPUHIIOBKA HITH
KarKka TeYHOCT Ha BbpXa Ha UriaTa. ToBa € HOpMaJTHO U He € He0OXOANMO J1a Ce OTCTpaHsBaT.
He nokocBaiiTe uriara u He s JONMUPANTE B APYTH MOBHPXHOCTH.

He m3non3Baiite mpeaBapuTeHO HATBJIHEHATA CIIPUHIIOBKA, aKO 51 H3THPBETE C OTBOPEHA UTJIA.
AKO TOBa ce CiTy4H, ce CBbpKeTe ¢ Bamust nekap uinm hapMariesr.

WmxektupaiiTe 103aTa BeIHAra, oM CBAINTE KamadykaTa Ha Uriara.

HNukexkTHpAajiTe 103aTa:

XBaHeTe MpeBAPUTEITHO HATBJIHEHATA CIIPUHIIOBKA MEXKIY CPEIHUS NMPBCT U MOKa3alela Ha
eJlHaTa phKa U IMOCTaBeTe Mayella CH BbPXY Kpas Ha OyTaJoTo, a C [pyrara pbKa JIeKO 3aXBaHEeTe
MOYMCTEHATA KOXKa MEXy najiena u nokasaneua. He cruckaiite cuiHo.

He m3nwspnBaiite 6yTanoro.

C enHo OBP30 IBIKCHUE BHBECTE UIJIaTa B KOXKATa, JOKBICTO MOXKE (BXK. urypa 4).

Qurypa 4

WmxexTHpaiiTe IAI0TO KOJIMYECTBO OT JEKAPCTBOTO, KATO HATHCKATe OyTaloTo, JOKATO KPasT
My JOCTHUTHE MEXIy KpHIIaTa Ha MPeasuTelis Ha uriara (Bx. purypa 5).
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Kpunia na

TMPEAIasuTeIA

Qurypa 5

Koraro OyTanoro CTHrHe 10 Kpasi, He OTITyCKaiiTe HaTHCKa BbPXY HEro, M3BaJIeTe UIaTa u
nycHeTe Koxara (Bx. durypa 6).

Qurypa 6

basHno OTCTPAHCTEC MaJi€lia Ch OT Kpasd Ha 6YTaJIOTO, 3a Jia MO3BOJIMTE Ha IMpasHaTa CIIpUHIIOBKa
Ja C€ MPUABUIKU HArope, JOKATO LisjI1aTa Urja C€ MOKPUC C MIPEAINIa3UTEIIA, KAKTO € IIOKa3aHO Ha

turypa 7:

Qurypa 7
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Cien UHKEKTHPaHe:

[IputHcHeTEe aHTHUCENTHYHA KBPIMYKA BEPXY MACTOTO Ha WHXKEKTHPaHE B MPOIBIDKEHUE Ha
HSIKOJIKO CEKYHJIH, CJIe/I KaTO ITOCTaBUTE MHXKEKIIHITA.

BB3MOXXHO € Ha MSCTOTO Ha MHXKEKTHPAHE Ja UMa MaJIKO KOJIMYECTBO KPhB WIIK TEYHOCT. ToBa
€ HOpMAaJHO.

Mosxe 1a IPUTHCHETE MACTOTO Ha HHXKEKTUPAHE C MaMy4eH TAMIIOH WJIM MapJis U J1a
3aabpxkure 10 cekyHau.

He pastepkBaiiTe koxkaTa Ha MICTOTO Ha HHXKEKTHpPaHe. AKO € HEOOX0IUMO, MOKE J1a CIIOKUTE
MaJjIKa JIeTICHKa BhPXY MACTOTO Ha MH)KEKTHpAHE.

HN3xBbpasiHe:

Wznon3saHuTe CIPUHIIOBKH TPSIOBA J]a ce MOCTaBAT B HEMPOOMBaeM KOHTEIHHEpP KaTo
KOHTelHepa 3a ocTpu npenmetH (Bx. purypa 8). 3a Bamrara 6e3omacHocT u 31pase U 3a
0e30MacHOCTTa Ha IPYTUTE, HUKOTa HE M3II0J3BaiTe MOBTOPHO CIPHHIIOBKUTE. M3XBBpIIiTE
Bamms xoHTeiHep 32 0CTpH NPEJMETH B CHOTBETCTBHE C MECTHUTE PA3IIOPEI0H.
AHTHCENTUYHUTE KbPIUYKH U IPYTH KOHCYMAaTHBH MOXE JIa C€ U3XBBPIIT B OOIIHS OOKITYK.

Qurypa 8

97



	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛИ НА БИОЛОГИЧНО АКТИВНОТО ВЕЩЕСТВО И ПРОИЗВОДИТЕЛ, ОТГОВОРЕН ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ И ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

