MIPUJIOKEHUE T/

KPATKA XAPAKTEPI/ICTI&IHA MHNPOAYKTA



V Tosu JICKApCTBEH MPOIYKT MOJICKH Ha JTOIMBIHUTEIHO HaOroAeHue. ToBa 11e 103BOJIM ObP30TO
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIKsI OTHOCHO 6e30macHoCTTa. OT METUITUTHCKUTE CIIEITHATUCTH Ce
M3KCKBA JIa ChOOIaBaT BCSIKA MOJ03MpaHa HeXellaHa peakius. 3a HaunHa Ha ChoOIaBaHe Ha
HEKeJaHU peakINK BIKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUS ITPOJAYKT 60
ABSIMKY 130 mg koHmeHTpaT 3a UHQY3UOHEH Pa3TBOP &QQ/
2. KAYECTBEH U KOJIMYECTBEH CBbCTAB Q

Bceexku ¢akon chabpka 130 mg ycrekunymab (ustekinumab) B 26 ml (5 mg/ml). /O

Verekuaymab e usipsuio 4oBerko 1gG 1k MOHOKIIOHAIHO aHTHTSUIO KbM uHTepeBkuH (1L)—12/23,
MPOU3BEACHO B MUEJIOMHA KJIEThYHA JIMHUS HA MUILIKH C TOMOILLTA HA PEKO antHa JIHK

TEXHOJIOTHA. &

IToMoIIHO BEIECTBO ¢ U3BECTHO JCUCTBHE QQ/
CoabpxkaHye Ha HATPUMA {;)
Besika no3a cpappika mo-mMainko oT 1 mmol Hatpuit (23 mg). fb

CopbprkaHue Ha noaucopOar %
Bcesika ennanna o6em cpappika 11,1 mg monucopbat 80, KoWTO ca ekBuBasieHTHU Ha 10,4 mg B 103a

130 mg.
<

3a IBIHUA CIIHCHK Ha IMTOMOIITHHATE BEIECTBA BHmTe@qKa 6.1.

N
<

3. JIEKAPCTBEHA ®OPMA %)

KonuenTpat 3a uH}y3noHeH pa3TBOp 9 /@

Pa3tBOpBT € Oe31BeTEeH J10 6JI€)Z[O)K3.®/I OHMCTB JI0 JIEKO OIAaJIeCIICHTEH.

4. KJIMHUYHHA I[AH(@ \

41 TepaneBTUYHH ML %ﬂﬂl/lﬂ

boxect na Crohn QO

ABSIMKY e HOK@ﬂ a JIeueHNe Ha Bb3PACTHH MAalMEHTH C YMEPEHa JI0 TeXKa aKkTHBHA O0JIeCT Ha

Crohn, xouTo cayce MOBIMSIN HEAOCTATHYHO, BeYe HE CE TMOBIMSIBAT WM HMAT HETOHOCHMOCT KbM

KOHBEHIIMOH Ta Tepanus Wik KbM anTaronuct Ha TNFo, wim uMaT MeTMIIMHCKA

MIPOTHUBOIIO, 1Sl 32 TAKUBA TEPATIHH.

Ynuep &KOHI/IT

ABS Y e nmokasaH 3a JieueHre Ha Bb3PACTHH MAIMEHTH C YMEPEH JI0 TeXbK aKTHBEH YJIIIePO3eH

K ) KOUTO ca Ce MOBJHSUIM HEJOCTAThYHO, BeUe HE Ce MOBJIMSABAT WM UMAT HETOHOCUMOCT KbM

BEHIIMOHAJIHATA TEPaITUsl WK KbM OMOJIOTUYEH JIEKAPCTBEH MPOIYKT, WX HMAT METUIIMHCKA

OTHBOIIOKA3aHMUs 3a TaKMBa Tepanuu (BK. Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA NMPUJIOKEHHE

ABSIMKY koHIeHTpaT 3a HHPY3HMOHEH Pa3TBOP € MpeIHa3HaueH 3a yrnorpeda moa pbKOBOACTBOTO U
Ha/30pa Ha JIeKap ¢ OMUT B AMATHOCTUIIUPAHETO U JieueHHeTo Ha 6osect Ha Crohn wmu yireposex



kosut. ABSIMKY koHIiieHTpaT 3a HH(Y3HOHEH Pa3TBOP TPsOBaA Ja ce U3I0JI3BA CaMo 3a
MHTPaBEHO3HATA WHIYKIIMOHHA J103a.

ﬂo:snpoma

bonecr na Crohn u yniepo3eH KoIuT ’O
Jleuennero cbc ABSIMKY Tps6Ba na ce 3amouHe ¢ eAMHNYHA HHTPAaBEHO3HA 1033, OCHOBABAILA
TenecHoTo Terio. MHQYy3HOHHUST pa3TBOp TPsOBa J1a ce MPUTOTBH OT HKOJIKO (uiakoHa ABSI

130 mg, xakTo e ykazaHo B Tabnuma 1 (BX. Touka 6.6 3a IPUTOTBIHETO). &

O

Tabnuya 1  Hauanna unmpasenosna 0oza na ABSIMKY

TenecHo Terio Ha MalueHTa [Ipenoppuntenna Bpoit (bJIaKOHI/IA

KbM MOMEHTA Ha IpujiaraHe nosa? ABSIMKY 13%g

<55kg 260 mg 2

> 55 kg mo <85 kg 390 mg Qz\

> 85 kg 520 mg A,

8 TpuGmusurenno 6 mg/kg &"
[IbpBaTa nmoaxoxHa 103a TpsOBa 1a ce MPUIIOKU Ha CEIMUIA 8 Cllel aBEeHO3HaTa J03a. 3a
JIO3UPOBKaTa IpPH MOCIEIBAIATA CXEMA HA TIOJIKOXKHO MPUIOKEHU Te Touka 4.2 ot KXII Ha

ABSIMKY wumkeknuoHeH pa3top ((h1akoH) 1 MHKEKIIMOHEH pa@op B [IPE/IBAPUTEIHO HAITbIHEHA

CTIPUHIIOBKA.
Cmapuecka év3pacm (> 65 200unu) @
He e HeoOXxoaMMo ajantiupaHe Ha J103aTa Ipu nauHeHT&gfrapquKa BB3pacT (BXK. Touka 4.4).

bvoOpeuno u uepnodpobHo yspesicoare
He ca IpoBeXIaHH POYYBAHUS C YCTEKHHYMa6 RpW Te3| Tonyianuy marpenTy. He Moxe 11a ce mane
npernopbKa 3a 103ara.

Q
THeouampuuna nonynayus
BesomnacHoctTa 1 eprkacHOCTTA HA yge&é{HyMaG npu iedende Ha 6osect Ha Crohn winu yieposen
KOJIUT MPH JIella Ha Bb3PaCT moJ| 18 TOAHNYU Bee ollle He ca yCTaHOBEHH. JIMICBAT JaHHHU.

Haunn Ha npuinoxxenue ‘%

ABSIMKY 130 mg e camo 3a g’[?aBCHOBHO npriokeHue. Toii TpsOBa ia ce mpuiara B
MPOABIDKEHNE Ha Hal-MaJIKO €AMH vac.

3a yka3aHHs OTHOCHO pa3® AHETO Ha JICKAPCTBEHUS MPOYKT MPeIn MPHIOKEHNE BIKTE ToUKa 6.6.

4.3 Hpmnsonoxaa@

CBp’BX‘IyBCTBI/ITCH@E KBbM aKTHBHOTO BCIICCTBO MJIM KbM HIKOC OT IIOMOIITHUTEC BCIICCTBA,
n30pOeHU B TO‘QQ 6.1.

KnMHHqu&{HMa, akTHBHA MH(DEKIMS (HAMp. aKTUBHA TYOEpKyJ103a, BXK. Touka 4.4).

A

44 NHMAJHHA NpeAYNpe:KAeHUs U MPeINna3Hi MepKH NpH ynorpeda

II @e HUMOCT
%a ce MoA00pHU MPOCIECAUMOCTTa Ha OMOJIOTHYHHTE JIEKAPCTBEHH MPOAYKTH, UMETO U MAPTUIHHST
Mep Ha IPUIOKESHHS MTPOAYKT TPsOBa SICHO J1a Ce 3alKCBar.

Wndekuun

YcTeknHyMad MOXe J]a UMa TIOTEHITHAN J1a YBeJTM4aBa prcka OT MH(EKINY U J1a peaKTUBUPA JTaTCHTHU
nHpexknny. [Ipy KTMHNYHE TPOYYBaHUS U MOCTMAapKETHHTOBO 00CEPBAIIMOHHO MPOYYBAHE MTPH
MAIMEHTH C TICOpUa3nc, ce HabIIoIaBaT Cepuo3HN OaKTepUallHU, THOMYHH U BUPYCHH UH(EKIINHU MPH

MALUCHTH, TIPHEMAIH YCTeKUHYMa0 (BK. Touka 4.8).
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[pu nanueHTy, TEKyBaHU ¢ YCTEKHHYMa0, ce choOIaBa 3a OMOPTIOHUCTHYHHN WHPEKIINN, BKITIOYBAIIN
peakTuBUpaHe Ha TyOepKy03a, APYTH OMOPTIOHUCTHYHYN OaKTepraTHu HH(PEKIIH (BKIIOYHTEITHO
aTUMMYHA MUKOOAKTepUaHa UH(EKIUS, MCHUHTHT, IPUYMHEH OT Listeria, THEBMOHUS, MPUYUHEHA OT
Legionella, n HOkapamno3a), ONOPTIOHUCTUYHA MUKOTHYHU HH()EKIIHH, OTIOPTIOHUCTHYHU BHPYCHU
HHPEKIUN (BKITIOYUTEITHO SHIIChATHUT, MPUIMHEH OT XePIeC CUMIUICKC 2) U Mapa3uTHH WHOEKITHH
(BKJITFOUMTETHO OYHA TOKCOILIa3MO03a). b

TpsiOBa Aa ce MOaX0%K/1a C MOBUILIEHO BHUMAHHKE, KOraTo ce 00ChKaa npuiokenneTo Ha ABSI
MIPY MAIUEHTH ¢ XPOHUYHH UH(PESKIINY WU aHaMHe3a 33 peluAuBUpaIia nHpeKus (Bx. Toq;Q ).

[penu 3amouBaneTo Ha jJedeHue ¢cb¢ ABSIMKY maiuenTure TpssOBa aa ce M3ClIeaBar 3
Tybepkyno3Ha nadpekims. ABSIMKY He TpsiOBa a ce mpuiara mnpy NanyeHTH ¢ aKTH

TyOepkyno3a (Bxk. Touka 4.3). Jledennero Ha naTeHTHa TYOEpKyio3Ha HHGEKIHS TPAQBA J1a 3a10uHe
npenu npuioxkenuero Ha ABSIMKY. AHTuTyOepKyno3HaTa Tepamnus cbIio Tpsio 0b1e obchaeHa
npeny HadanoTo Ha neueHne cbc ABSIMKY mpu manmenTn ¢ aHamHe3a 3a JaTQHTHA HITH aKTHBHA
TyOepKyIi03a, Py KOUTO HE MOKE JIa ce TIOTBBPIU aJcKBaTeH Kypc Ha Jieue ﬁ[aunemme,
npuemam ABSIMKY, tpsibBa na ce HaOmoqaBaT BHUMATETHO 32 MPH3HA CUMITOMH Ha aKTHBHA
TyOepKyJi03a 1Mo BpeMe Ha JICUCHHUETO U CIIe]] HeTO. Q/

[ManmenTure TpsiOBa 1a OBAAT HHCTPYKTUPAHU JIa TIOTHPCAT JIEKapC BET, aKO C€ MOABSAT NPU3HALU
WIIM CUMITTOMH, TIperoaramny nH}eKus. AKO MalyueHT pa3Bue 03Ha HH(EKIHS, ChCTOSHUETO
My Tps6Ba BHUMaTenHO 1a ce cienu 1 ABSIMKY ne TpsoBa 1 puiiara, 10kaTto HH()EKIHUATa He

ObJie OBIIasHA.

<
3n0KkavyecTBEHH 3a00sIBaHHS
HmyHocymnpecopy KaTo ycTeKHHYMad umar HOTeHungg YBEIMYaBaT PUCKa OT 3I0KAUYECTBEHU
3a0osiBanus. Hkou manueHTH, KOUTO ca mpruemMaln IMKY B KIIMHMYHH TIPOYYBaHUS U B
MOCTMAPKETHHTOBO 00CEPBALIMOHHO ITPOYYBAHE II IIMEHTH C TICOPUA3HC, Ca Pa3BUIIN KOXKHU U
HEKO)KHU 3JI0KQUeCTBEHHM 3200 IsIBaHUS (BK. 34.8). PUCKBT OT 3110KaYeCTBEHN 3a00JIIBAaHUS MOKE

Ja € MO-BUCOK ITPpU MalueHTH € ICOpUa3unc, K Ca JICKYBaHU C Jpyru OHOJIOTHYHH JICKapCTBa B
X072 Ha 3a00JIsIBaHETO. O

He ca nmpoBeXIany IpOyYBaHHMs, B KOH acTBar MALMEHTU C aHAMHE3a 3a 3JI0Ka4eCTBEHU
3a00JI1BaHuUS WM B KOUTO MPOJIBIIK CUCHUETO Ha MALMeHTH, Pa3BIIIHM 3JI0KaUeCTBEHO 3a00IIsIBaHe
10 BpeM€ Ha IIpreMa Ha YCTGKI/IHy@ 3aroBa TpsAOBa Ja ce MOIX0XKJa C TIOBUILECHO BHUMAaHHE,
korato ce o0chxkaa npuitoxernnero Ha ABSIMKY npu Te3u nanuenT.

Benuku nanueHTH, no-cre o Te3u Haja 60 roguHu, NAUEHTH ¢ aHaMHe3a 33 IPOIBbJDKUTEITHA
HMYHOCYIIpECHBHA Tepa JIM TakuBa ¢ aHamHe3a 3a [IYBA-tepanus, TpsiOBa 1a ce HaOmogaBar 3a
M0sIBa Ha paK Ha Koxa . Touka 4.8).

CucremMHH 1 DCCHI&DHI/I PCAKIIMH Ha CBPBXYYBCTBUTECIHOCT

g

Cucmemnu

Cepuo3Hu pea Ha CBPBHXYYBCTBUTEIIHOCT Ca JIOKJIaIBaHU B IIOCTMAPKETUHIOBH YCJIOBHUS, B HIKOH
CIIy4au HSK JTHY crien ieueHnero. MiMa cirydan Ha aHaWIIakCHs U aHTHOEIeM. AKO Ce ITOSBU
aHaguia a WK Ipyra Cepro3Ha peakius Ha CBPhXYyBCTBUTEIHOCT, TPSIOBa Ja ce Ha3HAYU

nonxon@ tepanus u npuioxenneto Ha ABSIMKY TpsidBa na ce npeycranosu (Bx. Touka 4.8).

Pe@%, C8bP3aHU ¢ UHPY3UAMA
HUYHHUTE U3MUTBAHMS ca HaOJIF0IaBaHU PeaKIiy, CBbp3aHu ¢ nHby3usaTa (Bx. Touka 4.8). Io
%EMe Ha MMOCTMapKETHHIOBOTO HAOIIOICHUE Ce ChOOIaBa 3a CEPUO3HH PEAKIUH, CBEP3aHH C
H(y3UsATa, BKIIFOYUTEITHO aHADWIAKTHYHY PEaKIui KbM WHQY3usITa. AKO ce HabIoJaBa cepruo3Ha
WJIH )KMBOTO3acTpallaBania peakiys, TpsioBa Jia ce 3arovHe MOAX0/sIIa TePaust U MPHIOKESHUETO Ha
ycTeKnHyMab J1a ce MpeycTaHOBH.

Pecnupamopnu
Ciy4vau Ha aepriuyueH anBeouT, e03MHO(MITHA THEBMOHUS M HeHMH(EKITMO3HA OTpaHn3UpaIia
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ITHEBMOHUSI Ca ChOOIICHH 110 BpeMe Ha MOCTMapKeTHHroBara ynorpeba Ha ycreknHymad. Kimnnuunure
HPOSIBH BKJIIOYBAT KAILIHIA, TUCITHES ¥ HHTEPCTHILHAIHA HHQWITPATH CIIe] eHA 10 TPH A03H.
Cepuro3HHTE MOCIICANIH BKITIOYBAT TUXATEIHA HEOCTATHYHOCT M POABIDKUTEIIHA XOCITHTATU3ALIHUSL.
[TonoOpenue € choOIIaBaHO Cie/] IPEYCTAHOBSIBAHE Ha JICYUCHUETO C YCTeKMHYMAal U B HAKOU CITy4an
IPH IPHIIOKEHUE Ha KOPTHKOCTEPOUAU. AKO Ob/ie H3KITI0UYeHa HH(EKIHS U THarHo3aTa ce MOTBbPAN
MPUIOKCHUETO Ha YCTEKMHYMAa0 TpsiOBa J1a ce MPEyCTaHOBH M Ja CE 3all0YHE MOAXOMASIIO JICYCHU ’b
(Bk. Touka 4.8). é/b

ChbpeYHOChI0BY CHOUTHUS Q
Ilpu natuenTH ¢ ICOPHA3UC, ¢ EKCIIO3HUIHS HA YCTEKMHYMaD, B TOCTMAPKETHHIOBO 00CEPBATIOHHO
Npoy4BaHe ca HaOJII0IaBaHK ChPAEYHOCHI0BH CHOUTHS, BKIIOUMTEIHO HHDAPKT HA MUOKAPIa U
MO3bYHO-CBJIOB HHIIMJEHT. PuckoBUTE (hakTOpH 3a CHPAEYHOCHI0BO 3a00/IABaHE TpﬂG&\ua ce
OLIEHABAT PEJOBHO MO BPEME Ha JICYEHHUETO C YCTEKUHYMaO. 0}

Bakcunannn O)

[IpenopbuBa ce 1a He ce MpUiIarar >KUBU BUPYCHH WM )KUBU OaKTEpUAITHU B Hu (kato BLDK)
ennoBpemenHo cbc ABSIMKY. He ca nmpoBexiaH! KOHKpETHH TIPOYyYBaH Y TIallUEeHTH, BEPXY
KOHUTO HACKOpPO € MpujiaraHa >kusa BUPyCHa WJIH KHBa OakTepranHa Bakcuid. Hsama nannu 3a
BTOPHYHO IpeAaBaHe Ha MHPEKIMS Ype3 )KUBU BAKCUHH MPH MALIUEHT, @bnyanamH YCTEKHHYMao.
Jleuenneto ¢ ABSIMKY tpsibBa ia ce nmpeycTaHOBHU Haii-MaJlko 3a JIMUIIM CJIe]T TocaelHaTa 103a
MIPEH MOCTaBsIHETO Ha KMBA BUPYCHA HJIH JKUBa OaKTepHaIHa Ba a ¥ MOXe Jia ce Bb30OHOBHU Haii-
MAaJIKO 2 CEIMMILN ciie]l BAKCUHUpPaHeTo. Jlekapure, npeanucsa €KapcTBOTO, TPsIOBa 1a HANIPABAT
cnpaBka ¢ KpaTkaTa xapakTepucTuKa Ha MpoayKTa 3a KOHKpCT& BaKCHHA 3a JOIbJIHUTETHA
WHPOPMALIUS U YKa3aHUS 32 ChITBTCTBAIIOTO MPHIIOKEHNE HQdMyHocynpeanHH JIeKapCTBa ClIe]
BaKCUHHUPAaHE. Q/

He ce npenoppuBa npunarane Ha >KMBH BaKCHHH (K K BakcuHa) mpu KbpMaueTa, ¢ eKCIO3UINA
Ha yCTeKHHYMa0 in Utero, B mpoabDKeHHE Ha JBa ceT Mecela ciell paXJaHeTO WK T0KaTo
CepyMHHUTE HHMBA Ha yCTEKWHYMal IpH KbpMauerp CliaJHaT [10J] HUBOTO Ha JETeKUHMs (BX. TOUKU 4.5 U
4.6). Ao e HanuIle KaTeropuIHa KIMHIYHA 3a OTJICITHOTO KbpMaye, MOXKE Jia C€ OOMUCITU
IpujaraHe Ha ’KMBa BaKCHHA B II0-PaHEH MQMEHT, aKO HE Ce OTKPHBAT CEPYMHH HUBA Ha

YCTeKHHyMao. &

J
[ManmenTHTE, KOUTO YHOTPEOSIBAT A@KY, MOXE J1a [TOJIy4aT €JHOBPEMEHHO UHAKTUBUPAHU WU
yOUTH BaKCHHH. \%

JbIArocpo4yHOTO JIEUSHHUE C Y/ &I}HyMaG HE TIOTUCKA XyMOPAJIHUSI UMyHEH OTTOBOP KbM
MTHEBMOKOKOBHUTE ITOJI3aX Y BaKCHHH HJIM KbM BaKCHHHUTE CPEILLy TeTaHyc (BXk. Touka 5.1).

CpIrbTCTBAIA UMYHOC
IIpu npoyuBanus np pHa3uc He ca OLCHSABAaHN 0€30MIaCHOCTTAa U €(PUKACHOCTTA Ha YCTEKHHYMab B
KOMOWHAIHNS C UM TIPECOPH, BKIFOUUTEITHO OMOJIOTMYHM NPOAYKTH Wil poToTepanus. [Ipu
MPOYYBaHUS MPH NCOPUATUYEH apTPUT, eAHOBpeMeHHaTa ynotpeda Ha MTX He nomusiBa
0€30MacHOCTT ¢dukacHocTTa Ha ycTeknHyMa0. B npoyuBanusita npu 6osect va Crohn u
yILEPO3EH T, ETHOBPEMEHHATa yIoTpeba Ha MMYHOCYIIPECOPH MM KOPTUKOCTEPOUIH U3TISKIA
HE TIOBIIY &ewnam{ocma i euKacHoCTTa Ha ycreknHyMab. TpsOBa na ce moaxoxaa c

TTOBHIII &HI/IM&HI/IC, KoTaTo ce 00CHXkK/Ia eTHOBpEeMEHHATa YIOTpeda Ha JIPYyTrd UMYHOCYTIPECOPH U
ABS WX TIPY IPEMUHABAHETO KbM JICYCHUE C APYTH OMOJIOTHYHU UMYHOCYTIpECOpH (BXK.

TO ¥5).

QYHOTenaHI/ISI

CTCKI/IHYM8.6 HC € OLICHABAH IIPU IMAUCHTHU, KOUTO Ca NOAJIaraH Ha UMYHOTEpAIus 3a aJICpruu. Hee
HU3BCCTHO OaJIn YCTCKI/IHYMa6 MOX€E Ja C€ 0Tpa3u Ha UMYHOTCpAIIUATA IIPHU aJICPruu.

HWBHA TCpaIrus

CepHro3HH KOKHH 3a00JIIBaHUS
[Ipu marueHTH ¢ ICOpPHA3KC ce ChOOIaBa 3a CIIydyau Ha eKC(DOIMATUBEH IEPMATHUT CIISH JICUCHHUE C
ycTeknHyMa0 (Bk. Touka 4.8). [lanmeHTHTe C mIakoB IICOPHA3UC MOXKE Ja Pa3BUAT CPUTPOICPMHUICH
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TICOPHA3HC KaTO YacT OT €CTECTBEHUS X0/ Ha 3a00JIIBAHETO ChC CUMIITOMH, KOUTO MOKE OT KITMHHYHA
TJIe/IHA TOYKA JIa He Ce OTIMYABAT OT eKC(OIMATHBHUS AepMaTHT. JlekapuTe TpsOBa ja BHUMABAT 3a
CUMIITOMH Ha EPUTPOJCPMUYCH TICOPUA3UC HITU CKC(OIMATUBCH JAEPMATHUT KaTO 4acT OT
MOHUTOPHPAHETO Ha MCOPHA3KCA MPH NalueHTa. AKO Te3U CHMIITOMU C€ TIOSBSAT, TPSAOBA Ja ce
3amouHe nojxosmio neueHue. [IpuemsbT Ha ABSIMKY TpsiOBa na ce mpeycraHoBH, ako UMa

ChMHEHUS 3 JICKApCTBEHA PEaKITusl. bfb
3abosnsgBaHus, CBbP3aHU C JYITYC Q/
Cnyyau Ha 3a00JsBaHUS, CBBP3aHHU C JIYIYC, CE ChOOINABAT PU NAIIMCHTH, JICKYBaHU C yCTe}QQMa&
BKJIFOUUTEITHO KOXKEH JIYITyC EPUTEMATO/IEC U JTynyc-niojo0eH curapom. [Ipu Bp3HUKBaHE e3uH,
0c00EHO Ha U3JIOKEHUTE Ha CIIBHIIC YIACTHIIM Ha KOXKATa, WK aKO T€ CE ChII'TCTBAT OT aITHS,
MMalACHTHT TPSIOBaA 1a TOTHPCH He3a0aBHO JIEKapcKa MOMOII. AKO Ce MOTBHPAST 3200 HUS,

CBBP3aHH C JIYMyC, YCTEKHHYyMab TpsiOBa J1a ce MPEYCTAHOBH U JIa CE 3al0YHe noaxggmo JIeYCHHE.

)

CoenmaJay nonyJialnuu

Cmapuecka év3pacm (= 65 coounu) ‘z\

B KIMHUYHATE U3MUTBAHUS PH 0J00PEHUTE TIOKa3aHUs He ce HabIo1aBa €CTBEHH pa3nyus B
e(pUKACHOCTTA WM 0€30ITACHOCTTA NPY MAIUEHTH Ha 65-TOIUIIIHA Bb3pa II0-TOJIEMH, KOUTO
MOJTy9YaBaT YCTEKMHYMa0, B CPAaBHEHHUE C MO-MJIaJI MalueHTH. bposr @Iaunemme Ha BB3pacT

65 roaMHU U MO-roJIeMH 00aue HE € JIOCTAThYCH, 3a JIa Ce OIpeIeT Ce TMOBJIMSIBAT PA3JIMYHO OT

MO-MITQ/INTE MAKEeHTH. T KaTo pa3npocTpaHEeHUETO Ha HHPEK pen cTapueckara Momyianus
KaTo ISUI0 € TO-TOJISIMO, JICUCHUETO TP MAIUCHTH B CTAPUCCKa L’IQaCT TpsiOBa Jia ce mpuiiara
BHHUMATCIIHO. @Q

ChbabpkaHye HA HATPUA

ABSIMKY cpabprka no-manko ot 1 mmol HaTpwmii (2 %/Ha J103a, T.€. MOXKE Ja ce Kaxke, 4e
MPAaKTUIECKH He Chabpika Hatpuii. ABSIMKY O%@ paspexa ¢ Harpues xaopua 9 mg/ml (0,9%)

nH(py3noneH pa3rop. ToBa TpsOBa 1a ce nma npe NPY MAIIMEHTH HA JIUeTa ¢ KOHTPOJIUpPaH
npueM Ha HaTpuii (BK. ToUka 6.6). @

CobabpxaHue Ha nonucopbat @

ABSIMKY cpabpka 11,1 mg nonucopo BBB BCSKA €MHUIIA 00eM, KOUTO Ca €eKBUBAICHTHHU Ha
10,4 mg na mo3a 130 mg. J

[Nonucopbarute Morar aa HquHHHT@gFHLIHI/I peaknuu. TpsiOBa na kaxketre Ha Bamms siekap, ako
MMaTe YCTAaHOBEHU AJICPrHUM.

45 BsaumoneiicTue ¢ Apyru hexapcTBen#H NpoayKTH U APYrH GOPMH Ha B3aHMoOeiiCTBHE
’KuBu BakcuHU HE TPSIOB ce npuiarar eqHoBpemenHo ¢ ABSIMKY .

He ce npenopbusa 1 raHe Ha xuBU BakcuHU (kato BIX BakcuHa) npu kbpmadera, ¢ eKCIO3ULHS
Ha ycTekuHymao i 0, B IPOIBJDKEHHE HA IBAHAJICCET MECEIla CJIE/l PaXXIAHETO WIH JOKATO
CepyMHUTE HHBA H%CTeKHHyM% MPU KbPMAYETO CIIJHAT 1101 HUBOTO Ha JeTeKIus (BX. Touku 4.4
4.6). Axo e Ha KaTeropuyHa KJIMHUYHA 110132 33 OTJIETHOTO KhpMade, MOXKe Jla ce 0OMUCITH
npujarate Ba BaKCHHA B IT0-PaHEH MOMEHT, aKO HE C€ OTKPHBAT CEPYMHH HHBA Ha
YCTCKI/IH}@
[pu Q(ﬁaxom/memqﬁn aHaJIM3M Ha MOMYJIALMITa, HApaBEeH! B IpoyuBaHus (aza 3, e ucieqBan
eq)e@, Ha Hail-4ecTO eHOBPEMEHHO NPUEMAaHH JIEKApCTBEHHU MPOAYKTH MPH NALMEHTH C IICOPHA3HC
YUTEITHO U MapareTaMoll, noynpodeH, aleTHICATHIINIOBA KHCEINHA, METQOPMUH,
é‘)pBaCTaTI/IH, JIEBOTUPOKCHH) BbPXY (papMaKkOKWHETHKaTa Ha ycTekuHyMa0. He ca HabmonaBanu
PHU3HALIM Ha B3aUMOAEHUCTBHE C TE€3W €THOBPEMEHHO NMPHEMaHH JEKapCTBEHHU MpoaAyKTH. OCHOBa Ha
TO3W aHanu3 € QPakThT, ye Hail-manko 100 manmenTn (> 5% oT n3cnenBaHaTa MOMyJamnys) ca JeKyBaHH
€HOBPEMEHHO C Te3M JIEKAPCTBEHH MPOAYKTH Tipe3 more 90% ot neproia Ha MPOYyIBAHETO.
dapMakOKWHETHKATa HAa YCTEKMHYMa0 He ce € MOBIHsUIa OT eAHOBpeMeHHaTa yrorpeda na MTX,
HCIIBC, 6-mepkanTonypuH, a3aTHOIPHH U IIEPOPATTHU KOPTUKOCTEPOUIH IIPH NMALTUEHTH C
HICOpHATHYCH apTpHuT, Oosect Ha Crohn witH yiepo3eH KOJNUT, WK OT MPEALISCTBAIA eKCIIO3HUIHS Ha
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antu-TNFa cpeacTsa, pH MalMEHTH ¢ IICOPHATHYEH apTpHUT win 6omect Ha Crohn, wiu ot
MpeaIiecTBaIa eKCIo3UINs Ha OMOJIOTHYHH JIEKAPCTBEHH MPOAYKTH (T.€. auTh- | NFa cpencTa w/mmun
BeJ10JIM3yMa0) MPpU MAUEHTH C YIIEPO3€H KOJIUT.

Pesynratute oT mpoy4uBaHe in Vitro u ot npoyusane ¢da3za | mpu y4acTHHIH C aKTHBHA 0OJIECT HA
Crohn He npenmnonarat HEOOXOAUMOCT OT aJANTHPAHE HA JI03aTa P MALUCHTH, KOUTO MOJTy4aBa
enHoBpeMeHHO CYP450 cyOcTparu (Bk. Touka 5.2). Q/b

[Ipu npoyuBaHust MpU TICOpUA3UC HE ca OLEHSIBaHU 0€30MacHOCTTa U e()UKACHOCTTA Ha YCTE QM&6 B
KOMOWHAINS C UMYHOCYTIPECOPH, BKIIFOYUTEIHO OMOJIOTUYHH CPEICTBA MU (bOTOTepanm.@)n
POYYBaHUS IPU ICOPUATHYEH apTPUT, ChITPTCTBAILOTO NpuiIokeHne Ha MTX He nmoen
Oe3onacHocTTa U epUKacHOCTTa Ha ycTeknHyMab. B nmpoyuBanusTa npu 6osect Ha Crefin n

YIEPO3EH KOJIUT, ChII'BTCTBAIIOTO MPUIIOKEHHE HA KMYHOCYTIPECOPH MM KOPTUKOGLEPOUIH
M3TIIekKa He TIOBIHIBA 0€301acHOCTTa Wi e(hUKaCHOCTTA Ha YCTEKHHYyMao. (BxK ad.d).
4.6 @epTHANTET, )PEMEHHOCT U KbPMEHe Q;2\
Kenu ¢ nereposieH NOTEHIINAI &
’Kenu ¢ neteponieH noTeHnyan TpsOBa Ja U3MON3BAT €(PEKTHBHA METQ, a KOHTpAIIETIIINS TI0 BpeMe
Ha JieueHue U 10 15 ceaMuIy cieq IeueHUETo. 0)
Bpemennoct Qf]b
T &JIe] eKCIIO3UIHS Ha yCTEKUHYMal ¢

[IpocrieKTHBHY JaHHU OT HETOJISIM Opoii ciy4an Ha OGpeMEHHQC
U3BECTEH U3XO0J, BKIIOUUTENHO oBeye oT 450 ciryuas Ha 6péi€HHOCT C €KCIIO3MIUS IIPE3 IbPBUS
TPUMECTBHP, HE NMOKA3BAT MOBUILIEH PUCK OT TOJIEMHU Bpoz[@y MasipopManyy PH HOBOPOJIEHOTO.

OpeMeHHOCTTa, EMOPHOHATHOTO/(PETATHOTO Pa3BUELE, paXKTaHETO WIIH MTOCTHATAIIHOTO Pa3BUTHE (BXK.

Touka 5.3). @

IIpoyuBaHusiTa IpU )KUBOTHU HE MOKA3BAT IPEKU \I/I%lHereKI/I BpeIHH €PEKTH, CBbP3aHU C

HannunusaT knuHuyeH onut obave € orpaxH q& Karo npenmnasHa Mspka € 3a IpeArnoYuTaHe 1a ce
n30srBa ynorpebara Ha ABSIMKY mo B@ Ha OpEeMEeHHOCT.

J
YcreknHyMab mpeMruHaBa mpe3 nnau@%a U ce OTKpHBA B c€pyMa Ha KbpMaueTa, POACHU OT KEHH,
JIEKYBaHH C YCTEKHHYMal 110 Bpe OpemenHocTTa. KilmHMYHOTO BB3AEHCTBHE HA TO3U (aAKT HE €
M3BECTHO, HO PUCKBT OT UH(DEKIHS TIPH KbpMadeTa ¢ eKCIO3UIIMs Ha yCTeKHHyMab in utero moxe za
ObJIc IOBHUIIICH CIIe]T pamﬂaHerﬁ\He ce MpenopbyBa NpuilaraHe Ha kuBU BakcuHU (kato BIDK
BaKCHHA) IIPU KbpMayeTa, ¢ O3MIIMS HA YCTEKHHYMa0 in Utero, B mpoabKeHHe Ha
JIBaHa/IeCET Mecela Clie] AQHETO WJIM JOKaTO CEPYMHMTE HUBA Ha YCTEKMHYMa0 MPH KbpPMaveTo
crajJHaT MojJ HUBOTO H Kius (BK. Toukd 4.4 u 4.5). Axo € HanmuIe KaTeropuiHa KIMHWYHA T0J13a
33 OTAEITHOTO KbpPMa, 0’Ke J1a ce OOMMCIIM IpUJIaraHe Ha )KMBa BaKCHHA B II0-PaHEH MOMEHT, aKo
HE Ce OTKPHBAT CE Y HMBA Ha yCTEKUHYyMao.

Kepmene \2‘
OFpaHI/I‘leHﬁ%{HI/I, myOJIMKyBaHU B JINTEpATypaTa, I0Ka3Bar, 4ye yCTEKUHYMaO ce eKCKpeTHpa B

YOBEIIKA pMa B MHOTO MaJIKi KoJimdecTBa. He e nu3BecTHO fanu ycTekuHyMab ce abcopbupa
CHCTEM en norreinane. [lopaau moTeHIMaNa 3a MposiBa Ha HEXKETIaH! JICKAPCTBEHH PEAKIINHA KbM
yCTe%M% Mpy KbpMaueTaTa, TPOBa Jia Ce B3eMe PEIlleHUe TAIH Ja ¢e PEyCTaHOBU KBPMEHETO 110
Bp JeYeHue u 10 15 ceaMuLu ciell IeUeHUETO, UITU J1a CE MIPEYCTAaHOBU Teparusiara ChC

MKY, kaTo ce B3emMaT mpeaBU/I II0J13aTa OT KbPMEHETO 3a JETETO U M0JI3aTa OT TepanusiTa Cbe
@BSIMKY 3a )KeHaTa.

Deprraurer
EdexTbT Ha ycTeknHyMad BbpXy (epTHIMTETA TP XOpa HE € OleHeH (BXK. Touka 5.3).



4.7 EdexTH BbpXy cnoco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

ABSIMKY He nosnusiBa win MOBJIXSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MaII1HH.

4.8 Hexenanu JeKapcTBeHH pPeaKkuM bfb
O6006menne Ha mpodura Ha 6€300aCHOCT Q/
Haii-yectute HexxenaHu JekapcTBEHH peakuuu (> 5%) B KOHTPOJIMPAHUTE MEPUOIH OT KIIH T
MPOYYBaHUS MIPU B3PACTHHU C TICOPUA3HC, ICOPUATUYCH apTpHT, OoecT Ha Crohn u ynuep@H KOJIUT
C YCTeKHHYMa0 ca Ha30¢apuHTHUT U ri1aBoboime. [loBedeTo oT TAX ce cUunTaT 3a JIeKH U amarat
MpeKbCBaHe Ha MPOYYBAHOTO JieueHre. Hali-cepro3Hara HexellaHa JIeKapcTBEHA PeaKuidy, KOsTO €
cboOIIaBaHa 3a yCTeKMHYMa0, € CepuO3Ha peakysi Ha CBPbXUyBCTBUTEIHOCT, BKITIQYUTEITHO
anadunmakcus (BXK. Touka 4.4). O6musar mpodwt Ha 6€30MacHOCT € Moa00eH IPH u@&eﬂm c
[ICOpHUA3KC, ICOpUATHIEH apTpuT, 6osect Ha Crohn u yiepo3eH KOuT. sz\

TabnuyeH cUMCHK HAa HEXKEIAHUTE PEAKIHN Q/

JlaHHUTE 32 0€30MacHOCT, IPEAOCTABECHH MO-I0JTY, Ca MOIYUYCHHU CIie] exo&num Ha yCTEKHHYMaO

ncopuatuyeH apTpurt, 1 749 ¢ 6omnect Ha Crohn u 826 manuenTy ¢y, 03eH KoauT). ToBa BKIIOUBa
eKCIIO3HIHS Ha yCTEKMHYMa0 B KOHTPOJIMPAHUTE i HEKOHTPOIIP € IEPUO/N HA KIMHUYHUTE
MPOYYBAaHUS MPH TAIUEHTH C ICOPUA3HC, ICOPUATUYCH apTPHUT ect Ha Crohn wim ynuepo3ex
KOJIUT B MPOABIDKCHHE Ha Hali-Majko 6 mecenia (4 577 nauuentnywuan moue 1 roguna (3 648
nanuenTn). 2 194 nanuenTu ¢ ncopuasuc, 6onect Ha Crohn @lx] YIIEPO3€H KOJUT ca ¢

€KCIO3ULIM 3a IOHE 4 roauHu, qokaTo 1 148 manueHTn @opnasnc niu 6onect Ha Crohn ca ¢
€KCIIO3ULIMS 32 IIOHE 5 TOAMHH.

pu Bb3pacTHH B 14 mpoyuBanus ¢asza 2 u ¢aza 3 npu 6 710 nauHeHTé?IBS C TICOpHAa3NC W/UIN

B tabauna 2 e mokasaH CIIHCHK C HEXXEIAHNUTE JIEK BEHH PEAKIIMU OT KIIMHUYHU TIPOYYBAHUSI TTPH
BB3PACTHHU C TICOPUA3HC, TICOPUATHUYCH apTPUT, ect Ha Crohn ¥ yIIepo3eH KOJIUT, KaKTO U
HE)KEJTaHUTE PEAKIIUH OT MTOCTMAPKETHHTOBA orpeba. Hexxenanure peakiuu ca KiacuQUIMpaHu
10 CHCTEMO-OpraHHH KJIAaCOBE M YeCTOTa ChIIAaCHO ClieaHaTa KoHBeHIwms: MHuoro yectu (> 1/10),
Yecru (> 1/100 mo < 1/10), Heuectn (> ﬁ)o 10 < 1/100), Peaxu (> 1/10 000 mo < 1/1 000), Muoro
penku (< 1/10 000), ¢ HenzBecTHA qeo&fé&(m HAJIMYHWUTE JaHHU HE MOXKE Jla ObJie HarpaBeHa
otienka). ITpu BCSKO rpynupaHe B 3a MOCT OT YECTOTaTa HEXKEIAHUTE JICKAPCTBCHH PEAKIUY CE
M30pOsIBAT B HU3XOJISAII P 1O OTI-@@HI/IC Ha TAXHATA CEPUO3HOCT.

Tabnuya 2 Cnucvk Ha Heofce,&u)peakuuu

Cucremo-opranHu *"‘IBCTOTa: Hexenanu peakuuu
KJIacoBe A
Nuadexnmu n HH@GCTW UYectu: nHEKIMS HA TOPHUTE JUXATEIHN TbTHUINA, Ha30(hapHHTHT,
CUHY3UT
QQ Heuectu: nenynur, neHTanHn HHQEKINH, XepIec 30¢Tep, NHPEKIHS
Ha JIOJTHUTE TUXaTeJHU MbTUILA, BUPYCHU UH(EKIINN Ha TOPHUTE
\2‘ JXaTeJTHH TTHUIIA, ByJIBOBarIHAIIHA MUKOTHYHA WH(EKIIHS

<

A
Hapymg@gﬁa uMyHHata  HedecTH: peakunu Ha CBPbXUyBCTBUTETHOCT (BKIIIOUHUTEITHO OOPUB,
cucreMa YpTUKAPHS)
Q Penxu: cepro3Hm peakiiui Ha CBPbXIYBCTBUTEITHOCT (BKIIOYUTEITHO
@ aHaduIaKcHs, aHTHOEIEM)
&

(A cixnaHy HapyIIeHHs Heuectu: nenpecus
>

Hapymenus Ha HepBHaTa UYectn: 3amaiiBane, riaBo0osme
cucTema Heuvectu: nuuesa napanusa




Pecnimparopuu, TpBIHA U YecTu: opodapunreansa 0oyka
MeINacTUHATHA Heuectun: Ha3zanHa KOHTeCTHS
HapyIIeHUs Penxu: anepruieH ajaBeonuT, €O3MHOPHIHA THEBMOHHUS
MHoro peiku: opraHu3upaia IMeBMOHUS
CromamrHo-4peBHI Uectu: auapusi, rajieHe, MOBphIIaHe 6 r
HapyleHus 0O
Hapymenus Ha koxara u Yectu: cppoex \
MOJIKOKHATA ThKaH Hewectu: mycrynosen ricopuasuc, eKkcqoiaranns Ha I(O)KaTa,AE
Penxu: ekchonmatuBeH qepMaTuT, XUIIEPCEH3NTUBEH BaCK@{T
MHoro peaku: 0yno3eH neMpUrona, KoxKeH JyImyc epli oziec
Hapymenns nHa myckymao-  Yectu: 601KH B rbpOa, MUAITHS, apTPAITHS ’b’ ¥
CKeJeTHaTa CUCTEeMa U MHoOro peaKu: JIymyc-moJo0eH CHHIPOM O)
ChbC€AUMHHUTCIIHATA ThKaH
OO0y HapymIeHUs 1 UYectu: ymopa, eputemMa Ha MACTOTO Ha Hnm@ﬁﬁane, Oomnka Ha
e(heKTH Ha MACTOTO Ha MSCTOTO Ha WHXKEKTHpaHE
MPUIIOKEHUE HedecTn: peakuuy Ha MACTOTO Ha WHKE aHe (BKIIOYUTEITHO
KPBBOH3IINB, XeMaTOM, BTBBP/ISBAHE, BaHe U ChpOeX), aCTeHHUS
92\

*  Bmxre Touka 4.4, CHCTEMHH U peCIUPaTOPHU PEaKIuy Ha CBp’bX‘IyBCTBI/I'I@JCT.

Onucanue Ha I/I36D3HI/I HCXKEIaHHU JICKAPpCTBCHHU PCAKITUHU 2

Q
Undexunn

B mnane60-koHTpoIMpaHy IpOyYBaHUs IPH HauHeHTnQﬁcopHamc, TICOPUATHYCH apTPUT, OOJIECT Ha
Crohn u yiriepo3eH KOJUT MPOLEHTHT Ha HH(beKumiQHﬂn CepUO3HUTE MH(PEKIIMU € CXOJICH MPHU

MAalUEHTHUTE, JIeKYBaHH C YCTCKMHYMa0, U PH JIEK ute ¢ manebo. B mnane6o-koHTpoIMpanus
MEPUO/]T Ha Te3H KIMHUYHHU MPOYYBAHHUS quTOT@Ha nHpekuute ¢ 1,36 3a nanyueHToroanHa
HpOCIIEBAHE TP MALMEHTH, JIEKYBAaHU C YC HyMmao, u 1,34 — npu manueHTH, JeKyBaHH C
mtane6o. IosBunure ce cepno3Hu nHGPEK ca ¢ gyecrora ot 0,03 3a mauueHTOroIMHa NpociesBaHe
[IPY HAaLUEHTH, JIEKYBaHH C YCTEKUHYMa Iﬁ cepuo3Hu uHpexuun 3a 930 nauueHToroJuHu
npocneaasare), u 0,03 npu manueHTH; %BaHH ¢ mane6o (15 ceprosnu uHpeKIMH 32

434 ranueHTOroIMHU npocneuaBaHe@ . Touka 4.4).

B xoHTponupaHuTe 1 HEKOHTPOJIMPAHUTE TIEPHUOIU HAa KIMHUYHUTE MMPOYYBAHUS IPU TICOPHA3HC,
MICOpUATHYUEH apTPUT U 00JIeC rohn, npexacrapnsaBaiy 15 227 ManueHTOrOIUHNA €KCITO3UIIHS C
ycTekuHyMab mipu 6 710 na TH, MEJMaHATa HA BPEMETO Ha MpociesBane € 1,2 roauHy;

1,7 ronuHM 3a poy4BaH rpu ricopuasuc, 0,6 roauHu 3a mpoyusanusTa npu donect Ha Crohn u
2,3 TOAMHH 32 IPOY4B a ¢ ynueposeH koiut. [IponentsT Ha nHpekuute e 0,85 3a
MAMEeHTOrOANHA TIp sIBaHE IIPH NALUEHTH, JIEKyBaHHU C YCTEKUHYMa0, a IPOLEHTHT Ha
CepuO3HUTE UHpeE npu Tsx e 0,02 3a manueHTorouHa npociesssane (289 ceproznu MHGEKIHN
3a 15 227 nanueHTOTOAMHY IPOCIICASBaHE) U ¢a JOKJIAJABAHH CEPUO3HU MH(EKIUK, BKIIOYHUTETHO
ITHEBMOHHS, & H a0ciiec, IeNyIUT, TUBEPTUKYIUT, TACTPOCHTEPUT U BUPYCHHU WHPEKIHH.

B HpOBG@KﬂHHHT—IHI/I MPOYYBaHUs, MAIIMEHTH C JIATCHTHA TyOepKyJ03a, KOUTO ca OHITH
€IJHOBD HO JIEKYBaHH C M30HUA3U]], HE Ca Pa3BUJIN TyOepKyJo3a.

3J'IG%%CTBCHI/I 3a00JIs1BaHUS
vue60-1<omponnpaHM;1 MEPHOJ Ha KJIMHUYHH MIPOYYBAHUS IIPU IICOPHA3KC, ICOPHATHYCH apTPUT,

@neCT Ha Crohn u yiiepo3eH KOJUT, YeCTOTaTa Ha 37I0KaYeCTBCHUTE 3200 IsIBAHNS, C U3KITIOUCHHE Ha

€MeJIaHOMEH pak Ha koxata, € 0,11 3a 100 mauueHToroquHu npociensBaHe npu NaueHTH,
JIeKyBaHU ¢ ycTeknHymao (1 marmenT 3a 929 nanueHToroIMHu npocienssane) B cpapaenue ¢ 0,23
TP TaIMeHTHTE, JeKyBaHu ¢ 1iane6o (1 mamuenT 3a 434 manueHTOTOANHY MPOCIIESIBaHe).
UecroTara Ha HEMeTaHOMEH pak Ha koxkara ¢ 0,43 3a 100 manueHTOroIMHN MpociensBaHe 3a
MAaIlUEHTHTE, JICKYBaHH ¢ yCTeKHMHYyMa0 (4 nmanuenTty 3a 929 nalMeHToroMHu MpocieasBane) B




cpasHenue ¢ 0,46 Ipu MaMEHTUTE, JICKYBaHHU ¢ IIare6o (2 manuenTy 3a 433 marueHToroIMHA
TIpocIiesIBaHe).

B kKoHTpONHpaHUTE U HEKOHTPOJIUPAHUTE TIEPUOIH HA KIMHUYHHUTE MPOYYBAHHS NIPU TICOPUAZHC,
IcopraTuyueH apTput U 6osect Ha Crohn, mpencrasissanu 15 205 marueHTOrOAMHN €KCITO3UIINS C
ycrekunymab mpu 6 710 nanueHnTy, MeuanaTa Ha BpeMETO Ha MpociensBane € 1,2 ToAuHa;

1,7 roauHu 3a MpOy4BaHUATA NIPH Tcoprasuc, 0,6 TOANHY 3a poyUBaHuUsTa Tpu Oojiect Ha Croh

2,3 TOAWHY 32 IPOYYBAHHSTA C YIIIEPO3EH KOJHUT. 3T0KaYeCTBEHH 3a00IBaHNSA, C U3KITFOUEHU
HEMEJIAaHOMEH PaK Ha KOoxara, ca JOKJIaJBaHu rmpu 76 narnuenty 3a 15 205nanuenroronnau
npocinensBane (dectota ot 0,50 Ha 100 marueHTOroAMHU Ha MPOCiesIBaHe IPU nauHeHm@KyBaHH C
yctekuHyMab). Te3u cioydyan Ha 3710KadeCTBEHH 3a00JSIBaHS, CHOOIIEHN PU MaeHTH{JIeKYBaHH C

YCTeKHHyMa0, ca CpaBHUMH C OYaKBaHHTE CITydal B 00IIaTa momyinanus (CTaHaapTH3 0
choTHoIIeHue Ha yectorata = 0,94 [95% nosepurenen untepsai: 0,73, 1,18], kop aH 3a Bb3pacT,
1o 1 paca). Haii-uecto HabIr01aBaHUTE 3JI0KAYECTBEHN 3a00JIIBAaHUS, PA3INIH eMeTTaHOMHWS

KapIMHOM Ha KOXaTa, ca KapIHHOM Ha IPOCTaTaTa, MeJIaHOM, KOJIOPEKTAaJIeH K.
Ha rppaata. Ciiygante Ha HEMEJIaHOMEH KapliMHOM Ha Koxkarta ca 0,46 na 10 [IUEHTOTOANHU Ha
MpOCJeIsIBaHe TIPU MAIlMEeHTH, JCKYBaHU C YCTEKHUHYMa0 (69 manueHTu 3a 5 manueHToroANMHU Ha
npociensBane). ChOTHOIIEHUETO Ha MAlMEHTH ¢ 6a3alieH CTpsMO CKBaM KJIEThUEH KapIIMHOM Ha
koxara (3:1) e cpaBHUMO ChC CHOTHOIIIEHUETO B O0IIATa IMOMYJIaus Qgroqxa 4.4).

HOM U KapuMHOM

Peakuyuy Ha CBpbXYYBCTBUTENIHOCT M PEAKIIMM, CBbP3aHH C HH(Y3 0121

B npoyuBanusiTa ¢ HHTpaBeHO3HA HHAYKIMS 11pu Oonect Ha Cr yJIIEpO3eH KOJIHT He ce
cboOIIaBaT CLOUTHS Ha aHa(UIIAKCUS WITH JPYTH CEPUO3HU PEaKiii KbM HH(Y3HATA cIe]l CIUHUYHA
HWHTpaBeHO3Ha f03a. B Te3u npoyuBanus 2,2% ot 785 Haunbw, JIEKyBaHHM ¢ 1wiane6o, u 1,9% ot
790 marnueHTH, JIEKYBaHU C MPETOphYNTETHATA 1032 YCT yMa0, ChOOIIABAT HEXKEIIAHU CHOUTHA,
BB3HHUKHAJIX 110 BpEME HA WIK B paAMKUTE Ha €IUH 4ac H(y3usaTa. [1o Bpeme Ha
MOCTMAapKETHHIOBOTO HAOJIOICHUE CE ChOOIABAT CgPUO3HHU PEaKINH, CBbP3aHU ¢ HHPY3UsTA,
BKJTFOUMTEITHO aHADWIAKTHYHY PEaKIIUN KbM I/IH% Ta (BX. Touka 4.4).

[lenuaTpuyna mOMyIaIUs @

THeouampuunu nayuenmu Ha 6 200unU U NQ=goeMu ¢ NIAKO8 NCOPUASUC

BeszomnacHocTTa Ha ycTeknHYMal € mpoy QB IBe ipoy4BaHus (paza 3 mpu nexuaTpUIHH MAIUSHTH C
YMEPEH JI0 TEKBK IIJIAKOB IICOPHA3UC. KOTO npoyuBane e rpu 110 nanyeHT Ha Bb3pact ot 12 10
17 roquHu, NEKyBaHU B IPOIBIKECH 60 ceamuIy, a BTOPOTO MPOyYBaHe € pu 44 MalMeHTH Ha
BB3pact oT 6 A0 11 ronuHu, neky! B MpoAbIDKeHNeE Ha 56 cenmuiu. Kato 115110 crolmennTe
HE)KeJIaH! ChOUTHSI B TE3H JIBE MIPOYUBAHUS C JaHHU 3a Oe30IMacHOCT A0 1 roguHa ca mojo0HH Ha Te3H,
HAOIIOIABAHH B IPeUIITHY TPOYIBaHIs IPU B3PACTHH C IVIAKOB [ICOPHA3HLC.

Cno0111aBaHe Ha nouosnna'ﬂ;vnemenaHn pEaKLuU

Cp0o0I11aBaHETO HA 10 mHI/I HEXeJIaHU PEaKiluy Ciie]l pa3peliaBaHe 3a ynoTpeda Ha JeKapCTBESHUS
MPOJYKT € BaXHO. T 03BOJISIBA J1a TTPOIBIDKHA HAOIIOJICHHETO Ha CHOTHOIIEHUETO T0JI3a/PHCK 32
JIEKapCTBEHUS PO . OT MEIUIIMHCKHUTE CIIENUAINCTU CE€ U3UCKBA Ja ChOOIIaBaT BCSKa
Io103MpaHa Hemegéa peakis ype3 HallMOHaJHA CHCTeMa 3a ChoOIlaBaHe, IOCOYCHA B
IIpunoxenne

)
4.9 H[Kﬁanpaﬂe

E):[I/IHQ-H/I no3u 10 6 mg/kg ca nmpunaraHd HHTPaBEHO3HO B KJIMHUYHU MPOYYBaHHA O€3
or aBallla 103aTa TOKCUYHOCT. B ciyuail Ha mpeno3upaHe ce mpenopbyBa NAUEHTHTE /1a Ce
HAPHIO1aBaAT 32 MPU3HAIM WM CHMIITOMH Ha HEXXEJIaH! PeakIny U He3a0aBHO Jia ce MPHII0KH

Q@I{XOI{HHIO CHUMIITOMATUYHO JICUCHHC.
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakonMHAMHYHHU CBOCTBA

dapmakoTepaneBTHYHA rpyna: MimyHocynpecopu, naxuOuTopu Ha uHTepneBkuHa, ATC ko

LO4ACO5 (O’O

ABSIMKY e 6ronono6en nekapcTBeH npoaykt. [logpooHa uadopMarys e nperocTaBeHa Ha Q/
yebOcaiita Ha EBporeiickara arenmus mo jekapcraara https://www.ema.europa.eu &Q
MexaHn3bM Ha IEHCTBUE O
YcrexknayMab e n3nsio 9oBenko [gG 1K MOHOKIOHATHO aHTUTSIIO, KOETO Ce CBBP3Ba

cneun(pUIHOCT KbM 00IIaTa IpoTenHoBa cydeannuna p40 Ha YOBEIIKUTE HIUTOKUHUSUHTCPIICBKUH
(IL)-12 u IL-23. Ycrekunymab moTrcKa OMOaKTHBHOCTTA Ha YoBemkute IL-12 u , KaTo
npenoTBpatsiBa cBbp3BaneTo Ha P40 ¢ IL-12RB1 penenTopen mpoTenH, pa3noiaQxke Ha HTOBFPXHOCTTA
Ha UIMYHHUTE KJIETKU. Y CTEeKHHYyMab He MoXke J1a ce cBbpoke ¢ 1L-12 uwm ¢ | , KOUTO BeYe ca
cebp3anu ¢ IL-12RB1 peuenTopu o kierbuHaTa moBbpXHOCT. ClieoBate MaJKO BEPOSATHO
YCTeKHHYMab Ja yyacTBa B KOMIUIEMEHT- WJIM AHTUTSUIO-MEIUUpPaHaTa OKCHYHOCT Ha KJIETKUTE
¢ peuentopu 3a IL-12 w/mmm IL-23. IL-12 u IL-23 ca xerepoaumepHu KHHH, CEKPETUPAHU OT
aKTHUBHPAHU aHTUTEH-TIPECTaBAIIN KIETKU, HapuMep Makpodaru HIPUTHU KIJIETKH U J1BaTa
[IMTOKMHA yJacTBaT B UMyHHHTE GyHKImH; [L-12 ctumynupa ect HuTe KieTkn youimm (NK) n
npenusBukBa qudeperunanusata Ha CD4 + T knerkute kM T nepeH (Thl) ¢enorun, 1L-23
naaynupa et Ha T 17 xenmepute (Th17). AGHOpMHaTa perymnatus Ha IL-12 u IL-23 o6aue ce
CBBp3Ba C UMYHHOMEANUPAHH 3200 sIBAHUS KATO HCOpH%BHCéiCOpI/IaTquH aptpur, 6oiect Ha Crohn
H YILEPO3EH KOJIUT. Q/

Upes cebp3Bane Ha obmata cyoennanna p40 na IL-12 u 1L-23 ycTeknHyMad MOKe J1a OKa3Ba CBOUTE
KIIMHUYHU €(EeKTH MPU ICOPUA3UC, TICOPHATHICH 2R, 6onect Ha Crohn u yimepo3eH KOIuT 4pe3
npexbeBane Ha mpTHIIaTa Ha Thl u Th17 IATORBEH, KOTO C2 B OCHOBATA Ha NATONIOHATA HA Te3d
3a00J1BaHuS. @

HpI/I alMCHTH C Ooltect Ha CI'Ohl’l, neqe@ C yCTGKI/IHYMa6 BOAXW 1O HAMAJICHUC Ha

BB3NAIUTEIHUTE MAPKEPH, BKIIFOUNATE -peaxtuBeH npoterH (CRP) u ekaneH kanmpoTeKTHH 110
BpeMe Ha WHIyKIIMOHHATA (haza, Koe €1 TOBa ce MOoAIbpIKa Ipe3 Is1ata noarbpkama ¢dasa. CRP
€ OLICHEH I10 BpEME Ha MIPOIBIDKE 0 Ha MIPOYYBAHETO M HaMaJICHUATa, HaOJII0JaBaHU 10 BpeMe Ha

noJIbprKamara ¢aza, 0OOMKHOBEHO Ce 3ara3BaT J0 252 ceqMuIia.

HpI/I MNanuCeHTH C YJIEPO3C ’&TTI/IT, JICYCHUETO C YCTGKI/IHyMaG BOJW 10 HAMAJICHHUEC Ha

BB3NAINTETHUTE MapKep tountenHo CRP u ¢exaneH KaanmpoTeKTHH IO BpeMe Ha
WHAYKIHOHHATA (a3a, ce MOoAIbpIKa Mpe3 [sIaTa oA bprkamia (as3a u NpoIb/LDKEHUETO Ha
MIPOYYBAHETO 0 CEJI 200.

NmyHuzanuu Q

ITo Bpeme Ha 0CPOYHOTO MPOIbIDKEHKE Ha MpoyuBaHe npu ncopuasuc 2 (PHOENIX 2),
BB3PACTHHUT é&menm, JIEKyBaHU C YCTEKMHYyMa0 3a Hail-MaJko 3,5 TOJMHY, ca Jaly aHTHTSIIO-
OTrOBOP HEBMOKOKOBH ITOJIM33aXapHIHN BAKCUHU M BAKCHHH CPEIIy TETaHYC, CXOIHH C TE3H IPU
KOHTpO.@ a rpyrma MayueHTH, MoJIy4aBalild HECHCTEMHO JieueHne Ha rcopuasuc. CXoeH MpoIeHT OT
BB3paCTHITE MAIMEHTH, JIEKyBaHH C YCTEKMHYMa0 M TE3H B KOHTPOJIHATA IPYTIa, Ca Pa3BUIIN 3alIUTHH
Hm@x AQHTUITHEBMOKOKOBH M aHTUTETAHUYHH aHTHUTEJIA, U TATPUTE HA aHTUTEJIATa UM Ca CXOJHH.

@ﬁanqHa e(DHUKACHOCT

Bousect Ha Crohn

BesonacHocTTa M epUKACHOCTTA HA YCTEKUHYMA0 ca OIIEHEHHU B TPU PaHIOMU3UPAHHU, TBOHHOCIICIIH,
1a1e00-KOHTPOIMPaHH, MHOTOLICHTPOBH MIPOYYBAHUS ITPU BH3PACTHHU MAIIMEHTH C YMEPEHa JI0 TeXKKa
akTuBHa Oosiect Ha Crohn, ¢ iHaekc Ha akTuBHOCTTA Ha OosiectTa Ha Crohn (Crohn’s Disease_Activity
Index, CDAI > 220 u < 450). [IporpamaTa 3a KJIMHUYHO pa3paboTBaHe ce ChCTOM OT JBE 8-CEIMUYHU
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npoyuBanus ¢ uHTpaBeHo3Ha HHAYKIuS (UNITI-1 u UNITI-2), nocneasanu ot 44-ceIMUIHO
PaHAOMH3UPAHO MPOYYBAHE C MMOKOKHO MPUIIOKEHHE Ha moaabpxkaiia go3a (IM-UNITI),
MPEICTaBISIBAIN 52-CEMIYHA TePaIHsl.

IMpoyuBanusta ¢ uaaykiws Barousar 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) naruenTy.
[IbpBUYHATA KpaiiHa TOUKa 3a JBETEC MHIYKIIMOHHU NPOYYBaHHS € MPOLEHTHT HA YIACTHULIUTE C fb
KIIMHUYEH OTroBop (ompeneneH karo Hamaienue Ha CDAI ckopa ¢ > 100 Touku) Ha cenmuiia 6. b
JlananTe 32 €PUKACHOCT ce€ CHOMpAT M aHATTU3UPAT A0 CeIMHUIIA 8 3a ABETE MPOyIBAHUS. Q/
EnHoBpeMEeHHOTO MpUIIOKEHHE Ha MEPOPATHU KOPTUKOCTEPOUIU, UMYHOMOTYJIATOPH, &Q

AMUHOCAIMIIMIIATY U aHTUOMOTHIIM € Pa3pPEIICHO U 75% OT MaIMeHTUTE POIbJKABAT Ja [IONYYaBatT
Hall-MaJIko eJTHO OT Te3H JieKapcTBa. B BeTe nMpoyyBaHHs MANMEHTUTE Ca PaHIOMU3KPA a rmoJryyar
€HOKPATHO MHTPABEHO3HO MPENOPhUUTENHATA 1032 OT MpuOIm3uTenHo 6 mg/kg B 3aBEEUMOCT OT

TeaecHOTo Terio (Bx. Tabmumna 1, Touka 4.2), pukcupana go3a 130 mg ycreknHymMa@ iy 1ianedo Ha

cexmura 0. O)

[Tanmentute B UNITI-1 ca nekyBaHu HEYCHEIIHO WIM UMAT HEIIOHOCHUMOCT ﬁz}lpez[mecmama aHTHU-
TNFao tepanus. [Tpubnusurenno 48% OT NallMEHTUTE ca JIEKYBaHU HEYCIIC ¢ 1 mpexamecTaaia
antu-TNFa tepanus, a 52% ca 1ekyBaHM HEYCIELIHO ¢ 2 Win 3 npeauie n autu-TNFa Tepanmu.
B ToBa npoyuBane 29,1% oT nanueHTUTE NMAT HEIOCTAaTh4YEH Havyaje @fomp (repBUYHA
HepecnoHaepu), 69,4% ca ce MOBIUSIN, HO ca IMpeCcTaHa M 1a ce IQ QmaT (BTOpUYHU
HepecnoHAepHu), a 36,4% nmar HemoHOCUMOCT KbM aHTH- T NFa Tgﬁaﬂm

[Tanmenture B UNITI-2 ca nekyBaHu HEYCHEIIHO HAH-MaJIKOQ c&ia KOHBEHLIMOHAIHA TEepausl,
BKJIFOUUTENIHO KOPTUKOCTEPOUIN WM UMYHOMOMYIaTOPH, sz WIN He ca JeKYBaHHU J0cera ¢ aHTH-
TNF-a tepanust (68,6%), unu ca noxydaBaiu npenu TOB@ITH—TNFQ Tepamws, HO TS € Omia
meycnemHa (31,4%).

B nBete UNITI-1 u UNITI-2 3HauriMO 1O-royiiM NROHEHT OT MALlUEHTUTE B IPYIATa, JICKYBaHA C
YCTEKHHYMa0, ca ¢ KIIMHUYEH OTTOBOP M PEMUC cpaBHenue ¢ miane6o (Tabnuua 3). Knuauaaust
OTrOBOP M pEMHUCHATA ca 3HAYMMH OIlIe Ha ce@; 3 Ipu ManUeHTuTe, JIEKyBaHU C yCTEKUHYMa0, 1
TE MPOABIIKBAT Ja ce MoA00psABaT 10 ceAMula S. B Te3u npoyuBaHus ¢ MHAYKUUS €PUKACHOCTTA €
MO-BUCOKA U €€ MOAIbprKa 10-100pe B rp(a a C 71032 B 3aBUCUMOCT OT TEJIECHOTO TEIJIO0, B

CpaBHeHME C TpynaTa ¢ no3a 130 mg w JI1 TOBA IIPY MHTPABEHO3HA UHIYKIIHS C€ IIPENOPbYBa
JO3UPAHETO B 3aBUCUMOCT OT TeJIeC TErJo.

Tabnuya 3: Unoykyus na kiaunuden omeosop u pemucusi ¢ UNITI-1 uw UNITI 2

AN UNITI-1* UNITI-2**
IInane6o |Ilpenmopbuurte| Ilaamedo |IIpenmopbuuTte
A N =247 JIHA /1032 N =209 JIHA /1032
Ov YCTEeKMHYMAa0 YCTEeKHHYMAa0
2\ N = 249 N =209
KinHiaHa pemMughs,<cenmua 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)?
Komren OTI%@’ (100 Towiam), 53 (21,5%) | 84 (33,7%)° | 60 (28,7%) | 116 (55,5%)¢
ceqmuma 6 >
f;ﬁ;;;gs%mp (100 Touxn), 50 (20,2%) | 94 (37,8%)* | 67 (32,1%) | 121 (57,9%)
70-ro4koB 0TroBOp, CeaMuIa 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)?
70-rGukoB otroBop, ceamuia 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)®

S,
yHaTa pemucus e onperneneHa kato CDAI ckop < 150; KNHHIYIHUAT OTTOBOP € ONpeieNieH KaTo HaMaJIeHHe Ha
I cxop ¢ nHaii-manko 100 TOUYKM UM HACTHIMIIA KIMHUYHA PEMUCHS
-TOYKOBHST OTTOBOD € orpeneneH kato HamaneHne Ha CDAI ckop ¢ Hait-manko 70 Toukn

Q * Heycnex na antu-TNFa Tepanus

** Heycrniex Ha KOHBEHIIMOHAJIHATA TEPaTHs
& p<0,001
® p<o0,01

B npoyuBanero ¢ mopaepixkama tepamust (IM-UNITI) ca ortenenn 388 marueHTH, KOUTO TOCTUTAT
100-ToukoB KIMHUYEH OTTOBOP HA CEIMHIA 8 OT MHAYKLUATA ¢ ycTeknHyMab B nmpoyusanust UNITI-1
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u UNITI-2. [TanuenTruTe ca paHAOMHU3HPAHA HA CXEMa Ha MOIIBPIKAIIO JICUCHHE C TTOIKOKHO
npmoxkeHue Ha 90 mg ycrekuayMab mpe3 8 ceamuny, 90 mg ycreknaymad nipes 12 ceaMuny uim
miane6o B MpoabKeHue Ha 44 ceIMuUIM (3a MPenopbYUTEIHATA TOIBPIKAILA 1033 BXK. ToUka 4.2 OT
KXII na ABSIMKY umxekiuones pa3tBop ((h1akoH) U HHKEKIMOHEH Pa3TBOP B IPEABAPUTEIIHO
HaIThIHEHA CIIPUHITOBKA).

3HAYMMO IMO-TOJISIM MPOLICHT MAIUEHTH B TPYIHTE, JICKYBAHHU ¢ YCTCKHHYMAaO0, TOIbPKAT KJ'H/IH@
pEeMHCHS 1 OTTOBOP Ha ceaMuiia 44 B cpaBHEHHME ¢ TpynaTa Ha 1uanedo (Bx. Tabmuma 4). Q

Tabnuya 4: Ilooovpocane na knunuunus omeosop u pemucus 6 IM-UNITI (ceomuya 44; SGeOMuW
om 3anoysane ¢ UHOYKYUOHHAma 003a

IL1ane6o* 90 mg A‘9O mg
yCTeKI/IHyMaﬁq>yCTeKHHyMaﬁ
npe3 npe3
8 ceqmuum 12 ceqmuuu
N = 131f ‘2\ N = 1297
N 5\@3*
Knnenuna pemucust 36% _B83%* 49%°
KimHM4eH 0TroBop 44% ~LB9%° 58%°
Knuanana pemucus 6e3 KOPTUKOCTEPOH TN 30% _\{ 47%* 43%*
KnuHnyHa peMucus npu naiueHTH: N
¥
B PEMHUCHSI B HAYaI0TO Ha MOUIBPKAIIATA | <o (36 /7@ 67% (52/78)* 56% (44/78)
Tepanus ~
</
KOWTO C€ BKJIFOYBAT OT IIPOYYBaHE 0 0 5 0
CRD3002: 44 {@1/70) 63% (45/72) 57% (41/72)
KOMTO HE Ca JIEKyBaHHU JI0Cera ¢ aHTH- o 5 0
TNFa teparis 04?\5;(25/51) 65% (34/52) 57% (30/53)
R4
KOWTO C€ BKJIFOYBAT OT IIPOYYBaHE Moro 0 0
CRD30015 26% (16/61) | 41% (23/56) 39% (22/57)

Krmuangnaata pemucus e onpenenena kato CDAI cxop@SO; KIuHUYIHUAT OTTOBOp € oIpeziesieH KaTo HaMaJIeHHE Ha
CDAI cxop ¢ Haii-manko 100 Touku mwin Hac J1a KITMHAYHA PEMHCHS

I'pynara Ha mane6o ce ChbCTOU OT MAIlHeHT Tlﬁm ca ce TOBIIHSIIN OT yCTeKNHyMab ¥ ca paHIOMHU3HPAHH 12
HOJIy4aBaT I1ae00 B HAYaNnoTo Ha nozul%?ﬁmam Tepanusi.

*

T HaI_II/ICHTI/I, kouto uMat 100-TOYKOB KIIx 'H OTT'OBOP KbM yCTeKHHyMaG B HAYaJIOTO Ha noaAabpiKaliaTta Teparus

t IlanuenTH, KOUTO HE Ca Ce NOBIUAIN HBEHLIMOHAJIHATA Tepamnus, HO He aHTu- TNFa Tepanus

§ [ManyenTH, kouTO ca pedpakTepHU I/I%MaT HernoHocuMocT KbM aHTU-TNFa Tepanus

2 p<0,01 & \

® p<0,05

®  HoMuHanHO 3HaYnMa (P < %*
B IM-UNITI 29 ot 12 HWEHTU HE NOJAbPKAT OTTOBOPA KbM YCTEKHHYMa0 IpH MPHIOKEHHE Mpe3
12 cemmuIy 1 € MO3BQJEHO KOPUTHUPAHE HA J103aTa TaKa, 4e Ja MOJydyaBaT YCTeKHHYMal mpe3
8 ceamunu. 3ary6o a oTroBop ¢ onpexaeieHa kato CDAI ckop > 220 Touku u > 100 Touku

nioButeHue cupgmo uzxonuus CDAI ckop. [lpu Te3n manueHTn KINHIHA PEMUCHS C€ TTIOCTHTA TIPH
41,4% ot na tuTe 16 ceaAMUIM clie]] KOpUrupaHe Ha Jo3aTa.

, KOUTO HE ca IOCTUTHAIIM KIIMHUYCH OTTOBOP KBbM MHIYKIIUS C yCTEKUHyMal Ha
ot npoyuBanusta ¢ uaaykius UNITI-1 u UNITI-2 (476 naruenTn), ca BKIIOYCHU B
MHU3UpaHaTa 4yacT OT NpoyuBaHeTo ¢ noaabpxamia tepanust (IM-UNITI) u ca nonyunnn
MKHA WHKEKIHsS ¢ ycTekuHyMao 90 mg no ToBa Bpeme. Crnen ocem cenmutim 50,5% ot
WEHTUTE Ca MOCTUTHAIN KIMHUYEH OTTOBOP U Ca MPOIBIDKWIIN JIa TTOJTydaBaT Mo IbpKania
panus npe3 8 ceqmuuu. [loBeyeTo OT TE3U MAMEHTH € NPOIBIDKUTENIHA NOAAbpKAIIA TePATIHS
oaabpkat oTroBop (68,1%) u mocturar pemucust (50,2%) Ha ceqmuria 44, KaTo MPOIEHTHT UM €
MoJI00CH Ha TO3M MPU MAIMEHTUTE, KOUTO ITBPBOHAYAIHO Ca C€ TIOBJIHSIA OT UHIYKIIUS C
ycTeKnHyMmao.
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Ot 131 manuenTH, KOUTO ca Cce TOBIFSUIA OT HHIYKITUS C YCTEeKUHYMa0 1 ca paHIOMHU3HUpaHu B
rpynara Ha mane0o B Ha4auoTo Ha MPOyYBaHETO C MOAXbPIKaIa Tepamnus, 51 BrocneacTerue ca
3aryOuiim OTroBopa cu U ca noiayuywim 90 mg ycTekuHyMab 1moakoxHo npe3 8 cenqmuriiy. [loBedero ot
MAIUeHTHTE, 3aryOUIIN OTTOBOPa CH Y TIOJHOBWIIH JICUEHUETO C YCTeKUHYMa0, ca ro HaIllPaBIIIH B
paMKuTe Ha 24 ceaAMHUL OT MHAYKIMOHHATa nHGY3us. Ot Te3u 51 namuentu 70,6% nocturar
KJIMHUYEH OTTOBOpP U 39,2% mocTurat KIMHUYHA peMuUcHs 16 ceAMUIM cle/ MOTyJaBaHeTo Ha fb
IIbpBaTa MOJIKOXKHA JI03a YCTEKUHYMaO0. Q/b

B IM-UNITI nanuenTtute, 3aBbPIIMINA IPOYYBAHETO 10 ceaMuna 44, ca moIX0sIIH 1a HpO&Q&T
JISYCHUETO B IPOABIDKCHUE HA Ipoy4yBaHeTo. [Ipu Bcuukute 567 manueHTy, BKIFOYCHU Ha @eKyBaHH
C YCTEKHHYMal B MPOIBIDKEHUETO HA IPOYYBAHETO, KIIMHUYHATA PEMUCHS 1 OTTOBOPBHT KHOBCHO
ce MoIbpKaT 10 ceamuia 252, kakro npu 6omHuTe ¢ Heycnex Ha TNF-tepanuute, T&\I/I pu
MAalUEeHTUTE C HEYCIeX Ha KOHBEHI[MOHATHUTE TepaIlvu. ,b

He ca ycraHOBeHH HOBU ChOOpaXKEeHHUs, CBbP3aHH C O€30MaCHOCTTa, B nponm@ﬁgm Ha TOBa
MpoyYBaHe 10 5 TOJUHU Ha JISUSHHUE MpH nanueHTu ¢ 6osect Ha Crohn. Qj

Eunoocrkonus &

BBHIIHUAT BUJ HA TMTaBULIATA € OLICHEH €HJIOCKOICKU IIpH 252 mauu € IOIXOs1IA U3X0IHA
SHJJOCKOIICKA aKTUBHOCT Ha 3a00JISIBAHETO B €THO MOIIPOYIBAHE. YHaTa KpaifHa To4Ka e
MPOMsIHA OT M3XOJAHOTO HMBO Ha OMPOCTEHHSI CHIOCKOIICKH CKOP 6ostect ra Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CB);CbcTaBeH CKOp OT 5 HIICO-KOJOHHH
CErMEHTa 3a HaJIMuYKe/pa3Mep Ha sI3BUTE, IPOLICHT Ha JIMTaBUYHATa MOBBPXHOCT, IOKPUTA OT SI3BH,
MPOLCHT Ha JIMTaBUYHATA IMOBBbPXHOCT, 3aC€THATa OT APYTU u, 1 HaJ'IPI‘II/IC/BI/II[ Ha
cTecHsiBaHHsATa/cTpuKTYypuTe. Ha cenmuna 8, cnen enuH WHTPABCHO3HA WHIYKIIMOHHA J1034,
npomsiaata B SES-CD ckopa e no-rosnsima B Tpynara Ha yerekunymab (n = 155, cpenna

mpoMsiHa = -2,8) OTKOJIKOTO B IpymnaTa Ha mianedo (a,= 97, cpeana nmpomstaa = -0,7, p = 0,012).

Toesnuseane na gpucmynume a

B enna nmoarpyna nanueHTH ¢ ApeHUpaiu ¢ 1 Ha u3x0,1HO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot nexyBaHuTE € yCTeKHHyMaﬁa WEHTH Ce MOBIUABAT B IPOAbIKEHNE Ha 44 ceqMuuu
(onpexneneno karo > 50% HamaineHue OT JHO HMBO B IPOYYBAaHETO C MHAYKIHS Ha Oposi Ha
JpeHupamuTe QUCTYIN) B Cp&BHCHHG*&@ 1 (45,5%) ¢ mnanedo.

Kauecmeo na sicusom, cévpsano ¢ pasemo
KadecTBOTO Ha JKHBOT, CBBP3aHO ChC 3PABETO, € OIEHEHO MOCPEACTBOM BBITPOCHUK TIpH
BB3MAJUTEIIHHU 3a00JIIBaHUS &e})BaTa (Inflammatory Bowel Disease Questionnaire, IBDQ) u

BeIpocHuIM SF-36. Ha ce a 8 TTALMEHTUTE, OJTyYaBallld YCTEKUHYMa0, TIOKa3BaT CTATUCTHYECKH
3HAYUMO ITO-TOJISIMO U UHO 3HAYUMO 1mo00penue Ha obmust IBDQ ckop u Ha SF-36 Mental
Component Summary B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBHEH nare0o. B mpoyusanero IM-UNITI no cenmuna 44 te3u nogo0peHus

O0OWMKHOBEHO Cce noqg JKaT MO-00pe MPH JISKYBaHH C YCTEKWHYMAa0 TallMEeHTH B CPaBHEHHE C
tane6o. [Togo0pemeTo Ha Ka4ecTBOTO Ha KUBOT, CBBP3aHO ChC 37paBeT0, OOMKHOBEHO CE 3aIa3Ba
TIpe3 ISII0TO 11 JDKSHHE J10 cenMmuiia 252.

Ynuepo:&s@nm
bezona TTa 1 eUKACHOCTTA HA YCTEKMHYMa0 ca OIEHEHH B JBE PaHIOMHU3HUPaHH, TBOHHOCIIEITH,
nnauq-xom‘ponupann, MHOT'OLIEHTPOBU MPOYYBAHUS MIPU Bb3PACTHU MALIMEHTH C YMEPEH J0 TEXKBK
aKT yIIepo3eH Kot (ckop mo Mayo 6 10 12; ermockoricku cyockop > 2). [Iporpamara 3a
KAWHIIHO pa3padOoTBaHEe ce CHCTOM OT €IHO MPOYYBaHE C HHTPABEHO3HA MHAYKIHS (HAPEUICHO
@N IFI-I) c meuenune mo 16 ceqmuIy, mocinenBaHo ot 44-CEAMUTHO TTPOYIBAHE C MTOITBPIKAIIO
Qﬂeqeﬁne C MOJIKOXKHO MPUJIOKEHHE, C PAHAOMH3UPAHO criupaHe Ha JieueHueto (Hapeueno UNIFI-M),
KOETO TPEJICTaBIIsIBa HAl-MaJIKO 52 CeIMUITH Ha TePaITHsl.

[IpencraBenute pezynraru 3a epukacHoct oT UNIFI-I 1 UNIFI-M ce ocHOBaBaT Ha LeHTpasieH
mperJies; Ha eHAO0CKOITUHTE.
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UNIFI-I BxirouBa 961 maruenTu. [IspBryHaTa KpaitHa TOYKa B IPOYIBAHETO C MHAYKITHS €
MPOICHTHT HA YYACTHUIIMTE B KIMHUYHA peMUcHs Ha cenmuria 8. [lanueHTuTe ca paHOMU3UPaHH Ja
MOJTy4aT eTHOKPAaTHO HHTPABEHO3HO MpenopbunTenHara audepeHnupana no3a 6 mg/kg (Bx.
Tabnuna 1, Touka 4.2), pukcupana go3a 130 mg ycrekunymad winu miarnedo Ha ceqmuna 0.

Pa3pemieno e eqHOBpeEMEHHO NMPUIIOKEHUE HA MEPOPATHU KOPTUKOCTEPOUIU, UMYHOMOTyIaTOPH

(%

aMHHOCaIHLMIATH, KaTo 90% 0T mauueHTuTe MpOABIKABAT /1a MIOTyYaBaT Haif-MaJIko €JHO OT T
JekapcTBa. Brimodenure nmanueHTy TpaOBa 1a ca MpeMUHAIN HEYCIeNIHAa KOHBEHIIMOHATHA TE 1
(KOpTHKOCTEPOUIN MM UMyHOMOIYJIATOPH ) WITH JICYCHUE C HA-MaJKO €THO OHOJIOTHYHO
nexapcTBeHo cpeactBo (anraroHuct Ha TNFo w/nnm Bemonuzymad). [Ipu 49% ot manuent

KOHBEHIIMOHAJTHATA Teparnus € HeYCIeNIHa, HO He M JICYEHHETO ¢ OMOJIOTHYHO JICKapCTB
(ot xouTo 94% He ca NeKyBaHH Jocera ¢ OMOJIOTHYHH JIEKapCTBEHU MPOIYKTH). S1%

ca JIeKyBaHH HEYCICIIHO MM UMAT HEMOHOCUMOCT KbM OMOJIOTUYHO JIEKapCTBE
[Tpubnuzutenno 50% ot nauueHTUTE ca JEKyBaHU HEYCIHEIIHO ¢ Hail-Masko 1 1
TNFa Tepanus (oT kouto 48% IBPBUYHO HE ca ce MOBIUIHN), a 17% ca um

c antu-TNFa cpenctBo u Begonmnsymao.

B UNIFI-I 3Ha4nMo0 no-roisiM OpoueHT OT NAaUEHTUTE Ca B KIIMHUYHA
C ycTekrHyMa0, B cpaBHEHHE ¢ uianedo Ha cenmuna 8 (Tabmuma 5).

IJIaHMpaHa BU3KUTA B IPOYYBAHETO, U IIPU BCAKA BU3MTA CIIE]] TOBA
YCTEKHHYMa0 HSMAT PEKTAIHO KbPBEHE WM MOCTUraT HOPM

CpencTBO
AI[UEHTUTE

HO GREICTBO.
ecTBallla aHTHU-
n\ﬁa -MaJIKo 1 Tepamnus

CHA B IpyImiata, JeKyBaHa
a Cenmuna 2, Hail-paHHaTa
JIAM TIPOLCHT IMAallUCHTH C

aHa oTa Ha neeKanus B CpaBHEHHE
C manueHTuTe Ha Tane6o. HabmomaBanu ca 3HaYNMH pa3IuK Ty yCTeKuHyMab u manedo B

yacTH4YHUsI cKop o Mayo u cuMntoMaTnyHara peMucHs orie Ha'Ceamuna 2.

EdukacHocTTa € mo-BHCOKa B TpyIaTa ¢ L[H(pepeHquaHa@uo:sa (6 mg/kg) B cpaBHEeHHE C TpyIIaTa ¢

no3a 130 mg o oTHOLICHNE HA N30paHK KpallHU TOUK
MpenopbyBa KaTo 703a 32 HHTPaBEHO3HATa nHayKuuéj

Tabnuya 5. Pesiome nHa ocnosnume pesynmamuedd euxacrocm 8 UNIFI-1 (Ceomuya 8)
A4

opajau ToBa AudepeHIrpanaTa 103a ce

@ ILnauedo IIpenopbunTenHa
N =319 1032 ycTeKHHyMao®
,(O N =322
Knunanyna pemucus™ {{‘ 5% 16%*
IIpu nanyeHTy ¢ HeyCHelHa Ko@ LIMOHAJIHA, HO 9% (15/158) 19% (29/156)"
HE 1 GUOJIOTMYHA TEPANAS <
TIpy IALMEHTH C HeyCIeNHa GHOIOTHYHA TeparHs” 1% (2/161) 13% (21/166)°
[Ipu nanueHTH ¢ HEycne }epannﬁ kakTo ¢ TNF, 0% (0/47) 10% (6/58)"
TakKa ¥ ¢ BeJoIn3yMa0 |
Kruanuen otroBop®  Aw ) 31% 62%"°
TIpy nALMEHTH ¢ HeydfIeHa KOHBEHIIHOHAHA, HO 0 0 6
P HA% - 3506 (56/158) 67% (104/156)
Tpu nauuenty oueycrensa GHONOrHYHA Teparus’* 27% (44/161) 57% (95/166)°
)
IIpu manmengu ¢ HeycnelHa Tepanus kakto ¢ TNF, 28% (13/47) 52% (30/58)"
TaKa U ¢ BeAOIN3yMad
Jlurauuno9passsane’ 14% 27%*
TpuAaifuenTn c HeyCIIeNTHA KOHBEHIMOHATHA, HO 21% (33/158) 33% (52/156)"
He M GHOJIOrMYHA Tepanus
,@ MAalMEHTH C HeyclelHa OMOJIOTHYHA TepaIusl 7% (11/161) 21% (35/166)°
QuiiToMaTnuna pemucus’ 23% 45%°
(SOMOMHIPAHO CHMITOMATHYHA PEMHCHS U JIMTABUMHO 8% 2104

Q; 03/1paBsBaHe*
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Jlo3a 3a nHQY3H Ha yCTeKMHYMa0 IpU M3I0I3BaHe HAa CXeMa Ha MpHjIaraHe Bb3 OCHOBA Ha TEJIECHOTO TErJo, yKa3aHa

B Tabuya 1.

*  KimHM4YHATa peMHuCHs ce ompeners Kato ckop o Mayo < 2 myHkTa, 6e3 HHIuBHIyaneH cyockop > 1.

KiMHUYHEAT OTTOBOP e ONpesesist KaTo HaMallsIBaHe CIIPSMO U3XOAHOTO HHMBO Ha ckopa o Mayo ¢ >30% u >3

MYHKTa, C HAMAJISIBAHE CIPSIMO U3XOJHOTO HUBO Ha CyOCKOpa 3a peKTaIHO KbpBeHE > | MM CyOCKOp 3a pEeKTaIHO

kbpBeHe 0 mn 1.

¥ Anraronuct na TNFo n/mm BeAOIN3yMad. bfb

T JluraBmanoro 03/IpaBsBaHE Ce ONpeJelis KaTo eHA0CKOICKH cyOockop mo Mayo 0 win 1.

Y Cummrromarnunara pemucus ce onpezenst karo cyockop o Mayo 3a ecrora Ha gedekanusaTa 0 wim 1 u cy6 3a
peKTanHo KbpBeHe 0.

+  KoMOMHAILWATA OT CHMIITOMATHYHA PEMHCHS | JTUTABHYHO 03/PABsIBAHE CE ONPE/IENs KATO CyOCKOp 3a qe@Ta Ha

nedexkarusta 0 w1, cyockop 3a pekTainHo KbpBeHe 0 i eHI0cKoIcKu cyockop 0 v 1. Q
a

p < 0,001 A
®  Homuuanno 3HaunMoO (p <0,001) ’b
?  Homunanno 3uauumo (p < 0,05) /b

B UNIFI-M ca ouenenu 523 nauueHTH, IOCTUTHAIN KIMHUYEH OTIOBOP C ezﬁbamo V.
npwioxenue Ha ycrekunymad B UNIFI-I. [TaumuenTure ca pangoMusupanu OJly4aBaHe Ha
nojabpKama cxema ¢ 90 mg ycreknaymMab MOAKOXKHO Ha BCEKH § ceiMU 0 mg ycrekunymMab Ha

Bceku 12 ceamuny wi manebo B mpoabpkeHue Ha 44 ceqmuny (3a PBUUTETHATA NOAAbPAKALIA
no3a Buwkte Touka 4.2 Ha KXI1 na ABSIMKY nHxekmoHeH pa3TB JIAKOH) U MHXKEKIIMOHEH
pa3TBOp B MPEIBAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA). /O

3HAYMUMO MO-TOJISIM TPOICHT MAIIMEHTH Ca B KIIMHHYHA peMI/ICI/IﬂQHBCTe IPYIIH, JCKYBaHH C
yCTeKHHyMa0, B CpaBHEHHE C rpymara ¢ mianebo Ha cenmuia44 (sx. Tadmwma 6).

Tabnuya 6. Pe3tome Ha 0cHOBHUmME UsMepUmMenu 3d e cnocm 6 UNIFI-M (ceomuya 44;
52 ceomuyu om 3anoysane Ha UHOYKYUQHHAMA 003a)
anedo* 90 mg 90 mg
@ N =175 YCTeKMHYMAa0 | yCTeKHHYMad
Qy npe3 npe3s
8 cenmuiu 12 cenmunu
O N =176 N =172
Knunanyna pemucus®* INY 24% 44%:* 38%°
[Tpu manueHTy ¢ HeyCHenHa O‘
KOHBEHIIMOHAJTHA, HO HE U 6HQ&AU/IqHa 31% (27/87) 48% (41/85)" | 49% (50/102)*
Tepanus
[lpH nauweri ¢ Heyi“@ * 17% (15/88) | 40% (36/91)® | 23% (16/70)"
OMOJIOTMYHA Tepanus o
Kngigi“]?ﬁ‘fﬁ;‘; Beﬂgi;:;’;:g” 15% (4/27) 33% (7/21)" | 23% (5/22)"
[oanbpxane Ha €H OTTOBOP JI0

0, 0/ @ 0/ @
cenmuna 445 /N 45% 1% 68%

IIpu nanue TH C HEYyCIIEIIHA
KOHBeHu&ma, HO He U OMOJOrnYHa 51% (44/87) 78% (66/85)® | 77% (78/102)"
Tepanys ¢

IIpu MeHTH C HEyCIEIIHA o 0 s 0 r
o @I/I‘{Ha repanms® 39% (34/88) 65% (59/91) 56% (39/70)

MalMCHTHU C HCYCIICIIHA TCpaIlnsi 0 0 1 0 1
Dheio ¢ TNF, xaxa m ¢ neaomsymad 41% (11/27) | 67% (14/21)* | 50% (11/22)

| JHiraBiuHO 031pasBane’ 29% 51%:? 44%56

Qfﬂoﬂm’pmm Ha IJIHHHHA pEMHCHA 20 38% (17/45) | 58% (22/38) | 65% (26/40)®

cenmuia 44*

Kiinnuuna pemucus 6€3 KOPTHKOCTEPOU® 23% 42%°* 38%°
ITpoABIKUTEHA PEMUCHS 35% 57%" 48% "
CHUMIITOMaTUYHA PEMUCHS 45% 68%" 62%"
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Komb6uamMpaHo cumMnromaTnyHa peMHUCHS U

JIMTAaBUYHO O3/IpaBsBaHe*
*  Cren moBiHsIBaHE OT 1.V. YCTEKHHYMaO.
KiHrYHaTa peMHCHS ce oIpees KaTo ckop o Mayo < 2 myHKTa, 6e3 HHIuBUIyalneH cyockop > 1.

28% 48%* 41%"

*%x

8 Kuunnunusr OTrOBOP Ce OIIpeJieNIsl KaTo HaMaJsiBaHe CHPSIMO M3XOJIHOTO HUBO Ha ckopa o Mayo ¢ >30% u >3

MyHKTA, C HaMaJsIBaHE CIIPSIMO U3XOAHOTO HUBO Ha CyOCKOpa 3a PEKTAIHO KbpBeHE > | MK cyOCKOp 3a PEKTaIHO fb
kbpBeHe 0 nm 1.

Anraronuct Ha TNFa w/unn Benonusymab. Q/
JIuraBMYHOTO 03[paBsiBaHE Ce OIpeellst KaTo eHJOCKOICKU cyockop o Mayo 0 wm 1. Q
Tonnpprxanero Ha KimHUYHA pemucus 1o Cenmura 44 e onpeneneHo KaTo MalueHTH B KIMHIYHA peMI/ICI/IX&
Cenmuna 44 cpex marueHTHTE B KIIMHAYHA PEMHCHS Ha H3XOAHOTO HUBO HA MO IbprKamiaTa ¢asa. O
Kimanynata pemucus 6e3 KOPTUKOCTEPOU]T CE OIpeieNst KaTo MAalUeHTH B KIMHIUYHA PEMHUCHS, KOUT @onyanaT
kopTukocTepouan Ha Cenmuna 44.

IIpoxbmkuTETHATa pEMUCHS C€ ONPEAENs KaTo YacTHYHA peMucus mo Mayo npu > 80% Ipu BCHMKH BU3HTH IpeIn
Cenmuna 44 u yactuyHa pemucus no Mayo npu nociennata Buzuta (Cenmuna 44). %

Y Cummromarnunara pemMucus ce onpenens karo cyockop o Mayo 3a yecrora Ha ;:[e(belcaunﬂ&
pexTanHo KbpBeHe 0.

i 1 u cyOckop 3a

+  KoMOMHAILWSATA OT CHMITOMATHYHA PEMHCHS | JTHTABIYHO O3/[PABsBAHE CE OIPE/IEIs K@y&xop 3a 4ecToTa Ha
nedexanusara 0 win 1, cydckop 3a pekTaiaHo KbpBeHe 0 1 eHIOCKOoICKH cyOckop 0 1
2 p<0,001

® p<0,05 QQ/
®  Hommmanno 3agumo (p < 0,001) fb
Homunanuo 3uaunmo (p < 0,05) fb

" Be3 CTATUCTHYECKA 3HAYMMOCT Q

BnaronpuatHusT epeKkT Ha YCTEKUHYMA0 BbPXY KIMHUYH a%rmaop, JINTAaBUYHOTO O3/IpaBsSIBaHE U
KJIIMHUYHATA PEMUCHS € HAOJI0JaBaH MPU UHIYKIHS U KAl JICUCHHUE KAKTO MPHU MallUEHTUTE
C HeyCIeIllHa KOHBEHIIMOHATTHA, HO HE ¥ OMOJIOTUYHA TePAIHs, TaKa U IPH MAIUEHTUTE C Hail-MaJIKo
€[lHa IIpEeAIISCTBAIA HEYCIIEIIHA TEPAIIUsL C aHTaro@T Ha TNFo, BKIIOYUTEIHO NPY MALUEHTH,
KOMUTO ITBPBUYHO HE Ca C€ MOBIIUIIA OT Tepamnus eantaronuct va TNFa. Bnarompusiten edexr e
HaOII0/IaBaH ChIIO U MPU HHIYKIHS MTPH naune@n C Hal-MaJIKO €[JHa HEeYCIIeIHa IpeIuIecTBaIla
Tepanus ¢ aHTaroHucT Ha TNFo 1 Begonu3yMag) HO OposT Ha AIMEHTUTE B Ta3H MOJTPYIIa € TBbPAE
MaJIBK, 32 J]a CE HAIPaBAT KATETOPUYHU 3a@0qumI OTHOCHO OJIaronpusTHUs €PeKT 1o BpeMe Ha
TOJUIbIKAIIATa TEPAIs B Ta3h Ipyna,

Tayuenmu, nosnussawu ce om u%ti@m ¢ ycemexunyma6b na Ceomuya 16

Ha nmanuenTtute, iekyBaHH ¢ yCTEKWHyMa0, KOUTO HE ca MOJIYIHiId OTToBOp Ha cenmuiia 8 B UNIFI-I,
e npwioxeH 90 mg yCTeKHHyl\glﬁ.c. Ha ceamuna 8 (36% ot nanuenture). Ot Ts1x 9% ot
MAlMEeHTUTE, KOUTO IIbPBOHA 0 ca paHJIOMU3UPaHH 32 NOJTy4aBaHe Ha MPEenopbUNTEIHATa
WHAYKIMOHHA J103a, TOCTUIAT KIMHUYHA peMHUCHs, a 58% MOCTUraT KIMHUYEH OTTOBOP Ha

Cenmuria 16.
4

ITaruenture 6e3 KHQ‘IGH OTTOBOP KbM MHAYKIIUS C YCTCKUHYMA0 Ha CeIMHIIA 8 B IPOYYBAHETO
UNFI-I, 5O € OTFO@ a ceamuria 16 (157 marenTH), ca BKIIOUEHH B HEPAHOMHU3UpAHATa YacT Ha
UNIFI-M 1 ca npoabinKiiIH J1a TIOIyYaBar Mo UTbpiKalia /103a Ha BCEKU 8 CEMMUIIN; TOBEUETO OT TE3U
MalUEHTH (6@10}1}11@)1&& 0oTTOBOpA, a 30% mocTurat peMucHs Ha cenqmuiia 44.

Hpodwzm&jge HA NPOY4E8aAHemo

B UN AlMEHTUTE, 3aBBPIIWIN IPOYUYBAHETO A0 ceamuna 44, ca moaXOAsAIIM Ja IPOAbIKAT
Jie4 0 B IpoabibkeHue Ha npoyuBaneTo. Cpen 400-Te marueHTH, KOUTO ca BKIIOYCHU HA U
e HU C YCTeKHMHYMa0 Ha BCeKHW 12 uiu 8§ CeIMUIH B IIPOIBIKCHUETO HA TIPOYYBAHETO,

NITOMAaTUYHATA PEMUCH OOMKHOBEHO ce 3ama3pa jo 200-Ta ceqMuIia npy maueHTH, ¢ HeyCIenHa
HBEHIIMOHAIHA (HO HE ¥ OMOJIOTMYHA Tepanws) 1 Te3H C HeyCIelIHa ONOJIOTHYHA Tepartus,
BKJIFOUMTEITHO TE€3U C HEeyCIeX KakTo ¢ antu-1TNF, Taka u ¢ Begonuzymad. Cpen marueHTUuTe, KOUTO ca
MOJTYYHITH 4-TOJTUIITHO JISYeHUE C YCTEKMHYMab U ca OI[CHEHHU C TIOMOIITa Ha ITBJTHUS CKOp 110 Mayo 3a
nojyrbprkane Ha cenmutia 200, crorBeTHO 74,2% (69/93) 1 68,3% (41/60) moanbpKaT 3a37paBsiBAHETO
Ha JIMTaBUIATa U KIMHUYHATA PEMHUCHS.
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AHanu3bT 3a Oe30macHoOCT, BKIrouBail 457 namuenty (1289,9-nariieHTOroAnHM), MPOCICACHH 10
220 cemmuiy, mMokasa, 4e npoQHIbT Ha Oe30macHoCT Mexy 44 u 220 cenMuIa, € CpaBHUM C TO3H,
HabmrofaBaH 10 44-Ta ceIMUIIA.

He ca ycranoBenmn HOBU choOpaskeHHs 3a 6€30MaCHOCT IMPH TOBA MPOIBIDKEHUE Ha IPOYYBAHETO TPU
MAIUCHTH C YIIIEPO3CH KOJIMT, JICKYBAaHU 110 4 TOAUHMU. c

Enoockoncko Hopmanuzupane Q/
EnmockonckoTo HOpMaiu3upaHe € OmpeeNieHO KaTo eHJ0CKOICKH cyOckop o Mayo 0 u e ,%Q
HaOmoaBaHo omle Ha ceamuna 8 B UNIFI-I. Ha cemmuna 44 ot UNIFI-M T0 ce moctura n@ 4% u

29% OT malueHTUTe, JICKyBaHHU ¢ YCTEKMHYMa0 ChOTBETHO Ha BCekH 12 uim § ceaMunu aBHEHHE
¢ 18% ot nauuenrtute B rpynara c mianeoo. A
Xucmono2uuno u Xucmo-eHOOCKONCKO MU2a8UYHO 030passieane @’O

5% ot KpumTHTE,

XHWCTONOTUYHOTO O3/IpaBsiBaHe (OMpeNeIeHo KaTo HeYyTpohiTHa HHOUITPAITH
0e3 pa3pylaBaHe Ha KPUIITHTE U 03 epo3uH, yIlepaliy WU IPaHyIallioH @Kan) € OLICHABAHO Ha
cenmuna 8 B UNIFI-I u Ha Cenmunia 44 8 UNIFI-M. Ha cenmuna 8, cien e paTHa UHTPAaBEHO3HA
WHAYKIMOHHA /1033, 3HAYUMO MO-TOJISIM IIPOLIEHT MALMEeHTH B IpymaTa ¢ OpbUMTENIHATA 1032
MOCTUraT XMUCTOJIOIMYHO o31paBsiBaHe (36%) B cpaBHEHHE C MALUEHT rpymnata ¢ miane6o (22%).
Ha Ceamuna 44 nognbspikane Ha To3u e(eKT ce HaOIr01aBa MpH 3H 0 TIOBEUE MAI[UEHTH C
XHMCTOJIOTMYHO O37]paBsiBaHE B TPYIHTE C yCTEKMHyMal Ha Besikal cenmuna (54%) u Ha Bcska 8-
Ma cenmuiia (59%) B cpaBHeHue ¢ miane6o (33%). Q

KomOunupana kpaiiHa TOUKa — XUCTO-EHIOCKOIICKO ﬂHraBM‘QJ 03IIpaBsiBaHE, OTPEJIEIIEHO KaTo
YYACTHHUIM C €THOBPEMEHHO JIMTaBUYHO U XHCTonoquH(@upaBﬂBaHe, ¢ OI[CHEHA Ha ceMHuIa 8 B
UNIFI-I u Ha cenmunia 44 8 UNIFI-M. [TauuenTure, nqe)‘qalsam/l YCTeKHMHYMa0 B IIPEIIOPhYUTEITHATA
71032, TIOKa3BaT 3HAYMMO MOJO0pEeHIe Ha KpaifHaTa TQUKa, XUCTO-CHJOCKOIICKO JIUTaBUYHO
03/1paBsiBaHE Ha CEAMMIA 8, B TpyIaTa C yCTCKUH (18%) B cpaBHeHHe ¢ rpynara c mianedo (9%).
Ha ceqmunia 44 nojrbpkane Ha TO3U eeKT ce HadiroiaBa npy 3HAYMMO MOBEYE MAIIMEHTH C XUCTO-
€H/IOCKOTICKO JINTaBUYHO O3/[paBsiBaHE B TPy ¢ ycTeknHyMab Ha Bcaka 12-ta ceqmuna (39%) u Ha
Bcska 8-ma ceamuna (46%) B CpaBHEHHUE C 83 €00 (24%).

Kauecmeo na scueom, cevpsano coc 39 '%emo

KadecTBOTO Ha KUBOT, CBBP3aHO cm@ aBETO, € OIICHSABAHO Ype3 BBIPOCHNK MpH BH3NATUTEITHN
3a00IIsIBaHUs Ha YepBarTa (Inﬂamn@ry Bowel Disease Questionnaire, IBDQ) u Bpnpocaunnute SF-36
u EuroQoL-5D (EQ-5D).

Ha cenmuna 8 8 UNIFI-I m TUTE, TOJIy4aBaJId YCTEKMHYMa0, OKa3BaT 3HAYUMO I1O-TOJISIMO U
KJIMHAYHO 3HAYMMO ITOJI0, ue Ha obuust IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary u SF-36 Physical Component Summary Score B cpaBHEHHE ¢ TUIaIeoo.
Tora momoOpeHue ¢ JTbPOKa TPH MALUEHTHUTE, JIeKyBaHu ¢ ycTrekuHyMma0, B UNIFI-M no
ceqmuiia 44. Hon(@ METO Ha Ka4eCTBOTO Ha )XHUBOT, m3MepeHo ¢ IBDQ u SF-36, o6ukHOBEHO ce
MOAIbpKa Mpe3 1s0To npoabinkenue qo ceamuiia 200.

[NanmenTHT @dnyanam/I yCTeKHHYMa0, ©MaT 3HAYMMO MO-TOJISIMO MOJJOOpEHHE Ha TPOAYKTUBHOCTTA
pu pabopagPLIeHeHO Ype3 MO-TOIsIMO HaMallsiBaHe Ha OOLI0TO HapylleHue Ha paboTaTta 1 Ha
HapylIa8aHeTo Ha aKTUBHOCTTA, OIIeHeHH upe3 BbhlpocHnka WPAI-GH, oTkonkoTo manuenTure,

nony@ann taneoo.

X&ﬁumaﬂuaauuu u onepayuu, cevpsanu c yayeposzen koaum (VK)
ceqmutia 8 B UNIFI-I mporieHThT Ha y9aCTHUIINTE C XOCIUTAIM3AINH, CBBbp3ann ¢ YK, e 3HaunuMo
0-HHCBHK IPU YYaCTHULIUTE B TpylaTa C MpernopbyrTentaTa 1o3a ycrekuaymao (1,6%, 5/322) B
CpPaBHEHHUE C YYaCTHHUIIMTE B rpymaTa ¢ mianedo (4,4%, 14/319), kaTo HUKO# OT y4aCTHHUIIUTE,
MOJTy4aBaIM YCTEKHHYMa0 B IPETOPhUYNTEIHATA HHIYKIIMOHHA /1032, HE € TOJIOKEH Ha OTeparys,
cBbp3ana ¢ YK, B cpaBaenue ¢ 0,6% (2/319) ot yuacTHUIIMTE B IrpymnaTa ¢ miamneoo.
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o cenmuria 44 8 UNIFI-M 3Ha4mMO 1O-HUCHK OpOii XOCTIMTATU3aIkH, CBEp3aHu ¢ YK, e
Ha0II0/ITaBaH MPH YYACTHUITUTE B KOMOMHHpaHaTa Tpyma ¢ ycrekuaymab (2,0%, 7/348) B cpaBHeHHeE ¢
y4acTHHUIIMTE B rpymata ¢ mianebo (5,7%, 10/175). UncneHno no-mMaibk Opoil yyaCcTHUIIM B rpymara c
ycrexuaymab (0,6%, 2/348) ca moanmoxeHn Ha omepalwsi, CBbp3ana ¢ YK, B cpaBHeHHE C YIaCTHUIIUTE
B rpymara c mianebo (1,7%, 3/175) no cenmura 44.

HmyHOreHHocr fb
[To Bpeme Ha jedeHHE ¢ yCTEKMHYMa0 MOTAT J]a ce pa3BUSAT aHTHUTEIA CPEIly YCTEKUHYMal | 1o <Q0
OT TAX ca HeyTpaim3upamy. OO0pazyBaHETO Ha aHTHUTENA CPEINLY YCTEKHHYMab € CBbP3aHo C I eH
KJIMPBHC Ha ycTeKuHYMal rpu maipeHTu ¢ 6onect Ha Crohn wimu ynueposen koiut. He e
HabnronaBaHa HamaseHa eukacHocT. He ce HaOmogaBa oueBHIHA 3aBUCUMOCT MEKIY Heu@meTo Ha
aHTHTEJA Cpelly YCTEeKHHyMal 1 TosBaTa Ha PEaKIiy Ha MSICTOTO Ha HHXEKTHUPAHE.

IleauaTpuyHa nomyaarus

EBporeiickaTa areHIus 10 JieKapcTBaTa oTiiara 3aIbJDKCHUETO 3a IPE0CTaBsHEe 3yJATATUTE OT
NPOYYBaHMATA C YCTEKMHYMA0 B €IHA WM MIOBEYEe MOATrPYITH Ha MIeAUaTpUYHATA MOTIyIalus mpu
6onect Ha Crohn u ynuepo3eH KonuT (Bxk. Touka 4.2 3a nHPOpMaLus omocr@ oTpeba B

neauaTpusTa). &

5.2 ®apMakoKHHETHYHH CBOIiCcTBa :Q/

Crnex npenopbynTEIHATAa HHTPABEHO3HA MHYKIIOHHA /1032 MEJI na"ra Ha MaKCHMaJHaTa CepyMHA
KOHIIEHTpAIUs Ha yCTeKnHyMa0, HaOmromaBana 1 gac cien uHd) Ta, e 126,1 pg/ml npu nanueHTUTE
¢ 6omect Ha Crohn u 127,0 pug/ml mpu mareHTUTE C YIIIIEPO3CH ROIUT.

Pasnpenenenue
Menauanata Ha o0eMa Ha pa3npe/IelieHUe B TCPMUHAIH, aza (Vz) cien eTHOKpaTHO MHTPABEHO3HO

MPUIIOKECHUE TIPH MAIMEHTH ¢ TIcopHasuc Bapupa oT,S7 1o 83 ml/kg.

Buotpanchopmanns
TouHusAT BT Ha MeTaboIM3UpaHe Ha YCTEKU HE € U3BECTEH.

Enumunupane O

Meauanata Ha CUCTEMHUS KITUPBHC ( Cile]l €THOKPATHO MHTPABEHO3HO MPHUIIOKEHUE TTPH
MalUEHTH ¢ TICOpUA3KC Bapupa oT 1, 0 2,34 ml/nen/kg. MenuaHaTa Ha IOy XHBOTa (t12) Ha
YCTEeKUHYMa0 € pUOIH3UTETHO 3 WIIM TIPH TAIKHEHTH C YJIIepO3eH KoauT, 6ostect Ha Crohn,

MICOPHA3KC W/ TICOPHATHYECH apTPHUT ¥ Bapupa oT 15 10 32 THU BbB BCHUYKH MPOYYBAHUS HA
IICOPHUA3UC U NICOPUATUYEH ap, )

JIMHEWHOCT Ha 103aTa A
CucremHara ekcro3u ycreknayMab (Cmax 1 AUC) ce yBenu4aBa 1o Ha4uH, TPUOIN3UTETHO
MIPONOPLUOHAIEH Ha Ta, CJeJ €AHOKPATHO MHTPABEHO3HO MPUIIOKEHHUE HA JI03M B TPaHMLATa

mexay 0,09 mg/k% mag/kg.

Coenumaiaau Ho‘;&ﬁam/m

Hsama nanu apPMaKOKWHETHYHU JIaHHU TPU MAIUEHTH ¢ yBpe[eHa Ob0peyHa Wiin 4epHOAPOOHa
byHKIIS éca MPOBEJICHH KOHKPETHU NIPOYYBAHUSI C MHTPABEHO3HO NMPHUJIOKEHHUE HA YCTEKUHYMaO
pH 1a )%TI/I B CTapyecKa Bb3PAcT WM MEeIUATPUYHU TAlIMSHTH.

Hpﬁb&nemn c 6onect Ha Crohn ¥ yn1epo3eH KOJUT BapuabMIHOCTTa HA KIMPBHCA HA YCTEKHHYMao
CEJHOBJIUSIBA OT TEJICCHOTO TEIJI0, HUBOTO HA CEpYMHMs aJIOYMUH, I10J1a ¥ CTaTyca 110 OTHOLIEHUE Ha
@rmenaTa Cpelry yCTeKHHyMa0, 10KaTo TeIEeCHOTO TETJIO € Haif-3HaunMaTa KoBapuara, BIusea
BpXy oOema Ha pasnpeneneHue. OcBeH ToBa mpu 6osectra Ha Crohn KIMPBHCHT ce moBnusBa ot C-
peakTUBHUS MPOTEWH, CTAaTyca 110 OTHOIIEHHE Ha HeycneX Ha jiedenneTo ¢ TNF-antaronuctu u
pacara (a3uaTCKH CTIpSIMO Hea3zuaTCKH Mpou3xon). Bp3neldcTBHETO Ha Te3n KOBapHUaTH € B PAMKHUTE Ha
+20% oT TMITMYHATa WK pedepeHTHaTa CTOMHOCT Ha choTBeTHUS DK mapameTsp, mopaau ToBa He €
Heo0XoIuMa KOpEeKLHs Ha J1o3aTa 3a Te3U KoBapraTu. ChIIbTCTBALIOTO NPUIIOKEHHE Ha
HMMYHOMOIyJIaTOpHU HAMA 3HAYUTEIHO BIUSHHUE BBPXY PA3NpPENEICHUETO HAa YCTEKHHYMAO.
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Perymupane na CYP450 en3umu

Edexrure na IL-12 nnm IL-23 Bepxy perynupanero Ha CYP450 en3umure ca orieHeHH B iN Vitro
MpOy4YBaHe C U3MOI3BaHE HAa YOBEIIKM XEMaTOIUTH, KOeTO ToKa3Ba, ue 1L-12 w/umm I1L-23 ¢ auBa oT
10 ng/ml He mpomensaT akTuBHOCTTA Ha YoBemkuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
wim 3A4; Bx. Touka 4.5). b

[IpoBeneno e otkputo nmpoyusane ¢aza 1 3a nexapcrBenu BzanmoseicTeist CNTO1275CRD1 a
OLICHKA Ha e)eKTa Ha YyCTeKUHYMa0 BbPXY €H3UMHATa aKTUBHOCT Ha nuToxpom P450 crnen u S
U TIOAXBPIKAIIIO MpUJIaraHe npy MauenTy ¢ akTuBHa Oosect Ha Crohn (n=18). He ca Habmi0NaBaHu
KIIMHUYHO 3HAYNMU POMeHH B excniozunuaTa Ha kodenH (CYP1A2 cyberpar), Bapdap YP2C9
cyoctpat) omenpazon (CYP2C19 cyberpar), nekcrpomeropdan (CYP2D6 cyberpar) MHIa3071aM
(CYP3A cyOctpat), Korato ce U3moa3BaT ChITBTCTBALIO C YCTEKUHYMal mpH 0o100pgHaTa
MIpENOpHINTENTHA JO3UPOBKA MPH NarueHTH ¢ 6osrect Ha Crohn (Bx. Touka 4.5) o)

5.3 IlpenkJIMHUYHHM JAHHM 32 0€30MACHOCT Qsjz\

HexnmuanaHuTE MTaHHN HE TIOKAa3BaT OCOOEH PUCK (HAIpP. TOKCHYHOCT Ha@)me) 3a xopa Ha 0azara
Ha MPOYYBaHMS 32 TOKCHYHOCT IIPU MHOT'OKPATHO IpHJIaraHe, TOKCHY 3a Pa3BUTHETO U
PENpOaYKTUBHA TOKCUYHOCT, BKJIIFOUMTEIHO U (apMaKoIOTHIHUTE %‘aékn 3a 6e3zomnacHocT. [Ipu
MIPOYYBAHUS 32 TOKCUYHOCT 33 Pa3BUTUETO U PENPOLYKTHBHA TO OCT IPH IBJATOONAIIATH MaKalx
HE ce Ha0IIo1aBaT HeXellaH! eeKTH BbpXY QepTHIInTeTa Mpu WTE, KAKTO U BPOJICHU AedexTn
WJIM TOKCUYHOCT 32 pa3BUTHETO. He ce HaOmonaBar HexkenaHu epeKTH BbpXy QepTHnTeTa Mpu
JKEHCKHUTE MPH yIoTpedaTa Ha aHAJIOTHYHO aHTUTIIO cpernydlZ-12/23 npu Muiky.

I[OSOBI/ITC HHUBA B [IPpOYYBaHUA IIPH )KUBOTHU Ca 01130 'bTH TI0-BUCOKH OT HaM-BHCOKaTa
CKBUBAJICHTHA 1034, IPCABWIK/IaHa 3a IIPUIIOKCHUC U MMalMEHTH C IICOpUa3nc, U BOIAT 010
MaKCUMAaJIHH CEPyMHH KOHLIEHTPaLUU IpU Maﬁm&onm ca Haa 100 mbTH NO-BUCOKU OT
KOHIIEHTpALMHUTe, HAaOII01aBaH! IIPU XOpa. @

He ca nposexnanu nmpoy4saHus 3a KapuHPﬁ%—IOCT C yCTeKHHYMab mopajy JUIcaTa Ha MOAXOASIIH
MOJIETIN 32 aHTHUTSIIO 0e3 KPhCTOCaHa peK HocT KbM [L-12/23 p40 Ha rpu3aun.

6. ®APMALEBTUYHH II,A@I

6.1 Cnucbk HAa NOMOIIHHA émecTBa

JluHaTpues eaeTar JuXu, (E385)

L-xuctuana
L-XHCTUAMHOB XUAP PUI MOHOXHIPAT
L-meTHOHUH

IMommcop6ar 80 (E433)
3axapo3a

Bona 3a HH%@I[I/II/I
6.2 I‘@BMGCTHMOCTI/I

Ip ca Ha MPOYyYBaHMA 32 HECHbBMECTUMOCTH, TO3H JIEKapCTBEH NPOAYKT HE TPsAOBa Ja ce cMecBa ¢
aﬂn nexapctBenu npoayktu. ABSIMKY TpsioBa 1a ce paspexiaa caMo ¢ pa3TBOp Ha HATPUEB
pua 9 mg/ml (0,9%). ABSIMKY He TpsiOBa j1a ce mpuiiara efHOBPEMEHHO B €/1HA U ChIla
%HTpaBeHOQ.Ha CUCTEMa C IPYTHU JIEKapCTBEHH MPOAYKTH.

6.3 Cpok Ha rogHocT

2 TOIMHH.
[a He ce 3ampassiBa.

20



Cren pa3pexaaHe € ToKa3aHa XuMHUIHA B (Pu3ndHa cTaOHITHOCT 0 BpeMe Ha yrnoTpeda 3a 24 gaca mmpu
23°C -27°C wu 7 nau npu 2°C — 8°C.

OT MEKpPOOHOIIOTHYHA TIIE[IHA TOYKa, IPOAYKTHT TPsOBa Aa ce yrmoTpebu HezabaBHO. AKO HE ce

ynorpeOu He3abaBHO, MEPHOABT Ha M3MOI3BAHE U YCIOBHUATA HA ChbXpaHEHHUE Mpenu yrnoTpebda ca
OTTOBOPHOCT Ha MOTPEOUTENSI U OOMKHOBEHO HE O TpsiOBasio 1a ObAAT MO-ABJITH OT 24 Yaca npu
10 8°C, OCBEH aKko pa3pekIaHeTO HE € U3BBPILIEHO B KOHTPOJIMPAHA U BAIUIMPAHA aCEITUYHA C])

o~

Ha ce chxpanssa B xnaawiauk (2°C — 8°C). [la He ce 3ampa3ssiBa. A
CoxpaHsBaiiTe ¢1akoHa B KapTOHEHATa OMAKOBKa, 3a Jia ¢e MPe/Ina3y OT CBETIHHA.
qr;@xa 6

(o)

6.4 CneumajHu ycja0BHUSI HA ChXpaHeHUe

3a ycIoBHATA HAa ChXPAaHEHUE CIIE Pa3pexkIaHe Ha JIEKAPCTBEHUS MPOTYKT BHIKT 3.
6.5 Buau chabpkaHne HA ONIAKOBKATA Q;2\
26 ml pastBop BBB (takoH oT cThKIIO THII I ¢ 06em 30 ml, 3aTBOpeH ChC ajnka ot OyTHiIoBa

ryma ¢ nokputre. ABSIMKY ce pasnpocrtpansiBa B onakoska o 1 ¢
6.6 CrnenuajaHu MpeaNna3Hu MEPKU MPH U3XBbPJIsIHE U paﬁo,zéb

PastBopsT BBB (utakona ABSIMKY He TpsioBa na ce pa31<na1ua.Qa3TBopBT TpsiOBa Ja ce MpoBepHU
BHU3YaJIHO 32 HAJIMYUETO HA BUJMMHU YaCTHUIH WU POMSHA IQABeTa, Npean Aa ce MPUII0KH.
PasTBOpBT € Ge31BeTEH 10 OJIET0KBIT H OUCTHP J10 nexo@anecueHTeH. JlekapCTBEHUST POIYKT HE
TpsiOBa J1a ce yrmorpedsBa, ako pa3TBOPHT € C HpOMeHeabBﬂT WM MBTEH WIH aKO ChAbPXKA BUAUMU

UyKOU 4aCTHULH. @

Pazpexnane Q4
ABSIMKY xonueHTpar 3a nH}QY3HOHEH Pa3T psi0Ba ja ce pa3peau U Ja ce MOJIrOTBH OT
MEAWUIUHCKH CIIELUAUCT C IOMOILTa Ha acgn YHA TEXHUKA.

1. Uzuucrnere mozara u 6post Ha HebBxOmumute pakorn ABSIMKY Bb3 ocHOBa Ha TETNIOTO Ha
nanueHTa (Bx. Touka 4.2, Tab 1). Beexu gmakon ABSIMKY 26 ml ceabpka 130 mg
ycTekuHyMab. UzmomsBaitt o restHA takonn ABSIMKY .

2. Uzrernere u nzxpbpiere ot uHGY3HOHHUS cak oT 250 ml 06eM OT pa3TBOp Ha HATPUEB XJIOPHU]L

&oﬁeMa ABSIMKY, koiito TpsibBa na ce no6asu. (u3xpbpiere 26 mi
HeoOxoauM dmakon ABSIMKY, 3a 2 ¢makona usxebepiere 52 ml, 3a
78 ml, 3a 4 ¢takona uzxswpiere 104 ml)

IMKY ot Bcekn He0OX011M (IIaKOH U TH JIo0aBeTe KbM WH(Y3UOHHUS
WHUAT 00eM B MH(Y3MOHHUS cak TpsOBa na 0bae 250 ml. BHumarenno

9 mg/ml (0,9%), paBen
HATPHUEB XJIOPHUJI 32 B
3 makoHa U3XBBP
3. Uzrernere 26 m
cak ot 250 ml

CMECeTe.

4, IIpenu HpH&CHI/IeTO MIpoBepeTe BU3YyaTHO pa3peAacHus pa3TBop. He ro ymorpeOsBaiite, ako ce
HaO0JIIO BU3YaJIHO HENPO3pavYHU YACTUIH, [IPOMSIHA HA LIBETA WIIU YY>KIU YaCTULIH.

5. [Ipu € pa3peleHus pa3TBOp 3a Nepuo OT Hall-Mallko equH yac. Cies KaTo ce pa3penu,
np HETO Ha MH(Y3UOHHUSAT Pa3TBOP TPsIOBa Ja ce U3BBPIIN B paMKUTe Ha 24 Jaca ciie

pa3p&xIaHeTo B MH(PY3UOHHUS Cak.
6. Q&nomBaﬁTe camo HaOop 3a HH(QY3Hs ¢ BrpajieH, CTEPHIICH, alluPOreHeH QUITHP ChC c1abo
‘bp3BaHE Ha poTerHH (pazmep Ha nopure 0,2 MUKpOMETpa).
7% Bceku Quakon e camo 3a eTHOKPaTHO MPUIIOKEHNE U HEU3MOI3BAHUSAT JIEKAPCTBEH MPOIYKT
QQJ TpsiOBa J1a ce U3XBBHPIH B ChOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona, s/n
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Edifici Est, 6a Planta
08039 Barcelona
Ucnanus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA b@
EU/1/24/1880/003 QQ/
9. JATA HA ITBbPBO PASPEIIABAHE/IIOJIHOBSIBAHE HA PA3PE].HEHI/@9) 3A

YIIOTPEBA

Jlata Ha mepBO paspemaane: 12 nekemBpu 2024 /;),b

oS

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA §/

“Z

[Monpo6Ha nHMOpMALKs 33 TO3U JICKAPCTBEH MPOIYKT € Hpe}IOCTaB;@a yeOcaiiTa Ha EBponeiickara
areHuus 1o Jiekapcraata https://www.ema.europa.eu/. ’O
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V Tosu JICKApCTBEH MPOIYKT IMOJICKH Ha JTOIBJIHUTEIHO HaOroAeHue. ToBa 11e 03B0oJIM OBP30TO
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIKsI OTHOCHO 6e30macHoCTTa. OT METUITUTHCKUTE CIIEITHATUCTH Ce
M3KCKBA JIa ChOOIaBaT BCSIKA MOJ03MpaHa HeXellaHa peakius. 3a HaunHa Ha ChoOIaBaHe Ha
HEXeJIaHU PeakINK BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUSA TPOAYKT 60
ABSIMKY 45 mg uHXeKIIMOHEH Pa3TBOP B MIPEABAPUTEIHO HAIIbJIHCHA CIIPHHIIOBKA QQ/
ABSIMKY 90 mg nH>XEeKIIMOHEH Pa3TBOP B MIPEABAPUTEIHO HAIIBJIHCHA CIIPHHIIOBKA é

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB A

ABSIMKY 45 mQ uHXKEeKIHOHEH Pa3TBOP B NPEBAPUTEIHO HATBIHEHA cnpmmc@ga
Bcsika mpeaBapuTeIHO HAITbJIHEHA CIIPUHIIOBKA ChABPKa 45 MQ yCTeKHHyMan@tekinumab) B 0,5 ml.

ABSIMKY 90 mg vHKeKIIMOHEH Pa3TBOP B NPEIBAPUTEIHO HABIHEHA CHPUHIIOBKA
Bcsika mpeaBapuTeIHO HAITbJIHEHA CIPUHIIOBKA ChABpKa 90 Mg yCTeKP@Qg@ (ustekinumab) B 1 ml.

Ycreknnymab e m3isuio 4oBemko [gG 1k MOHOKIIOHATTHO aHTUTSIIO HrepaeskuH (IL)-12/23,
MPOM3BEICHO B MUEIIOMHA KJIEThUHA JTMHUS Ha MHIIKH C TIOMOIII pexombOunanTHa JJHK
TEXHOJIOTHSL.

IToMOIIIHO BEILECTBO C U3BECTHO JCHCTBUE @

Bcesika emuania obem cpabpxa 0,02 mg momucopbar 80, %I/ITO ca ekBuBasieHTHH Ha 0,02 mg B 1032
45 mg. *2‘

Bcesika enuamna obem cpappka 0,05 mg nonncop6a@), KOUTO ca ekBuBaJieHTHH Ha 0,04 mg B 103a
90 mg.

3a IBIHUA CIIUCHK Ha IMTOMOIIHUATE BEIECTBA @(Te Touka 6.1.

O

3. JIEKAPCTBEHA ®OPMA J&

ABSIMKY 45 mg ueXeKInoHeH ﬁazTBop B MIPEABAPUTEIIHO HATBJIHEHA CIPHHIIOBKA (MHKESKITHOHCH
pasTBoOp) AN

ABSIMKY 90 mg vHXeKIIAOHEH Pa3TBOP B IPEIBAPUTEIHO HAIBIHEHA CIPUHIIOBKA (MHKCKIIMOHEH

pasTBoOp) Qt\

PastBopbT € 6e3u3e@ JI0 OJIETOKBIT U OUCTHP JI0 JIEKO OMAaJeCIEHTEH.

4, Kﬂm@z}m JTAHHU

4.1 Te&;eBanHn NOKA3aHUS

IIna COpHA3nC
A Y e nokasaH 3a JieueHHe Ha YMEPEH A0 TEXBbK IIAKOB IICOPHA3HC IPH BB3PACTHHU, KOUTO HE
€ TIOBJIMSUTH, UMaT IMPOTUBONIOKA3aHMS MITH HETTOHOCUMOCT KBM IPYTH CUCTEMHH TEpPaIny,
JIIOYBAIIN IUKIociopuH, MeToTpekcatr (MTX) wnu ITYBA (ticopasnieH u ynTpaBHOIETOBH A JTbUH)
Tepanus (BX. Touka 5.1).

[lakoB 1icopuasic Npy NeUATPHIHH NAIUEHTH
ABSIMKY ¢ nokasaH 3a JieueHHe Ha YMEPEH J0 TS)KbK IUTAKOB IICOPHA3KUC MPH JIcla U MAIlHCHTH B
FOHOIIIECKA BB3PacT Ha 6 TOAMHU U MO-TOJIEMH, IIPH KOUTO UMa HETOCTATHYCH KOHTPOJ HITU

HEMIOHOCHMOCT KBM JIPYTH CHCTEMHH TE€PAITUHU WK (oToTepanun (BK. Touka 5.1).
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Hcopuarnuen aprput (PSA)

ABSIMKY, camocrosrenno min B komouHaims ¢ MTX, e mokasaH 3a JJe4eHue Ha aKTHBEH
MICOpUATHYEH apTPUT MPU BH3PACTHU MAIUEHTH, TPH KOUTO OTTOBOPHT KbM MPEAICCTBAIIO JICUSHUE C
HEOHOJIOTMYHN MOAU(HUITUpAIT! 00IecTTa aHTUpeBMaTHIHH JiekapctBa (DMARD) e 6wt
HemocTaThueH (BK. Touka 5.1).

{(
Bonect Ha Crohn b

ABSIMKY e noka3aHn 3a JiedeHUe Ha Bb3PACTHU MAIEHTH ¢ yMepeHa JI0 TeXKKa akTUBHA OoJie
Crohn, kouTo ca ce MOBIHMSTH HEAOCTATHYHO, BeUe HE Ce MOBIUABAT UIIA UMAT HCHOHOCI/IMOK M
KOHBCHIIMOHAIHATA Tepanusl Wik KbM aHTaronucT Ha TNFo, uiu uMaT MeTUITUHCKU O
MPOTHBOIIOKA3aHHsI 32 TAKMBA TEPAITHH. Q

K\

Yiepo3eH KoauT

ABSIMKY e noka3aH 3a JiedueHue Ha Bb3PACTHH MAIMEHTH C YMEPEH JI0 TEKbBK a H yJIepo3eH
KOJIUT, KOUTO Ca Ce MOBJIMSUIN HEJOCTAaThUHO, BeUe HE CE MOBIHIBAT WM HMAT HETOHOCHMOCT KbM
KOHBCHIIMOHAJIHATA TCpaIlud Wil KbM 6I/IOHOFI/I‘IGH JICKapCTBCH IMMPOAYKT, UJI aT MCAUIIMHCKHU
MPOTUBOIIOKA3aHMs 32 TAKMBA Tepanuu (BX. Touka 5.1). &

4.2 Jlo3upoBKAa M HAYMH HA MPUJIOKEHHE Q/

ABSIMKY e npengnaznauex 3a ynorpeda moji ppbKOBOJCTBOTO U }%’Qpa Ha JIeKap C OIHT B
JTUArHOCTHIIMPAHETO U JICYCHHETO Ha 3200 ISIBaHIS, 32 KOUTO A@ KY e mokazaH.

O3HUPOBKaA @

IInaxoB ncopuasuc
[penoppuntennata nozuposka Ha ABSIMKY e fg‘@ﬂa no3a 45 mg, NpUIIoKeHa MOIK0XKHO,

TocieiBala oT 103a 45 mg 4 ceAMHITH MO-KBCHO Jl TOBAa Ha BCEKM 12 CEMUIIU.

[Tpu marueHTH, KOUTO HE ca C€ MOBIUSIIA OT &mem J10 28 ceMuIIU TPsIOBA J1a Ce OOMHUCITH
MpeKpaTsBaHe Ha TEPaIUsATa. O

Tayuenmu c menecno meano > 100 kg *
3a manmeHTH ¢ TenecHo Teryo > 100 @ ‘bpBOHavaNHaTa j103a ¢ 90 mg, MpuIoKeHa MOAK0XKHO,
rocienBana ot jgo3a 90 mg 4 cex MO-KbCHO U ciiell ToBa Ha Bceku 12 ceaqmuuu. [lpu te3u
MaIMeHTH J103aTa oT 45 mg ¢hI1o ¢ ehuKacHa, HO MO-ToJiIMa e(hUKACHOCT UMa Jo3ara ot 90 mg. (Bxk.

Touka 5.1, Tabauna 3) & \

{_
IIcopuatuued aprpurt (P
IIpenopbuBanara 1031 %3 Ha ABSIMKY e nauanna no3a 45 mg, npuiioxeHa moK0KHO,
IocJIeABaHa OT 103a g 4 cenMuIM MO-KBbCHO | CJIE]] TOBA Ha BCEKH 12 ceaMuIn. ANTepHATUBHO,
MIpH MALUEHTH C th o terno > 100 kg, moxke na ce m3nonssar 90 mg.

[Tpn HauneHTu}zbmo HE ca ce TOBJHUIN OT JICYEHHETO JI0 28 ceAMHIIN TPAOBa 1a ce 0OMHCTH
MpeyCcTaHOB € Ha JICYEHHUETO.

Cmapy ev3pacm (> 65 coounu)
Hee Q XOJMMO aJaNTHPAHEe Ha J103aTa NMPH NAIUEHTH B cTapyecka Bh3pacT (Bk. Touka 4.4).

S@eqno U YepHoOpPOOHO yepedicoane
@e ca MPOBEKJIaHM ITPOYYBAHUS ¢ YCTEKHMHYMa0 MpH Te3u MomyJaiuu naiueHtn. He Moxke 1a ce gaje
Qﬂpenopbxa 3a J03ara.

Ileduampuuna nonyrayus

be3onacHocTTa 1 e(l)I/IKaCHOCTTa Ha YCTGKI/IHYM3,6 Inpu aena ¢ nCopruasuc Ha Bb3pacT 1Mo 6 T'OAWHHA
WJIN TIpU Acla C ICOPHUATHUYCH apTPUT IOJ 18-I‘OI[I/I].HHa BB3PAaCT BCC OLIC HC Ca YCTAHOBCHHU.
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ILrakoB TIICOpHa3uC Mpyu NCAUATPUIHH MAOIWUCHTH 16 TOAWHU U NO-TOJIEMU )

IMpenopbunrtennara no3a va ABSIMKY 3a neaunarpuyna momyJaamus ¢ TesecHo teriio Hag 60 kg e
nokasana no-goiny (tadbmuna 1). ABSIMKY TpsioBa na ce npuiara Ha ceamunu 0 u 4, ciie ToBa Ha
Bceku 12 cenMuny.

Tabnuya 1: Ilpenopvuumenna 0oza ABSIMKY npu nedouampuunu nayuenmu ¢ ncopuasuc /‘/O
TeJsiecHO Terjio KbM MOMEHTA HA NIPUJIAraHe IIpenopbunTeHA 1032 ,.,‘U
< 60 kg* - A~
> 60-< 100 kg 45 mg ANX

> 100 kg 90 mg o
* ABSIMKY =e ce mpesara 3a maiieHTH, KOUTO € HY>KAAAT OT MO-MaJiKa OT IIbJIHA @33 ot 45
mg. AKo e Heo0X0/IMMa alTepHaTHBHA 71032, TPSAOBA J1a ce U3IOI3BAT IPYTH nponyxn&
yCTeKHHYMa0, KOMTO IpeuIaraT TakaBa Bb3MOXKHOCT. /b,

Hsma no3osa popma 3a ABSIMKY, kosiTo 1a I03BOJIsIBa TO3UPAHE CIOPE]T TETRHQTO Ha MeUaTPUIHU
naredT ¢ terno nof 60 kg. Jlo3ata Ha manmentute ¢ Terno o 60 kg Tps a ObJIe TOYHO
ompexneneHa Ha 6a3a mg/kg, KaTo BMECTO TOBA C€ M3MO3Ba APYT MPOIYKT cTeknHyMab — 45 mg
WH)KEKIIMOHEH Pa3TBOp BBB (prakoHu, mpeasaraii Jo3upade Ha 0a3a Ter

[Ipu nanueHTH, KOUTO HE Cca C€ MOBIUUIA OT JIEYEHUETO A0 28 ceu\y@ TpsiOBa 1a ce 0OMUCIH
IIpeyCTaHOBsBaHE Ha JICUCHUETO. fb

Bonect Ha Crohn u yniepo3eH KoJuT Q

B cxemara Ha nedenne mepBata qo3a Ha ABSIMKY ce npmg/a WHTPaBEHO3HO. 3a JJO3UPOBKATa MPH
MHTPaBEHO3HA CXeMa Ha IpujlaraHe BIKTE Touka 4.2 ot @H Ha ABSIMKY 130 mg konueHTpar 3a
nH(Y3UOHEH Pa3TBOP.

[IspBOTO MONIKOKHO MpHIIOKeHKe Ha 90 Mg ABS&Q TpsiOBa J1a ce U3BBPIIN HA CEIMUIIA 8 Clie]
UHTpaBeHo3Harta no3a. Ciel ToBa, ce npenoqu@annomeHHe npe3 12 ceqmunu.

ITanuenTH, KOUTO HE Ce MOBJIUABAT JOCTATAFYHO A0 8 CEAMMIU CIe]l IbpBaTa I10AK0XKHA J103a, MOXKeE
Jla TI0JIy4JaT BTOPA MOAKOXKHA J103a 110 30 eme (Bxk. Touka 5.1).

[MaruenTH, Ipu KOUTO MMa 3aryba H@rmBop Npy npuiarade npe3 12 ceaMuim, Moxe J1a UMaT Mmoi3a
OT MOBHUIIIEHUE Ha YeCTOTaTa Ha I »KEeHHe Tipe3 8 ceaMuIu (BX. Todka 5.1, Todka 5.2).

Briocnencrsue no3ata Moxe e\nppmara Ha ManUeHTHTE Npe3 8 CeAMHLN Wi npe3 12 ceqMuiu Bb3
OCHOBA Ha KJIMHWYHA IPELL (Bx. Touka 5.1).

Tpsi6Ba ga ce oOMucCI YCTaHOBSIBAaHE Ha JICUCHUETO IPH MMALMEHTH, KOUTO HE NTOKA3BAT JaHHM 34
TepaneBTUYHA M0J3 CeIMUIIM CIIe I.V. MHAYKIIMOHHA 7033 WK 16 CeqMUIN Clie/l IpEMHUHAaBaHe
KbM IpUjiaraHe H bprKaIa 103a mpe3 8§ CeAMHUIIH.

[Ipunoxenue a IMYHOMO/IYJIATOPH ¥/WIIH KOPTUKOCTEPOUIHN MOXKE J1a TPOABIDKU 10 BpeMe Ha
JICYESHUETO ABSIMKY. [Ipu naiueHTHTE, KOUTO Ca Ce MOBIMsIIN OT JiedeHueto cbec ABSIMKY,
HpMJIO)Ke;(H 0 Ha KOPTUKOCTEPOUIU MOXKE JIa € HaMaJIi WIIH J]a CE MPEyCTAHOBH B CHOTBETCTBHUE CHC
CcTaHIa[iTa Ha JICUECHHE.

II @)HGCT Ha Crohn wim ynepo3eH KOJUT, aKO TepanusiTa ce IpeKbCcHE, MOTHOBSIBAHETO HA
METO C OJKOXHO MPHUIIOKEHHUE TPe3 8 ceAMHLM € 6e301acHO U e(hEeKTUBHO.

QCmapltecm ev3pacm (> 65 coounu)
He e HeoOX011MO KOpHUTHpaHe Ha J103aTa MPH NAIUEHTH B cTapyecka Bh3pacT (Bk. Touka 4.4).

bvopeuno u wepnoopobro yepescoane
VYcreknHyMab He € TIpOoy4BaH MpH TE3U MOIyJIAIK NanueHTH. He Morar j1a ce HanpassIT npenopbKu
3a JO3UpaHe.
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Ileouampuuna nonynayus
BezomacHocTTa 1 ehkacHOCTTa Ha yCTeKMHYMab mpw jJedeHue Ha 6onect Ha Crohn wiu ynmeposeH
KOJIUT MPH Jiella Ha Bb3PacT MoJ 18 roanHu Bee ollle He ca ycTaHoBeHH. JIMICBaT JaHHMU.

HauuH Ha ipuioxeHue

ABSIMKY 45 mg u 90 mg nmpeaBapuTeIHO HAITBIHEHN CIIPHHIIOBKH €a CaMO 32 MTOJAKOKHO fb
nHxekTupaHe. [1o Bb3MOXKHOCT KOKHHUTE YUacThLU C U3SBEH MICOPHA3HC TPsIOBa 1a ce n30sreaT
MSICTO Ha MHXKEKTHpAHE. Q

Cren moaxoaso o0Oy4eHue 3a TEXHUKaTa Ha MOAKOXKHO HHKEKTHPaHE MAlUCHTUTE UK TERHUTE

OonHorIeaun Morat Aa umwkektupar ABSIMKY, ako nekapst pemy, 4e ToBa € yMecTHE. Bce mak
JeKapsT TpsOBa J1a OCUTYpH MOJXOAIIO MPOCIEAsBaHe Ha TanueHTuTe. [lanueHTuTe TEXHUTE
OonHorIeAayn TpAOBa Ja ObJAT MHCTPYKTHPAHH A3 MHKEKTHPAT MPEANUCAHOTO KOJ{UECTBO
ABSIMKY cwriacHo ykazanusra B jquctoBkara. [lonpoOHu ykazaHus 3a nppmox# ca J1aJiecHd B

JIJMCTOBKAaTa. %

3a no-HaTaThIIHU YKa3aHUs 32 IPUTOTBAHE U CIIELHUAIHYU NPEANa3sHu MEpK @I/I paboTa BIKTE
TOYKa 6.6.

<
4.3 IlpoTuBONOKA3aHUSI O)Q

CBpPBXYyBCTBHUTEIHOCT KbM AKTHBHOTO BEHIECTBO MJIA KBM HsI MOMOIITHUTE BEIECTBA,
n30poeHu B Touka 6.1.

Knuanano 3Haunma, akTuBHA WHGEKITUS (HAIp. aKTHBHA @epxynma, BX. Touka 4.4).
4.4 CneuuajaHu npenynpe:xaeHus u npennamwepkn npu ynorpeda

[Ipocnenumoct
3a 51a ce moo0pH MpoCIeIMMOCTTa Ha OHOIIO, WTE JICKAPCTBEHH MPOIYKTH, UMETO W MAPTHIHHST

HOMCEP Ha MMPUIIOKCHUSA IPOAYKT TpH6Ba fICEO Ja CC 3alncCBar.

Undekumu J§«

VYcereknHyMab MoXe J1a UMa HOTEHI] a yBellM4aBa pUCKa OT MH(EKIINU | Ja PEaKTUBHpPA JIATEHTHU
nHpexuuy. [Ipy KTMHUYHY TpoyY sl ¥ IOCTMapKETUHIOBO 00CEPBALMOHHO POYYBaHe MpU
MAIMEHTH C TICOpUa3Kc ce HAbMI0IaBaT CeprO3HH OAKTEPUATHU, I’BOMYHH U BUPYCHU HHPEKINH TPU
NalKAEHTH, IPUEMAILIHA YCTEK A6 (Bx. Touka 4.8).

'A@TeKHHyMaQ ce choOIIaBa 3a OMOPTIOHUCTUYHHI HH(PEKIUH, BKIIOYBAILU

3a, IPyTU ONMOPTIOHUCTHYHH OAKTEPUATHN HHMEKIUH (BKITFOUUTEITHO
aTUIIMYHA MUKOOAKT THa UH(EKUXs, MEHUHTUT, IPUYUHEH OT Listeria, THEBMOHMS, TPUYMHEHA OT
Legionella, n Hok 3a), OMIOPTIOHUCTUYHU MUKOTHYHU MH()EKLINH, OTIOPTIOHUCTUYHH BUPYCHU
nH(peKInn (BKHIO%HHO eHredanuT, MpUIHHEH OT XepIec CUMILIEKC 2) 1 Mapa3uTHU NHOEKIUU
(BKITFOUHTEH a TOKCOTIIa3M03a).

[Tpu manmenTy, NeKyBaH
peakTuBUpaHe Ha TyOe

TpsiOBa z&g@noaxomz{a C TMIOBUIIICHO BHUMAaHHUE, KOraTo ce 00ckxkaa npuinoxkernero Ha ABSIMKY
pH 1a TH ¢ XpOHUYHU HHGEKINH WK aHaMHe3a 3a peruauBupaia naHdekius (Bx. Touka 4.3).

Hp@%HO‘IBaHGTO Ha neueHue cbc ABSIMKY manumenTute TpsOBa ia ce u3cieaBar 3a
T kyno3na uHdekmss. ABSIMKY He TpsiOBa &1a ce nmpuiara npy NanyeHTH ¢ aKTHBHA

epKyIio3a (Bxk. Touka 4.3). JleuenueTo Ha TaTeHTHA TyOepKyI03HA HH(EKIHS TPsIOBa 1a 3arouHe
penu npunoxenneto Ha ABSIMKY. AututyOepkyio3HaTa Tepanus CbLIo TpsOBa Aa Obae o0ChIAcHa
npeay HauanoTo Ha Jieuenue cb¢ ABSIMKY mpu manmeHTs ¢ aHaMHe3a 3a JJaTeHTHA WM aKTHBHA
TyOepKyIi03a, TP KOUTO HE MOJXKE J]a ce TIOTBHP/IU aJIeKBaTeH Kypc Ha jeuenue. [lanmenTure,
npuemamy ABSIMKY, tps0Ba na ce HaOmrogaBaT BHUMATEIHO 32 TIPU3HALM U CUMIITOMU Ha aKTUBHA
TyOepKyIi03a 1o BpeMe Ha JEYSHHETO U Cle]] Hero.
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[ManmenTture TpsaOBa Aa ObIAT HHCTPYKTHPAHU J1a IOTHPCAT JEKAPCKU CHBET, aKO CE MOSABST IPU3HALH
WIIA CUMITTOMH, TIpeIoaramy nHeKIus. AKO MAIUeHT pa3BHe CepHO3Ha HHPEKINS, ChbCTOSHUETO
My TpsiOBa BHUMatenHo fa ce cinenu u ABSIMKY ne TpsbBa na ce npunara, 1okato HHGEKIUITa He
ObJIe oBlIaAsAHA.

3710Ka4YeCTBEHU 3a001BaHUS fb
MmMyHocynpecopu KaTo yCTEKHHyMa0 MMaT MOTEHIMA []a yBEIMYaBaT PUCKa OT 3JI0KaY€CTBEHH b
3a0onsaBanus. Hakou malMeHTH, KOMTO ca NpUeMasn yCTEeKUHYMAa0 B KIMHUYHHU IPOYYBaHUSA <
HOCTMAapPKETHHIOBO 0OCEPBAIIMOHHO MIPOYYBaHEe NPH MAIMEHTH C ICOPHA3KC, Ca PA3BHIIM KO I/Qa
HEKOKHHU 3JI0KaueCTBEHU 3a00I11Banus (BXK. Todka 4.8). PUCKBT OT 3710Ka4eCTBEHU 3a6onsu@pm MOJKE
J1a € M0-BUCOK IIPU MAIMEHTH € IICOPHA3HC, KOMTO €a JIEKyBaHU C IPYTH OUOJIOTHYHH ne@cTBa B

X071a Ha 3a00J11BaHETO.

He ca mpoBexanu npoy4BaHusi, B KOUTO Y4acTBaT MAMEHTH C aHAMHE3a 3a 3J10 TBCHU
3a00JIIBaHUS WIN B KOMTO MPOIBIDKABA JICUCHUETO HA MAMEHTH, Pa3BIIIHN 370KaueCTBEHO 3a00IIIBaHe
0 BpeMe Ha IpHeMa Ha ycTekuHyMmal. 3aToBa TpsOBa /1a ce MOIX0k/1a ¢ IOBKMIEHO BHUMAHUE,
Korato ce o0chxkaa npuitoxerneto Ha ABSIMKY npu Te3un nanuenTH. &

Benuky nanmeHTH, no-crnenyainio Te3u Hag 60 roauHy, TauueHTy C a Qﬂem 3a IPOIBJDKUTENHA
HAMYHOCYIIPECUBHA TEPAIIXs UJIM TAKUBA C aHAMHE3A 3a HYBA-TepaB) TpsiOBa J1a ce HaOMoaBar 3a
MosiBa Ha paK Ha Kokarta (BXK. Touka 4.8). /O

CHCTEMHHM M pECIMPATOPHU PEAKIIHU Ha CBDLX‘IVBCTBI/ITCHHOCTQ

Cucmemnu

Cepro3HH peaklii Ha CBPbXYYBCTBUTEIHOCT Ca IOKJIAJAEFHH B TOCTMAPKETHHTOBH YCIIOBHUS, B HIKOH
CJIy4au HSKOJIKO JIHU CJie] JieueHueto. Mma cinydau H %I/IH&KCI/M H aHruoeneM. AKO ce IOSBU
aHa(pUIaKTUYHA WK JpyTa CepUO3Ha peaKius Ha \C@?‘IyBCTBI/ITGHHOCT, TpsiOBa J1a ce Ha3HAYM

MTOIXOIATIIA Tepamus U mpritokenneTo Ha ABSIM psiOBa 1a ce npeycraHoBH (BK. Touka 4.8).

<

Pecnupamopnu
Crnyyan Ha aleprUyeH ajBeoJIHT, €O3MHO(MUIHA THEBMOHUS M HEeWH(EKIIMO3Ha OpraHu3upaia
ITHEBMOHHMS Ca CHOOIIEHH 10 BpeMe Ha I apKeTHHTroBara ynorpeba Ha ycTeknHyMa0. Knmnanaanre

HPOSIBY BKJIFOYBAT KalllJIULIA, HHCHHC% epCTUIMAIIHE UH(DUITPATH e €HA 10 TPH JO3H.
Cepuro3HuTE NOCIEAUIY BKIIFOYBAT €J1Ha HEJIOCTAThYHOCT U ITPOJIBIKATEIHA XOCIIUTAIIA3ALIMS.
[Tono6penne e crobmaBaHoO ciexn CTaHOBSIBAaHE Ha JICYCHUETO C YCTEKUHYMal 1 B HSKOHU ClIyyau
MIPH TIPUIIOKEHHE Ha KOPTUKOCTEpOrIn. AKO Objie U3KITF0UeHa WH(EKINS 1 JrarHo3aTa ce MOTBbP/IH,
HPUIOKEHUETO HA YCTEKUHY! Tps6Ba J1a ce IPEyCTAHOBH U 1A CE 3aI04HE TOIXO/AIIO JeUeHHE

(Bx. Touka 4.8). A

CopIeYHOCHI0BH CHO )

Ipu nanueHTy ¢ nc UC, C EKCIIO3UIINS HAa YCTEKUHYMAa0, B MOCTMAPKETHHIOBO 00CEPBAIIHOHHO
Mpoy4YBaHe ca Hao. BaHU CHPJICYHOCHIOBU CHOUTHS, BKIIOUUTEITHO HHPAPKT HA MUOKapa U
MO3bYHO-ChI0B UHWIEHT. PrcKkoBUTE (hakTOpH 3a ChPACUHOCHI0BO 3a00IsiBaHe TPsIOBA Ja ce
OLICHSIBAT Pe/l 10 BpEME Ha JICUCHHETO ChC YCTEKUHYMAO.

Cce J1a He ce TpuIaraT )XUBU BUPYCHH WM KUBH OakTepuaiHu BakcuHHU (kaTo LK)
e;mo@aeﬁﬂo cbc ABSIMKY. He ca npoBex/1aHi KOHKPETHH IIPOYYBAaHUS IPY MALUEHTH, BHPXY
Kow@, CKOpO € MpuJjiaraHa >kuba BUPYCHA MJIH KHUBa OakTepranHa BakcuHa. Hsama nannu 3a
B YHO MpeJlaBaHe Ha WHQEKIHS Ype3 KUBH BAKCUHH NPH TAIUEHTH, MTOJyYaBalld yCTEKUHyMa0.
@ﬂquneTo cbc ABSIMKY TpsiOBa na ce npeycTaHOBH Haii-Maiko 3a 15 ceIMUIM ciie] mocieiHaTa
%0331 Npeay MOCTAaBSIHETO Ha ’KMBa BUPYCHA MJIH KHBa OaKTEepHalHa BAKCHHA M MOXeE Ja c€ Bb300HOBU
Hal-MaJko 2 ceIMUIN ciel BAKCHHUpaHeTo. JlekapuTe, MpeanncBaIiy JISKapcTBOTO, TpsOBa 1a
HarmpaBsT crpaBka ¢ KpaTkara xapakTepucTrKa Ha POJIyKTa 32 KOHKPETHATAa BAKCHHA 32
JOIMBITHUTENHA HHPOPMALUS U yKa3aHUs 32 ChIIBTCTBALIOTO NPUIIOKEHHE HA UMYHOCYITPECUBHH
JIEKapCTBa Clie]] BAKCHHHPAHE.
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He ce mpenoppuBa npuiarane Ha >kuBH BakcuaH (kaTto bIJK BakcmHa) npu KbpMadeTa, ¢ eKCITO3UIINS
Ha ycTekuHyMmab in Utero, B mpoabKeHHe Ha JABaHAECET Mecela Cliel PaKIaHEeTO HITH J0KATO
CEepYMHHTE HUBA HAa YCTEKHMHYMa0 NPU KbPMAUETO CHaIHAT IO HUBOTO Ha JICTEKIMs (BXK. TOUKH 4.5 U
4.6). Axo e HaJMIle KaTeropuIHa KIMHUYHA TT0J13a 32 OTACITHOTO KbpMade, MOXE J1a e OOMUCITH
MpIJIarane Ha )KMBa BaKCHHA B ITO-PaHEH MOMEHT, aKO HE Ce OTKPHUBAT CEPYMHH HHUBA Ha

ycTeKnHyMmao. bfb

[ManmenTure, kouto ynotpedssar ABSIMKY, Mmoxke aa monydaTt eTHOBpeMEHHO WHAKTHBHPA
yOUTH BaKCUHHU. &

JBITOCPOYHOTO JIeUeHHE C YCTEKHHYMa0 He MTOTHCKA XyMOPAIIHUS IMYHEH OTTOBOP Kb
ITHEBMOKOKOBHTE TIOJM3aXapHIHN BAKCHHU TN KbM BaKCHHHTE CPEILy TeTaHyC (BXK. 'm&(a 5.1).

ChIrbTCTBAIA IMYHOCYIIPECHBHA TEPAIUs ’O
[Ipu nmpoy4uBaHus py TICOPHA3KUC HE Ca OIEHIBaHM 0€30MMacCHOCTTA U e(prKacH T’T?Ha yCTeKMHyMab B
KOMOWHAIINS C UMYHOCYTIPECOPH, BKIIFOYUTEIHO OMOJIOTUYHU MTPOAYKTH WITH otepanus. [Ipu
NPOY4YBAHUA [IPU IICOPUATUYECH apTPUT, CHIIBTCTBAIOTO MPUIO0KEHUE Ha HE IIOBJIAsBA
Oe3omacHoCcTTa 1 e(hUKaCHOCTTA Ha yCTeKMHyMa0. B mpoyuBanusiTa mpu ct Ha Crohn u
YIIEPO3eH KOJIHUT ChITBTCTBAIIOTO MPHIIOKEHHE Ha HIMYHOCYIIPECOPH @’KOpTI/IKOCTepOI/IZ{I/I
M3MJICkKA HE TIOBIUsABA 0€30IaCHOCTTA WK e(h)UKACHOCTTA Ha yCTE a0.Tps0Ba 1a ce moaxoXKIa ¢
MOBHUILICHO BHUMAaHHE, KOTaTo ce 00CHXK/a ChI'BTCTBAIIOTO MPHIT € Ha IPYT'H UMYHOCYIIPECOPHU H
ABSIMKY wnmu npu mpeMrHaBaHETO KbM JICUSHHE C IPYTH O YHH UMYHOCYTIPECOPH (BXK.

Touka 4.5). @Q

HmyHOTEpanus

YCTCKI/IHYM36 HEC € OLICHABAH IIPU MalUCHTU, KOUTO C Jlarai Ha UMYHOTEpaIirs 3a aJICPruu. Hee
W3BECTHO JIAJIN YCTEKHHYMal MOKe Jia ce 0Tpasu H&@QIHOTepaHI/IﬂTa NpY aJIEPTHH.

Cepuro3Hu KOKHH 3a00/1s1BaHUs \>~

[Ipu marueHTH ¢ ICOPUA3KUC ce ChOOIIaBa 3a @m Ha eKC(HOJIIMATUBEH JCPMATHUT CJIC]T JICUCHHUE C
ycTekuHyMab (Bx. Touka 4.8). [larmeHTuTe.C MmIakoB IICOpUa3uc MOXKeE JIa Pa3BHUST EPUTPOIACPMUICH
IICOPUA3UC KATO YacT OT €CTECTBEHUS XO, §3a60naBaHeTo CbC CUMIITOMH, KOUTO MOY€E OT KJIMHUYHA
rJeJHa TOYKA Jia HE ce OTJIMYaBaT OT Q@HHaTI/IBHI/IH nepmartut. Jlekapure TpsOBa j1a BHUMaBaT 3a
CHUMIITOMH Ha €pUTPOJCPMIUCH TICO ¢ WK eKC(HOJTUATUBEH JEPMATUT KaTo 4acT OT
MOHHUTOPHUPAHETO HA MICOpUa3uca TlarueHTa. AKO Te€3U CUMIITOMH C€ TIOSIBSIT, TPIOBa J1a ce
3anovHe noaxoxasimo jeuenue. [Ipuemst Ha ABSIMKY T1psiOBa 51a ce mpeycTaHOBH, ako UMa
CHMHEHHUS 32 JIEKapCTBEHA pe Y.

3a0ossiBaHus, CBbP3aHU (;:,ﬂ;gyc

Crnyyan Ha 3a0075BaH P3aHH C JIyIyc, ce ChOOIIaBaT MpH MaMEeHTH, JIEKYBaHH C YCTEKHHYMAo,
BKIJTFOUUTEITHO KOXKeE yC epUTeMaToIec U TyIyc-monodeH cuapoM. [Ipn Bp3HNKBaHE HA JIE3UH,
0c00eHO Ha U310 € Ha CII'bHLIC YUACThLH HA KOXAaTa, UM aKO T€ C€ ChIIBTCTBAT OT apTpalIrus,
MaIUEHTHT TpHGB)lg MOTHPCH He3a0aBHO JIeKapcKa MOMOII. AKO C€ TIOTBBPIAT 3a00JISIBaHMSI,
CBBP3aHHU C n@ , yCTeKnHYMab TpsIOBa Jja ce MPEeyCTaHOBH U Jia Ce 3aI0vHe MMOIXO/ISII0 JISYeHHUE.

Cneunan ITYJIAIHAH

Cmapy ev3pacm (> 65 coounu)

B KJ'HQ‘{HI/ITC M3MUATBAHUS IPU OJJOOPEHUTE MMOKa3aHUs He ce HaOII0AaBaT ChIIECTBEHH Pa3Indus B

eqm@c ocTTa WK 6€30MaCHOCTTA MPH MAIUSHTH Ha 65-TOAMIITHA BB3PACT U [TO-TOJIEMH, KOUTO

NeJFyYaBaT YCTCKHHYMa0, B CpaBHEHHE C TIO-MJIaM MAIMSHTH. BposT Ha MalueHTUTEe Ha Bb3pacT
TOJIMHY M MO-TOJIeMH 00ade HE € I0CTaThueH, 3a Jla CE ONPEACIIH IaIH Ce TOBIUSIBAT Pa3jIndHO OT

O-MJIaJINTE MalueHTH. Tl KaTo pa3poCTpaHEHUETO Ha MHPEKIIMU CPeJI CTapyecKaTa MOIyiaus
KaTo IUI0 € IO-TOJISIMO, JICYSHHUETO NIPH NMAI[MEHTH B CTapuecka Bh3pacT TpsiOBa jJa ce mpuiara
BHHUMATEITHO.

CobpkaHue Ha moarcopoar
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ABSIMKY cpasprka 0,02 mg nomucop6at 80 BBB Besika €TMHAIIA 00€M, KOWTO Ca €KBUBAJICHTHU Ha
0,02 mg Ha no3a 45 mg.

ABSIMKY cpappxa 0,05 mg momucop6bar 80 BbB BCsiKa eTMHUIIA 00eM, KOUTO ca eKBHBAJICHTHH Ha
0,04 mg Ha no3a 90 mg. fb

HOJ’IHCOp6aTI/ITe MOraTt Aa NpuYruHAT aJICPruddHu peakiuu. TpH6Ba Ja KaXXCTC Ha Bamus JICKap, a
NMaTe yCTaHOBCHH aJICPIrUH. Q

4.5 B3auMmoneiicTBHE ¢ APYTH JE€KAPCTBEHH NMPOAYKTH U APYru GopmMu Ha BsanMou@TBne

<&

JKuBu BakcuHu He TpsiOBa aa ce mpuiaraT egHoBpeMenHo ¢ ABSIMKY. A

He ce mpenoppuBa npuiarane Ha >kuBH BakcuHH (kKato BI[JK BakcmHa) mpu KbpM , C EKCIIO3UIIUA
Ha ycTekuHyMmab in Utero, B mpoabDKeHHe Ha JABaHaIeCET Mecela Clie]l PaKIaHETO HITH JOKATO
CEepYMHHTE HUBA Ha yCTEKMHYMa0 NpU KbPMAUueTO CHaIHAT [0 HUBOTO Ha s (BX. Touku 4.4 u
4.6). Ao e HanmuIle KaTeropuyHa KIMHHYHA T0J13a 32 OTJASITHOTO KbpMaue € J1a ce 0OMUCITH
MpUIarane Ha )KMBa BaKCHHA B ITO-PAaHEH MOMEHT, aKO HE Ce OTKPHBAT C HU HUBA Ha
YCTeKHHyMao.

[pn papMakOKWHETHYHM aHAIM3M Ha MOMYJIAIHATA, HAIPAaBSHN yuBaHus (aza 3, e u3cieaBaH
eeKThT Ha Hali-4eCTO eHOBPEMEHHO NPUEMaHH JICKapCTBEHH YKTH TIPH TAIIUEHTH C TICOPUA3HC
(BKJIFOUUTENHO U MapaneTamod, uoynpodeH, aneTuiacaluluioBa kKuceauHa, MeThOpMUH,
aTOPBACTaTHH, JEBOTHPOKCUH) BbPXY (papMaKOKWHETHKATA @/CTeKHHyMaG. He ca naGmonaBanu
MPU3HALM Ha B3aUMO/ICHCTBHE C TE3H €HOBPEMEHHO NPHPMAHU JIEKapCTBEHHU NMPoayKTu. OCHOBA Ha
TO3M aHaNu3 € (akThT, ue Hail-Manko 100 mamuentn (> OT M3cJe/BaHaTa MOMyJalns) ca JeKyBaH!
€HOBPEMEHHO C Te3H JIEKAPCTBEHU MPOAYKTHU Tpe3 AoHe 90% oT neprosaa Ha MPOyUBAHETO.

dapMakOKWHETHKATa HA YCTEKHHYMa0 He ce € 10 a OT ChI'BTCTBAILIOTO NpuioxeHue Ha MTX,
HCIIBC, 6-mepkantomypHH, a3aTHOIIPHH U 1€ JIHU KOPTUKOCTEPOUIU MIPU MALIUEHTH C
TcopuaTuyeH apTput, 6osect Ha Crohn wim y, 03€H KOJHT, WIX OT MPE/IIEeCTBAIa EKCIIO3UIHS Ha

MpeIiecTBama eKCIo3uIus Ha OUOTIOTH eKapcTBeHU NpoayKTH (T.e. anTu-1 NFo cpeactsa n/nnm

antu- T NFa cpencta, mpy manueHTH ¢ ncogna WYeH apTpuT Wik 6osiect Ha Crohn, wim ot
Be10J1M3yMal) IpH MALUEHTH C ynuepé@ KOJIUT.

Pesynratute oT npoy4BaHe in vitr T ipoy4BaHe (paza 1 mpu ydacTHUIM ¢ aKTUBHA OOJIECT Ha
Crohn ue npeamonarat HeOOXOIUMOCT OT aJaNTHPaHe Ha 103aTa MPH MAIUEHTH, KOUTO MOJTyJaBat
ennoBpemenHo CYP450 cy6:¢qﬁ1 (BK. Touka 5.2).

[Tpu nmpoy4BaHus IIpH TIC 31C HE ca OIIEHSIBAaHHU 0E30ITacHOCTTa U e(PMKACHOCTTA HA YCTEKMHYMal B
KOMOWHAIIHS C UIMYHOC, OpH, BKIIFOUMTEITHO OMOJIOrHYHM cpecTBa uin (ororepamnus. [Ipu
NPOYYBaHUS MPH TIC WYEeH apTPUT, ChITBTCTBAOTO Npmwiokerne Ha MTX He moBnusBa
0e30MacHOCTTa U CHOCTTa Ha ycTeknHyMmal0. B mpoy4Banusra nmpu 6oxect Ha Crohn u
VIIEPO3eH KOJUT CBITHTCTBANIOTO PUIIOKEHHE HA UMYHOCYITPECOPH MIIH KOPTHKOCTEPOUIH
M3rJeK/1a He mephHsiBa 0e301acHOCTTa WK e()UKACHOCTTA Ha YCTeKUHYMao (BXK. Touka 4.4).

4.6 (I)géamTeT, OpeMeHHOCT U KbpPMeEHe

KennC\ieTepoaeH NOTEHIINAT
XK TIETEPOJICH TIOTSHIIMAT TPSAOBA J]a U3M0I3BAT €PEKTUBHU METO/IU Ha KOHTPAIETIIHS IT0 BpeMe
H YeHNE U 10 15 ceaMUIH Cllel] JEUEHUETO.

PEMEHHOCT
[IpocriekTHBHY JJaHHU OT HETOJISIM OpO¥i cily4an Ha OPEeMEHHOCT CJie]] eKCIO3HIINS Ha YCTEeKHHYMa0 ¢

M3BECTCH U3X0JI, BKIIOUUTENHO MoBede oT 450 ciryuas Ha OpEeMEHHOCT ¢ eKCITO3UIIHS TIPe3 ITbPBHS
TPUMECTHP, HE MTOKa3BaT MOBHUILIEH PUCK OT FOJIEMH BPOJCHH Mal(pOpMaliuy pyu HOBOPOJCHOTO.
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[Mpoy4BaHusATa IPY )KUBOTHU HE TIOKA3BAT MPEKH WA HETIPEKH BPETHH €PEKTH, CBHP3aHU C
OpeMEeHHOCTTa, EMOPHOHATHOTO/PETATHOTO Pa3BUTHE, PAKIAHETO WIH ITOCTHATATHOTO Pa3BUTHE (BIK.
Touka 5.3).

HanmuausaT kuHIYeH onmut obade e orpanndeH. KaTo mpezmazHa Mspka e 3a MpeAroYnTane J1a ce
n30srea ynorpebara na ABSIMKY mo Bpeme Ha OpeMeHHOCT. c

YcTexknHyMab nmpeMuHaBa mpe3 IIaleHTaTa u ce OTKPHBA B cepyMa Ha KbpMadeTa, pOJIeHH OT ,
JISKYBaHU C yCTEKMHYMa0 10 BpeMe Ha OpeMeHHOCTTa. KITMHUYHOTO BB3/IEHCTBYE HA TO3U ee
H3BECTHO, HO PUCKBT OT HH(EKIIMS TPU KbpPMadeTa, ¢ eKCIO3UIHS Ha yeTeKnHyMab in utergwioxe ia
ObJle OBUIIIEH ciiefl pakaaHeTo. He ce mpenopbyuBa mpuiiarane Ha KUBU BAaKCHHH (K&TO&
BaKCHHA) TIPH KbpMaueTa, C €KCIO3HUIINS Ha YCTEKUHYyMa0 iN Utero, B mpoab/DKCHUE H

JIBaHA/IECET Mecella clie]] paKJaHEeTO WU TOKaTO CEpyMHUTE HUBA HA YCTEKHHYMa Y KbpMa4eTo

cragHaT 1O, HUBOTO Ha JETEKIHs (BX. TOUukH 4.4 u 4.5). AKo € HauIe KaTerop JTUHAIHA 1107132
3a OTJCITHOTO KbpMaue, MOXKe J]a € OOMHUCITH MpHIaraHe Ha XUBa BaKCHHA B TIQ-paficH MOMEHT, aKo
HE ce OTKPHUBAT CEPYMHH HHBA Ha YCTEKHHYMaO. Q;%E

Kspmene &

OrpaHuveHU JJaHHU, MyOIUKYBaHU B TUTEPATypaTa, MOKa3BaT, 4e yCT Mab ce eKCKpeTupa B
YOBEIIKaTa KbpMa B MHOT'O MaJIKU KoyindecTBa. He € u3BecTHO gain eknHyMab ce abcopOupa
CHCTEMHO ciiell orabiiane. [Topaau moTeHuana 3a nposiBa Ha H aHM JICKAPCTBEHU PEAKIIUU KbM
yCTeKHHYMal NpU KbpMaueTara, TpOBa Jia ce B3eMe pelleHUe Jla ce MPEYCTAHOBH KbPMEHETO 110

BpeMe Ha JIeUeHUE U 10 15 ceIMUIM ciies JIeYSeHUETO, WK Ja ce HPEeyCTaHOBU TEePaIusTa ChC
ABSIMKY, kato ce B3eMaT npeaBH/I I0I3aTa OT KprMeHeT(Qd JIETETO U ToJI3aTa OT TepanusTa ChC

ABSIMKY 3a xenara. Q/
DepTunurer @;z\

EdextsT Ha ycreknaymab BbpXy epTUiIuTeTa npKgdpa He € OleHeH (Bk. Touka 5.3).
4.7 EdexTu BbpXy cioco0HOCTTA 3a mO(%%He U padoTa ¢ MaIIMHU

ABSIMKY He noBmiusiBa uiu MoBiIHsBa @%pe){@mo crocoOHOCTTa 3a modupane u padbota ¢

MAaIIUHU. .)¢

4.8 Hesxenanu JIeKapcTBeHH p@xunn

0O0600menue Ha npoduiia Ha GéoﬁaCHOCT

Haii-uecture Hexxenanu je BEHU peakuuu (> 5%) B KOHTPOJIMPAHUTE NEPUOIHN OT KIMHUYHUTE
MPOYYBAHUS NPH BB3pac ricopHasuc, copuaTuieH apTput u 6onect Ha Crohn ¢ ycrekunymab ca
Ha30(apuHTHT U FﬂZlBO@ . IloBeueTo OT TAX ce cuMTaT 3a JIeKH U He HajaraT MpeKbCBaHe Ha
MPOYYBAHOTO JICUEH aii-ceprno3HaTa HeXeJlaHa JIEKapCTBeHa PEeaKIusl, KOsITO € cboOIIaBaHa 3a

YCTEKHHYMa0, € ¢ Ha peaKilis Ha CBPbXUYYBCTBUTEIHOCT, BKIIFOUHTEITHO aHaduIakcus (BiK.
Touka 4.4). O0mus™ npodui Ha 6€30MACHOCT € TO00CH MPH MALKUEHTH ¢ TICOPHA3HUC, ICOPUATHYCH
apTpur, 601ec Crohn u yJj1iepo3eH KOJIHT.

Ta6nnqely@1cm< Ha HEe)XEJTaHUTE PEaKLUU
HaHHI/I’Ié} 0e301acHOCT, MPEJOCTABEHH M0-7I0J1Y, Ca IMOJyUYSHH CJIE]] eKCIIO3HIIUS HA YCTEKHHYyMa0
pu BQ)aCTHI/I B 14 nmpoyuBanus ¢aza 2 u ¢aza 3 npu 6 710 narmentn (4 135 ¢ ncopuasuc u/unu
nco@a nueH apTput, 1 749 ¢ 6osect va Crohn u 826 manuentu ¢ yareposen konut). ToBa BKIIOUBa
es&mmunﬂ Ha YCTEKHMHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOJIMPAHUTE TICPHUOIH Ha KITMHUIHUTE
%quBaHm NIPY TIALMEHTH C TICOPHA3HC, ICOPUATUYEH apTpHT, OonecT Ha Crohn Wiy yIiepo3eH
OJIMT B IPOJIBDKEHUE HA Hal-Masko 6 Mecena (4 577 nauuenTtr) uin none 1 roquna (3 648
naruenTr). 2 194 nanuenTu ¢ ncopuasuc, 6osiect Ha Crohn Wi yiepo3eH KOJUT ca ¢ eKCIO3MIINS 32
moHe 4 roauuu, qokaro 1 148 maruenTu ¢ icopuasuc wim 6ojiect Ha Crohn ca ¢ eKCIO3UIMS 3a TOHE
5 TOaUHU.
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B Tabnmia 2 e nokaszaH CIHUCHK ¢ HEXKEIAHUTE JIEKAPCTBCHU PEaKK OT KIMHUYHY MTPOYIBAHUS MIPH
BB3PACTHH C IICOPHUA3KUC, TICOPHATHYEH apTpuT, 6ostect Ha Crohn u ¢ yirepo3eH KOJIUT, KakTo U
HE)KETaHUTE PEaKIIUH OT MOCTMAPKETHHTOBaTa yrmorpeda. Hexxenanure peakiuu ca Kiacupuimpanu
IO CHCTEMO-OPTaHHHU KJIaCOBE M YECTOTA CHITIACHO ClIeqHAaTa KOHBeHIuA: Muoro uectu (> 1/10),
Yectu (> 1/100 no < 1/10), Hewectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 xo < 1/1 000), MHoro
penku (< 1/10 000), ¢ Heus3BecTHA YecTOTa (OT HATMYHHUTE JaHHUA HE MOXe Ja ObJic HalpaBeHa
orieHka). IIpu BCSAKO rpymupane B 3aBUCUMOCT OT YECTOTATa HEKEIAHUTE JIEKAPCTBEHH PEAKIINU

n30posIBaT B HU3XOSI Pell II0 OTHOIIEHHE Ha TAXHATAa CEPUO3HOCT. Q
Tabnuya 2 Cnucvk Ha HedHcenanu peakyuu ($
CucreMo-opraHHu Yecrora: Hexxesranu peakuuu Qv
KJIacOBe A
Wndexnun u unpecrammn  Yectu: nHGEKIUS HA TOPHUTE TUXATEITHH IBTUIIA, ;ﬁ,mﬁapnﬁrm,
CUHY3UT
Heuectu: nenynur, neHTanHy HHQEKIUH, XePIT c’:s)gCTep, HHEKIHS
Ha JIOJTHUTE TUXaTeTHU MbTUINA, BUPYCHH U LU Ha TOPHUTE
AUXaTCJIHU I'bTUIA, BYJIBOBAIrMHAJIHA MUK Ha I/IH(I)GKHI/IH
-
Hapymenus Ha umynHata ~ HewecTu: peakiuu Ha CBPBbXIyBCTBHUT CT (BKJIIOUUTEITHO OOpUB,
cucreMa YpTUKapHsL)
Penku: cepno3Hu peakuuu Ha CBI%Q’BCTBI/ITQHHOCT (BKJTIOUHUTEITHO
aHa(UIaKCHS, aHTHOE]IEM ) Q
>
IlcuxuuHy HapylIeHUs Heuectu: nenpecus '
<
Hapyuienus Ha HepBHaTa YecTu: 3amaiiBane, rnas@ﬁonne
cucremMa HeuecTu: nuuesa n@nma
&
Pecnimparopuu, TpbIHHA U Yecru: opoq)apl@'eanHa Ooika
MeINaCTHHATHH Heuectu: Has@a KOHI'€CTHUS
HapylmieHuA PeI[KI/Il all YCH aJIBCOJIUT, GOSI/IHO(l)I/IJ'IHa ITHEBMOHUA
MHOFS EQH OpraHu3Mpaia MHeBMOHUS *
AN
CroMaInHo-4peBHU ‘lem@ﬁnapm, raJicHe, OBpbILAHE
HapyLIEHU
Hapymenus Ha koxata u UecTH: chpOex
MOJKOKHATA ThKaH AHeqecm: MYCTYJI03€H IICOPHA3NC, eKc(homanys Ha KoXKaTa, aKHe
A‘&Pemﬂ/l: ekc(OIMaTUBEH AEPMATUT, XUIIEPCECH3UTUBEH BACKYJIUT
MHoro penku: 0yi03eH NeMpUIonI, KOXKEH JTYIyC epUTEMATO/IeC
o
Hapyrmenns Ha My@@yiHo-  UecTn: GOIKH B Ibp0a, MUAITHS, apTPAITHs
CKeJIeTHaTa CHCTQS MHOTO0 pe/iKh: JIyIyCc-1o/J00CH CHHIIPOM
ChbCAUHHUTCIIHA’ ThbKaH
OO0 HapymCHUS 1 UYectn: ymMopa, epureMa Ha MICTOTO Ha MH)KEKTHUpaHe, 00Jika Ha
edexTH H TOTO Ha MACTOTO HAa MHXKEKTHpaHEe
HpI/IHOW (] Heuectn: p€aKknmrun Ha MACTOTO HAa MHKCKTHUPAHE (BKIIIO‘II/ITGHHO
KPBHBOM3IINB, XEMaTOM, BTBBP/SBaHE, MOAyBaHE U ChPOEXK), aCTEHUS
> TR

-
! @)KTe Touka 4.4, CHCTEMHH U PECIUPATOPHU PEaKIMU Ha CBPbXUYBCTBUTEIHOCT.

Q‘@(H/IC&HI/IC Ha I/I36DaHI/I HCXKEIaHU JICKAPCTBEHU PCAKITUHN

Wndekuun

B mutane60-koHTpOIMpaHy MPOyYBaHHS NPH MMAIUSHTH C TICOPHUA3HUC, TICOPHATHYEH apTPHT, OoJiecT Ha
Crohn u ¢ yniepo3eH KOJNUT MPOLEHTHT Ha HHOEKIUUTE WK CEPUO3HUTE HHMEKIUH € CXOACH NPH
MalMeHTHTE, JIEKYBaHH C YCTCKHHYMa0, U pH JeKyBaHUTeE ¢ tuiane0o. B mnane6o-KoHTponupaHust
MepUo]] Ha Te3H KIMHUYHU MPOYYBaHMA YeCcToTaTa Ha nHpekuuuTe ¢ 1,36 3a manneHToroanHa
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TIpoCIIeIBaHe TIPH MAMCHTH, JICKYBaH! C YCTeKHHYMa0, u 1,34 — npu nmarueHTH, JeKyBaH! C
mare6o. [HosBrauTe ce cepro3Hu HHPEKIHH ca ¢ gectoTa oT 0,03 3a manueHTOorouHA IPOCIeasIBaHe
MpU TalUeHTH, JIeKyBaHH ¢ ycTekruayMal (30 cepro3nu nHdeknuu 3a 930 nanueHToroguHu
npocneasBane), u 0,03 — Ipu ManueHTH, JIeKyBaHu ¢ mianedo (15 ceprosnu nHpekmn 3a

434 manMeHTOrOANHH IIpocieasBane) (BxK. Touka 4.4).

(%
B KOHTpOIHMpaHUTE ¥ HEKOHTPOJIUPAHUTE MIEPUOAN HA KIMHUYHUTE TIPOYUIBAHUS IPHU IICOPUA3HC b
NcopuaTuyeH apTput, 6osect Ha Crohn u yieposeH KOIHT, MPeACTaBIIsBAIIN Q/
15 227 nanueHTOroAWHU eKCIO3ULUS ¢ YCTeKHuHyMa0 mpu 6 710 nanueHTn MenuaHaTa Ha B QTO Ha
npociessBane € 1,2 roguHa; 1,7 TOIMHY 3a IPOYYBAHUSATA IIPH TICOPUATHYHO 3a00JIsIBaHE, @ TOJIMHU
3a mpoy4BaHusTa rmpu 6osect Ha Crohn u 2,3 roauHa 3a MpoyYBaHHsITA C YIIIEPO3EH KO
[pornenThT Ha HPekHUTE ¢ 0,85 3a manKueHToroIMHa MpociesIBaHe MPH MAIUCHTH,~I8KYBaHH C
yCTeKHHYMa0, a MPOIEHTHT Ha cepruo3HuTe nHPpeKuun npH Tax ¢ 0,02 3a maueHTopJHA
npociensBane (289 cepuozuu nHbexnuu 3a 15 227naiueHToroAuHN IPOCISIsIB ca IOKJIaJ{BaHH
CepUO3HU MH(DEKITUY, BKIFOUUTEITHO ITHEBMOHUS, aHAJICH a0CIIeC, ETYIUT, TUBEPTHKYIIHT,
racTPOSHTEPUT U BUPYCHHU HH(EKIIUH. Q;?

B npoBeneny KIMHUYHU NPOYYBaHUS HALMEHTH C JJATEHTHA Ty6epKyn03z»$HT0 ca O
€IHOBPEMEHHO JIEKYBaHH C U30HHA3U], HE ca pa3BUIM TyOEpKyio3a. Q/

3n0KkavyecTBEHH 3a00sIBAaHUS f))Q

B mnane60-KoHTpoIMpaHust NEPHO Ha KIMHUYIHU ITPOYYBAHHMS TICOpHA3HC, ICOPUATHICH apTPUT,
6ostect Ha Crohn u yimepos3eH KOJIUT YyecToTaTa Ha 3I0KaueCTBEHUTE 3a00IIBaHs, C H3KITIOYEHHE Ha
HEMeJIaHOMEH pak Ha Koxarta, € 0,11 3a 100 mauueHTOrOAM pociensBaHe Ipy MallUeHTH,
neKkyBaHu ¢ ycreknaymad (1 manment 3a 929 naunemorc@}m mpocnesnsBane) B cpapHenue ¢ 0,23
MpU TalMEHTHUTE, JIEKyBaHU ¢ rianedo (1 mamueHT 3a %H&HHGHTQFOHI/IHI/I npociesBaHe).
UectoTara Ha HeMeIaHOMEH pak Ha koxara e 0,43 3a,100 manueHTOroIMHM NpociensaBaHe 3a

MAIUEHTHTE, JISKYBaHH C YCTEKHHYyMa0 (4 mamnueH 929 manueHTOroANHN MPOCIIesIBaHe) B
cpaBHeHue ¢ 0,46 pu NalMEHTUTE, JIEKyBaHU c®aue6o (2 manmenTH 3a 433 MAIUEHTOTOTHHA
Mpocie/siBaHe). @

B xoHTponupaHuTe M HEKOHTPOIUPAHUT JQHOL[H Ha KIMHAYHUTE TTPOYYBAHUS TIPU TICOPHA3HC,
HICOpPUATHYEH apTPUT, 0ostecT Ha CrOMAW YIIepO3€eH KOIUT, IIPEACTaBISIBALIN

15 205 narueHToroAuHu e1<cn031/1u1/1© cTeknHyMab npu 6 710 manueHTy, MeIuaHaTa Ha BpeMETO Ha
npocnenssane € 1,2 roguna; 1,7 ¢ U 3a IpOyYBaHUsATA IpH rcopuasuc, 0,6 ronuHu 3a
npoyuBaHusTa npu 0osiect Ha Crohn u 2,3 rouHM 3a NMPOYUBAHUATA C YIIIEPO3ECH KOJIUT.
3oKkadecTBeHH 3a00IISIBAHUS &&cmoquHe Ha HEMETAaHOMEH paK Ha KoXKaTa, Ca JIOKJIAJBaH! TIPH

76 manuenty 3a 15 205 na OTO/IMHU Ha npociesaBane (dectota ot 0,50 Ha 100 marueHTOroANHN
Ha TpOCIIe/siBaHe MPH T1a TH JIEKYBaHU ¢ ycTeknHyMa0). Te3u ciydyan Ha 3110Kka4ecTBeHU
3a00JIIBaHuUs, ChOOIIIE MAIMCHTH, JIKYBaHHU ¢ YCTEKHMHYMa0, ca CpaBHUMHM C OYaKBaHUTE
CJydad B o0I1ara 1o st (cTaHAapTH3upaH KoedumueHT Ha yectoTa = 0,94 [95% nosepurenen
unTepBai: 0,73, 1, ) ¥kopurupat 3a Bb3pacT, 1oJ U paca). Haii-uecto HabnronaBaHuTe
3JI0KaYeCTBEHU 3a00JISIBAHUS, PA3IMYHU OT HEMEJIAaHOMHHUS KapIIMHOM Ha KOXKaTa, ca KapIlmHOM Ha
mpocrarara, M OM, KOJIOPEKTAJICH KapIIMHOM ¥ KapIIMHOM Ha T'bpaara. CirydanTe Ha HEMEITaHOMEH
KapLUMHOM »ata ca 0,46 Ha 100 mauMeHTOrouHN Ha MPOCIIEAsIBaHe MIPU MAllUEHTH, JIEKYBaHU C
YCTEKHUHY; (69 manmenTn 3a 15 165 manuenToroanHy Ha npociensBane). ChbOTHONICHUETO Ha
HauMeH@ 0a3aJieH CpsMO CKBAMO3HOKIIETHYEH KapIIMHOM Ha koxarta (3:1) e cpaBHIMO ChC
CLOT]QAGHI/ICTO B oO11ara nomymnarus (Bx. Touka 4.4).

Ped¥einyt Ha CBPBEXYYBCTBUTEITHOCT
OHTPOJINPAHUTE TIEPHOIN HA KIMHWYHHU MIPOYYBAHMS TIPU TICOPUA3UC U TICOPUATUYCH apTPUT HA
Q’CTCKI/IH}’Maﬁ 00puB 1 ypTHKapHs ca HaOmoaaBanu npu < 1% ot nanuenTure (BxK. Touka 4.4).

Tleouampuuna nonynayus

[leauaTpudHu MAMEHTH HA 6 TOJUHY U TIO-TOJIEMU C ILIAKOB IICOPUA3HC

BeszomnacHocTTa Ha ycTeknHyMal € Mpoy4veHa B B MPOy4YBaHus (a3a 3 mpu NeAnaTPUIHU MalUueHTH C
YMEpEeH JI0 TeKBK IUIaKoB Icopuasuc. [IspBoTo npoyusane ¢ npu 110 mamueHTH Ha Bb3pact oT 12 1o
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17 ronuHu, NeKyBaHU B MPOIBIDKEHUE HA 60 CeMUITH, 2 BTOPOTO MPOYyUYBaHE € IpH 44 IMalMeHTH Ha
BB3pacT oT 6 1o 11 roguHm, TeKyBaH! B IpOABIDKeHNE HA 56 cenqmuiy. Karo msmo crobmennTe
HEXCEJIaHU ChOUTHS B TE3U JIBE IPOYUYBAHUS C JaHHH 332 0€30MMacHOCT 70 | rojiHa ca moJ00HH Ha Te3H,
HaOIOIaBaHK B TIPEIUIIHU POYYBAHHS NIPU BB3PACTHH C TUIAKOB IICOPHA3HC.

CroO1iaBade Ha MOJO3UPAHU HEKEIAHU PEaKIIUU fb
Cro0I1aBaHeTo Ha MOJI03UPAHU HEIKEIIAHU PEaKIUK CIIe]] pa3peliaBaHe 3a ynorpeda Ha JeKapeT
MPOAYKT € BakKHO. TOBa MO3BOIISIBA Ja MMPOIBIDKH HAOMIOIEHUETO Ha CHhOTHOIIICHUETO IT0JI3a/P a

JICKApCTBCHHUA IPOAYKT. OT MEIUIIMHCKUTE CICHHMAIUCTH CE U3UCKBA J1a C’I>O6HIaBaT BCsKa
nmoago3rpaHa HEXKEJIaHa pCaKud Ype3 HallMOHAJIHAa CUCTEMA 3a C’bO6IJ.IaBaHe, II0CO4YCHAa B O

Hpunosxenne V. Q

K\

%
Enuanann mo3u o 6 mg/kg ca mpunaraHu HHTPaBeHO3HO B KIIMHUYHU TIPOYYB ;?6633
orpaHuyaBallia 103aTa TOKCHYHOCT. B ciyuail Ha npeno3upane ce npenopbuBdMidliueHTHTE J1a ce
HaOJII01aBaT 3a MPHU3HALM WIM CUMITOMU Ha HEXKEJIaHU pPeakluu U He3aba a ce MPUIIOKH
MOAXOSIIO CUMIITOMATHYHO JICYCHHUE. Q/
AR

5. ®APMAKOJIOTUYHHA CBOMCTBA /O

4.9 Ilpeno3upane

5.1 ddapmakonMHAMHYHHU CBOCTBA Q

®dapmakoTeparneBTUYHa rpyna: MIMmyHocynpecopu, HHXH(@DpI/I Ha untepieBkuHa, ATC xox:
LO4ACO05

ABSIMKY e 6nonogo0eH j1exapcTBEH MPOIYKT. 5%!06% nH(pOpMAaIH € IpeIocTaBeHa Ha
yebcaiita Ha EBpornelickaTta areHnus mo neKapcha https://www.ema.europa.eu

MexaHu3sM Ha JEUCTBHE @

Ycreknnymab e usisuio yoemko IgGlx KJIOHAJIHO QHTUTSUIO, KOETO CE CBBP3Ba ChC
cneru(UIHOCT KbM 00IaTa HpOTeI/IH%C O6emunmira p40 HA YOBEUIKUTE IUTOKUHU MHTEPICBKIH
(IL)-12 u IL-23. YcrekunyMad noTu MOaKTUBHOCTTa Ha yoBemkuTe 1L-12 u IL-23, xato
MPEeNOTBPATSIBA CBBP3BAHETO HA P L-12RpB1 peuentopeH MpoTerH, pa3oyIOKEH Ha TOBbPXHOCTTA
Ha UIMYHHHUTE KJIETKU. Y CTeKHHYMa0 He Moke aa ce cBbpike ¢ IL-12 umu ¢ IL-23, xouto Beue ca
cbp3ann ¢ IL-12RP1 penentopy ho xierpunata mosspxHOCT. CIIEI0BATENHO € MATKO BEPOSITHO
ycTeKrHyMab aa y4JacTBa B JIEMEHT- WM aHTUTSI0-MEAUMPaHaTa IUTOTOKCUYHOCT Ha KIIETKUTE
¢ peuenTopu 3a IL-12 u/ [.-23. IL-12 u IL-23 ca xeTepoauMepHH IMTOKUHH, CEKPETUPAHU OT
aKTHUBHPAHU aHTUTEH- aBsIIIU KJIETKH, HATIpUMep Makpodaru u ASHAPUTHH KJIETKH H JABaTa
LIUTOKUHA y4acTBaT HHUTe PpyHKIMY; [L-12 ctumynupa ectectBenute kietkn youiim (NK) u
Mpeau3BUKBA U} nanusita Ha CD4 + T xnerkure kM T 1 xennepen (Thl) ¢penorun, 1L-23
naaynupa et Ha ¥ 17 xenmepute (Th17). AGHOpMHaTa perymarus Ha [L-12 u IL-23 o6aue ce
CBBP3Ba C UM MeIUHUpaHy 3a00JIIBAHUS KaTO TICOPHA3HUC, TICOPHATHYCH apTpuT, 6osiect Ha Crohn

u ynuepo3e% UT.

Upes CE@&HC Ha obmiara cybeaununa p40 Ha IL-12 u [L-23 ycrekunymab Moe 12 0OKa3Ba CBOHUTE
KJ'II/IHQ;I/I e(eKTH pHU TICOpUasmC, TICOpUaTHICH apTpuT, 6osiecT Ha Crohn u ynueposeH konut upes
npd@c He Ha rpTHmara Ha Thl u Th17 uMTOKMHHE, KOUTO ca B OCHOBATa Ha IATOJIOTUATA Ha TE3HU

38&15[B&HI/IS[.

<

Qﬂpn nanueHTH ¢ 0onect Ha Crohn, eyeHHeTo ¢ yCTeKHHYMal BOJIU 10 HAMAaJICHUE Ha
BB3MAJUTETHUTE MapKepH, BKmounTenHo C-peaktuseH nporenH (CRP) u dexaneH KanmpoTeKTHH 10
BpeMe Ha MHAYKIIMOHHATA (a3a, KOETO CJIe] TOBA Ce MOAIbprKa Mpe3 Isuiata nmoaabpxaiia dasza. CRP
€ OLICHEH I10 BpeMe Ha MPOABIDKCHUETO Ha POYYBAaHETO U HAMaJICHUATa, Ha0II0JaBaHu 110 BpeMe Ha
nojaabpKamara ¢asa, 0OOMKHOBEHO ce 3ama3BaT 40 252 ceamuna.
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

I[Tpy anyeHT! ¢ yJIIepo3eH KOJIUT, JICYSHHETO ¢ YCTeKMHYMal BO/IM IO HAaMaJICHHE Ha
BB3MATUTETHUTE MapKepH, BKIroUnTeTHO CRP U (ekaneH KanmpoTeKTHH Mo BpeMe Ha
MHIYKIMOHHATA (ha3a, KOETO ce MOIbpika Mpe3 Isi1ata nmoyrbpikaiia (asza u mpoabHKEHHETo Ha
npoyuBaneTo o ceamuna 200.

ITo Bpeme Ha ABJITOCPOYHOTO MPOABIDKEHHE Ha Tpoy4BaHe npu ncopuasuc 2 (PHOENIX 2),
BB3PACTHHUTE MAIMEHTH, JIEKyBaHH C YCTEKMHYMa0 3a Hai-Maiko 3,5 roJuHu, ca 1anu aHTHTSL
OTrOBOPH HA MTHEBMOKOKOBH TOJIM3aXapUIHU BAKCUHHU U BAKCHHU CPEIy TETaHYC, CXOIHH C J@ npu
KOHTPOJIHATA IpyTa MallueHTH, TOTyYaBallid HECUCTEMHO JeUeHHe Ha icopuasuc. CxoaeH @ouenT or
BB3PACTHHUTE MAIMEHTH, JIGKyBaHH C YCTCKHHYMa0 U Te3W B KOHTPOJIHATA TPYTIa, ca pa3 3aIUTHU
HHMBA Ha aHTHUITHEBMOKOKOBH M aHTUTETAHNYHH aHTHUTEINA, M THTPUTE HA aHTUTEJaTa HM&@ CXOJTHH.

HmyHuzanyuu bfb
Q

Kimmangna edukacHocT o;b
[1nakoB rcopra3uc (Bb3PaCTHU MALIMEHTH) ‘2\
BezomnacHocTTa 1 eprkacHOCTTa HAa yCTeKMHYMab ca orieHeHu ripu 1 996 1 HTHU B

ZIB€ PaHIOMU3UPAHH, ABOHHO-CIIEIH, TU1ale00 KOHTPOIMPAHU POYUBAHMS MPY IALIMEHTH C YMEPEH
710 TEXBK IUIAKOB IICOPUA3HUC, KAHIUAATH 3a (OTOTEPAIs NI CHCTE epanust. OCBeH TOBa B €JHO
PaHIOMU3UPAHO, AaKTUBHO KOHTPOJIMPAHO POYYBaHE ChC 3aciIelieH UTEJl € CPAaBHEHO JIEHICTBUETO
Ha YCTEKMHYMal U eTaHEepLENT NpH MAHEeHTH ¢ YMEPEeH 10 TeXb %KOB NICOPHA3UC, KOUTO HE ca e
MOBJIMSUTH, IPOSIBIIIN €A HEITOHOCHMOCT HMJIM Ca MMaJIi IIPOTUB ?QrmHHe KbM Hukjaocnopud, MTX
niu [TYBA Tepanus. Q(Q

B npoyusane npu ncopuasuc 1 (PHOENIX 1) ca oueHeH@66 nanueHTH. 53% ot TIX He ca ce
TIOBJIMSIIH, MPOSBUIIM Ca HEIIOHOCHMOCT WJIM Ca UMAJTUJPOTUBOIIOKAa3aHUE KbM JIpyra CHCTEMHA
tepanus. [lanuenTrTte, paHAOMHU3MpaHH 32 JISUEHHE €, YCTEKHHYMa0, ca MPUENH 1034 oT 45 mg nin
90 mg B ceqmutu 0 1 4 1 ca MPOIBIDKUIA Aa TIPH ChIIATa 1032 Ha BCeKU 12 ceamuuu.
[TanuenTuTe, paHIOMU3UPAHH 32 JIEUCHUE C IUT o B cenmuny 0 u 4, ca mpeMUHaIN KbM JIEYEHHUE C
ycrekunyma6 (45 mg win 90 mg) B cenMuIiu @ 16, cies KOETO ca MPOIBIDKUIN J1a TprueMaT
chlara 103a Ha Bceku 12 ceamuiy. [lanneTn, mbpBOHaYaIHO PaHAOMHU3HPAHH 32 JICUEHHE C
YCTEKHHYMa0, KOUTO ca JOCTUTHAJIN HUB é NOBJMsIBaHE 75 MO MHJIEKCA 3a IUIOL] Ha 3acsiraHe u
TexecT Ha ncopuasuc (Psoriasis Area<d &;,everity Index, PASI) (mogo6penue o PASI ot MuHumym
75% B cpaBHEHHUE C U3XOJHHUTE CTON 1) B cenqmuin 28 u 40, ca MOBTOPHO paHIOMHU3UPAHH 32
JIeYeHHEe C YCTEeKHHYMal Ha BCEKU €IMULM W C TU1anedo (T.e. OTTErJIsTHE OT TepamnusiTa).
[NanmenTHTE, MOBTOPHO PaHAOMH3HMPAHH 32 JieueHHe ¢ mianedo B ceamuia 40, ca Bb300OHOBHIN
TepamnusTa ¢ yCTeKHHyMao B OHAUATHATA CH CXEMa Ha JJ03MPAHe, CIIe KaTO TI000PEHHETO UM IO
PASI B cenmumna 40 e Ham ¢ MuHUMyM 50%. Bcuuky nanyeHTy ca NpocieIcH! 3a MEPUoJ 40
76 ceqMuIH ciIel IbPBO WIOXKEHHE Ha U3CIIEIBAHOTO JICUEHHE.

B npoyuBane nipu 1ic, 3uc 2 (PHOENIX 2) ca ouenenn 1 230 matmentn. 61% ot TX He ca ce
MOBJIHUSUTH, TIPOSIB HEMOHOCHMOCT WJIN Ca UMaJIM IPOTHUBOINOKA3aHHE KbM Jpyra CUCTEMHa
tepanus. [lanpeHTRTe, paHAOMU3NPAHH 32 JIEYEHHE ¢ YCTEeKHHYMa0, ca MPUeNH J034 oT 45 mg wim
90 mg B ceam W 4, mocneIBaHy OT JOIBIHHUTENHA 1032 B ceamuna 16. [lanuenture,

paHIOMU3N &6 3a nevenue ¢ mane6o B ceamuuy 0 1 4, ca mpeMUHaIM KbM JIEYEHHE C YCTEKHHYMa0
(45 mgm mg) B cenmuin 12 u 16. Bcnuky nanueHTH ca npocieAeH  3a Nepuos 10 52 ceaMHULU
cliell MEPBOTO NMPHIIOKEHHUE HA H3CIEABAHOTO JICUCHHUE.

B r@gBaHe nipu nicopuasuc 3 (ACCEPT) ca ouenenu 903 manueHTH ¢ yMepeH JI0 TeXBK IICOPUA3HC,
KS&?O HE Ca Ce MOBJIHUSIIN, TPOSIBIIIA ¢a HEITOHOCUMOCT WJIA Ca UMaJIM MPOTHBOIIOKA3aHUE KBM JIPyTa
@bTeMHa tepanust. CpaBHeHa € eUKacHOCTTa Ha yCTEKUHYMal C Ta3u Ha €TaHEPIIENT U € OlleHeHa
QGeSonaCHOCTTa Ha ycTeKnHyMa0 u etaHepiient. [1o Bpeme Ha 12-cemMuYHaTa aKTHBHO KOHTPOJIUPAHA
9acT OT MIPOYYBAHETO MAITUEHTUTE Ca paHAOMHU3UPAHHU Ja pueMar etaneprent (50 mg q8a mbTH
CEIMUTHO), ycTeknHyMao 45 mg B ceamutn 0 u 4 wim ycrekuaymad 90 mg B ceamuru 0 u 4.

W3xomHuTe XapakTepuUCTUKH Ha 3a00JISIBAHETO Ca MIPUHITUITHO TIOCIICIOBATEIIHN BbB BCUYKH TPYITH Ha
JIeYCHUE B TIPpOyUYBaHe Mpu nicopuasuc 1 u 2 ¢ menuana Ha PASI ckopa Ha u3xoaH0 HUBO OT 17 1o 18,
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¢ MearaHa Ha TeJecHa oBBpXHOCT (BSA) Ha m3xomHo HEBO > 20 ¥ ¢ MeMaHa Ha IEPMaTOJIOTHICH
HHIEKC 3a KauecTBO Ha xuBoT (Dermatology Life Quality Index, DLQI) 8 rpauurmre ot 10 mo 12.

biu3o enna Tpeta (mpoyuBaHe mpH rncopuasuc 1) u eaHa 4eTBbPT (MPOyUBaHE MPU TICOPUA3UC 2) OT
ManueHTUTe UMaT rcopuaTideH apTput (PsA). I[TomoOHa TexecT Ha 3a001IBaHETO ce HaOMOAaBa U
MU TIPOYYBaHe MpH NIcopHasuc 3.

[IppBUYHaTa KpaliHa TOYKA B TE3U MPOYYBAHHS € CHOTHOIICHHETO HA MAIIMCHTUTE, JOCTUTHAIH @
Ha noBnusBage o PASI 75 crpsMo U3XOOHHUTE CTOMHOCTH B ceamuna 12 (Bxk. Tabmumm 3 u 4) Q

Tabnuya 3. ObobweHue Ha KIUHUYHOMO ROBIUABAHE 8 NPOYUEaHe npu ncopuasuc 1 (PHOéIS‘X

npoyusane npu ncopuasuc 2 (PHOENIX 2)

Du

Cenmura 12

2 no3u (ceamuria 0 1 ceamuna 4)

Cemnm

28

3 )103M,§6)1Mnua 0,
ceqMHUIAAT cenmuna 16)

[lnane6o 45 mg 90 mg 45mg 7 90 mg
IIpoyuBane npu -
ncopuasuc 1 R Q/
Bbpoit N
PAHIOMHZHDAHH 255 255 2% @ 250 243
MAINEeHTH ,
IlosnusBane 110 0 o a o 0
PASI 50, 6p. (%) 26 (10%) 213 (84%) 220 (82‘.@ 228 (91%) 234 (96%)
IToBnusiBaHe 1O 0 o\ & ‘0‘ a o 0
PASI 75, 6p. (%) 8 (3%) 171 (67%) 17@6 %) 178 (71%) 191 (79%)
IlosnusBane 11O o o a oma 0 0
PASI 90, 6p. (%) 5 (2%) 106 (42%) \2@ (37%) 123 (49%) 135 (56%)
OOJI° 3a u34ncTEHN qj
WM MUHUMAJIHH, Op. 10 (4%) 151 (59 156 (61%)? 146 (58%) 160 (66%)
(%) <&
Bpoii nanuentu
<100 kg 166 (\%8 164 164 153
[ToBnusiBane 1o 0 o N N N o
PASI 75, 6p. (%) 6 (4%) J\, 24 (74%) 107 (65%) 130 (79%) 124 (81%)
Bpoii nanuentu O
> 100 kg 89 \% 87 92 86 90
[ToBnusiBaHe 1Mo o 0 0 0 0
PASI 75, 6p. (%) ?(f{/@ 47 (54%) 63 (68%) 48 (56%) 67 (74%)
AV
IIpoyuBane npu QD
TCOPHA3HC 2
Bpoit
paHIOMHU3UPAHU 410 409 411 397 400
MaUMeHTd N
IToBnusBan o oL a o a 0 0
PASI 50}@ %) 41 (10%) 342 (84%) 367 (89%) 369 (93%) 380 (95%)
IloBn e 1o o oma oma o 0
P AS}‘@;. ) 15 (4%) | 273 (67%)2 | 311 (76%)? | 276 (70%) | 314 (79%)
II BaHe I10 0 oL a oma 0 0
90, 6p. (%) 3 (1%) 173 (42%) 209 (51%) 178 (45%) 217 (54%)
(@Y)HG 3a U3UMCTEHU
Q» WM MUHUMAITHH, Op. 18(4%) 277 (68%)? | 300 (73%)? 241 (61%) 279 (70%)
(%)
Bpoit nanuenTn
<100 kg 290 297 289 287 280
IToBnusiBane o 0 0 0 0 0
PASI 75, 6p. (%) 12 (4%) 218 (73%) 225 (78%) 217 (76%) 226 (81%)
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Bbpoii martuenTu

> 100 kg 120 112 121 110 119
IloBnusBane mo 0 0 0 0 0
PASI 75, 6p. (%) 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)

p < 0,001 3a ycrexkunymab 45 mg nnu 90 mg B cpaBHeHue ¢ mianebo (PBO)

®  00JI = O6ma oueHKa Ha JeKaps 60

Tabnuya 4  ObobweHue Ha KIUHUYHOMO NOBIUABAHE 8 NPOYYBAHE NPU NCOPUA3UC 3 (ACCEP&

ceomuya 12 A
Mpoyusane npu ncopuazuc 3 ()
Ertanepuent Ycrekunyma
24 mo3u 2 nosu (ceamuua 0 v eeyvuLa 4)
(50 mg nBa mpTH 45 mg /O 90 mg
CEIMHYHO) 2s)
Bpoii panioMHU3MpaH MaLMEHTH 347 209 i 347
[ToBmusiBane mo PASI 50, 6p. (%) 286 (82%) 181 (87%) ;> & 320 (92%)*
[ToBmusiBane mo PASI 75, 6p. (%) 197 (57%) 141 (67%)N~ 256 (74%)?
TosnusBane mo PASI 90, 6p. (%) 80 (23%) 76 (36%)¥ 155 (45%)?
OOJI 3a U3YUCTEHU WU o Y a on\a
MuHIMaHH, p. (%) 170 (49%) 13%1@ %) 245 (71%)
Bpoit marmentn < 100 kg 251 D51 244
(r(f/‘o’;m’ma*‘e no PASI7S, 6p. 154 (61%) | Koo (7206) 189 (77%)
V]
Bpoit marmenty > 100 kg 96 | 58 103
[osmusBane o PASI 75, 6p. 0 \y o 0
(%) 43 (45%) \2\ 32 (55%) 67 (65%)

a

6

p < 0,001 3a ycrekuaymab 45 mg wim 90 mg B cpaBHeHHe@raHepuenT.
p = 0,012 3a yctekuHyMab 45 mg B CpaBHEHHE C €TaH T.

B nmpoyuBane npu nicopuasuc 1 HozulexcaHeT&a PASI 75 e 3HauuTETHO MTO-BUCOKO MPH
MIPOIBIDKUTETTHO JICUCHHE, B CPAaBHEHUE C @a npu orreryisiHe ot Jeuenueto (p < 0,001). [TogoOHu
pesynTaTi ce HabIIoAaBaT Ipy BesKa gQlavycrekunyma6. Ha 1-Bata roguna (cenqmuna 52) 89% ot
MalKUeHTUTE, HOBTOPHO PAaHAOMHU3UD a MOAbPIKAILO JICYEHHE, ca ce nmoBiusu no PASI 75, B
cpaBHeHUE ¢ 63% OT MalMeHTHuTe, OpHO PaHIOMH3UPAHU 3a IIae00 (OTTErIIIHE OT JICYCHUETO)
(p < 0,001). Ha 18-Tust mecerr (ceamuria 76) 84% ot malideHTHTE, TIOBTOPHO PAHIOMHU3UPAHY 32
MOANBPIKALLO JEYECHHUE, Ca ce@amfmn o PASI 75, B cpaBHenue ¢ 19% oT nanueHTuTe, NOBTOPHO

paHIOMU3MPAHHU 32 TIae0o, erysiHe oT JedeHueTo). Ha 3-ta ronuna (ceamuna 148), 82% ot
MAIUEHTHUTE, TOBTOPHO PAaHNOMM3HMpAHH 3a MOABPIKAIIO JiedeHne, ca ce mopnusii no PASI 75. Ha
5-ta ronuHa (ceamuna 2 % OT MaIMeHTuTe, MOBTOPHO PaHIOMU3HPAHH HA TIOABPIKAIIO JICUSHHE,
ca ce MOBJUSUIIN 1O PA@ .

[pu nauHeHTI/ITe,@BTOpHo PaHIOMU3UPaHH 3a IIane0o, KOUTO OTHOBO €A MPEMUHAITN KbM
I'bPBOHAYATIHATICHU CXeMa Ha JIeUeHHe ¢ ycTeKuHyMa0 cien 3arybata Ha > 50% nopoOpenue mno
PASI, 85% ¢ CTAaHOBWIH MTOBJIHUsIBaHeTO 10 PASI 75 B pamkute Ha 12 ceamuIm ciien
BL306HOBﬂ@e Ha Tepanwusra.

B mpo, He Mpu ncoprasuc 1 B ceqmuia 2 u cenMuiia 12 ce HaOmoaBa 3HAYUTEITHO TIOJJ00pEHHE
cp, 3xoHHTE cToiHOCTH HA DLQI BBB BCsika OT rpyNHTE HA JICYCHUE C YCTCKHHYMAa0 B
c Hue ¢ miane6o. [lono6penuero ce 3amaspa g0 ceamuua 28. IlogodHo 3HaUKMTENTHO TOAOOpEHHE
R%EGJ‘HOZ[&B& B IIpOyYBaHe Ipu rcopuasuc 2 B ceamuuu 4 u 12, koeto ce 3amaszsa 1o ceamuua 24. B
poydBaHe npu Ticoprasuc 1 mogobpeHusiTa B HOKbTHHS NICOPHA3UC (MHAEKC 3a TeXKeCTTa Ha HOKHTEH
MICOPHA3NC), B 00IIaTa OLIEHKa HA (PU3HMYECKOTO M EMOLIMOHAIHOTO cheTostHUE 110 SF-36 1 BBB
BU3yaJIHO-aHAJIOTOBaTa CKajla 3a ONpeessiHe Ha CTOHHOCTTa Ha Oonkara npu cepoex (Visual
Analogue Scale, VAS) cbI1o ca 3HaYMTEIHHN TIPH BCAKA TPyIIa Ha JEUEHHE C YCTEKHHYMa0 B
cpaBHeHHe ¢ Iane6o. B mpoyusane npu ncopuasuc 2 KIMHAYHATA CKaJla 32 TPEBOKHOCT U ACTIPECHs
(Hospital Anxiety and Depression Scale, HADS) u BbIpocHUKBT 3a paboTHHU orpanudenus (Work
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Limitations Questionnaire, WLQ) cbII0 ITOKa3BaT 3HAYUTEIIHO TOJ00pEHIE BBB BCAKA OT TPYIIMTE Ha

JIeYeHre C YCTEeKMHyMab B CpaBHEHHE C Iamedo.

IIcopmnatnuen aprpur (PSA) (Bp3pacTHM HALIMEHTH)

JokazaHo e, e ycTeKuHyMab mogo0psiBa MprU3HAIUTE U CUMIITOMHUTE, (PU3NYECKOTO ChCTOSHUE H

CBBP3aHOTO CHC 3APABCTO KAUCCTBO HA JXUBOT U HaMaJlsiBa CTCTICHTA Ha IMPOIrpeCus Ha nepmbepH
CTaBHO YBPCKAAaHC IMPU Bb3PACTHU IMMAITUCHTU C AKTUBCH PsA.

BeszomnacHocTTa 1 ehvkacHOCTTA Ha YCTEKHMHYMa0 ca OlleHeHH Mpu 927 ManueHTH B B
PaHJIOMU3UPAHU, IBOHHOCIIEIIH, TIAIc00-KOHTPOIMPAHH MTPOYYBAHUS P MAIIUCHTH C aK'J@eH PsA
(> 5 noxgyTtu craBu 1 > 5 GONE3HEHN CTaBH) BBIPEKH yIOTpedaTa Ha HECTEPOUIHH

npotuBoBb3nanuTentu cpeactsa (HCIIBC) nam Mmoguduimpamnm 60j1ecTTa aHTUPEB
nexapctea (DMARD). [NareHTuTe B T€31 MPOYYBAHUS Ca UMAJIH MTOCTaBEHA zuzlar?a PSA naii-

MAaJIKO OT 6 Mecella. BkiroueHn ca mareHTy ¢ BCSIKaKbB MOATHIT Ha PSA, BKITIOY
MOJIMAPTUKYJIAPEH apTpUT O€3 JaHHHU 3a peBMAaTOMIHU Bb31HU (39%), cioHANT
(28%), acumetpuuen nepudeper aptput (21%), ¢ yyactrue Ha TUCTaTHA HHT
(12%) n naBanmuanzupam aptpurt (0,5%). Hag 70% u 40% ot nmauuenture
MMalli ChOTBETHO CHTE3UT M JAKTUINT Ha U3XOJHO HUBO. [larueHTuTe ¢

nedeHue ¢ ycrekuaymab 45 mg, 90 mg, wum mane6o HoaK0KHO Ha C

npwiarane Ha Bceku 12 ceamunu (q12w). [pubnuzurento 50% ot

roctostHAA 103a MTX (< 25 mg/ceamuna).

(%

o
¢ fiepudepeH apTpuT
ajaHTreaHa CTaBa
eTe IpOoy4YBaHus ca
JOMU3HUPaHHU Ja TOTyqaT
i 0 1 4, mocineaBaHu OT
CHTHUTC Ca NPOABIJDKUIN HAa

or0r
&
o~

YHHU

B PsA npoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PSUMMNT II), crorBeTHO 80% 1 86% oT
namueHTure, ca ounu ekysanu ¢ DMARD. B npoyusane 1 %’e OMJIO TI03BOJICHO MPEIUIIIHO JICYCHNE
C aHTarOHUCT Ha TyMOp-HEKpoTH3upa Gaxktop aida (T}@a. B mpoyuBane 2, moBeueTO NanMeHT!

(58%, n = 180) ca GwH JEKyBaHU C €IHO HITH MTOBEYE
ca npeyctaHoBuUid cBoeTo aHTU-TNFa sieuenue, no

TI0 BCSKO BpEME.

Hpuanauu Uu cumnmom

3a00JIIBAHETO B CpaBHCHHUC C rmaue60 H

u

-TNFa cpenctBo(a), kato ot Tax Hag 70%
@M JMICca Ha €PUKACHOCT WIM HETIOHOCHMOCT,

N
<

muna 24. [IspBu4HaTa KpaiHa TOUKa € MPOLICHTHT Ha

Jledenuero ¢ YCTGKI/IHYM3_6 BOJIH OO0 3HAYH :‘EHHZ HOI[O6p€HI/I$I B UBMCPUTCIIUTC 34 aKTUBHOCT Ha

NMaUEHTUTE, TOCTUTHATIA OTT'OBOP 2
(American College of Rheumatology

(@5

MpecTaBeH: B TabmuIa 5 no—z[on)g%

Tabauya 5 Bpoti na nayuen

Ipoyusane 1 (|

HUTEPUHUTE Ha AMEPHKAHCKUS KOJIEK 110 PEBMATOIOTHSI
R) na ceqmuria 24. OCHOBHHTE Pe3yiITaTH 3a €PUKACHOCT Ca

& nocmuenanu KiuHuYeH Om2080p NPU NCOPUAMUEH APMPUM
'MMIT 1) u llpoyusane 2 (PSUMMIT 1l) na ceomuya 24

Oy4BaHe NMPHU NCOPUATHYEH IIpoyuBaHe npu NcopuaTHYEH
aprpur 1 apTput 2
Hiaanedo 45 mg 90 mg Iaamne6o 45 mg 90 mg
Bpoii Q\(
PaHAOMU3HPAHT 206 205 204 104 103 105
namueHTn
ACR 2 W 0 0/4)a 0/4)a 0, 04)a 05)2
orropep?N (%) 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)
Aoeﬁb 18 (9%) | 51 (25%)* | 57 (28%)* 7 (7%) 18 (17%)5 | 24 (23%)?
ofrprop, N (%)
@C? 70 0 0/4)a 0/)a 0 0/)\B 0/4)\B
| orrosop, N (%) 5(2%) | 25(12%) 29 (14%) 3 (3%) 7 (7%) 9 (9%)
POl nayueHmu ¢
> 306 BSA" 146 145 149 80 80 81
PASITS 16 (11%) | 83 (57%)* | 93 (62%)* | 4(5%) | 41 (51%)* | 45 (56%)°
otrosop, N (%)
PASI 90 0 om\a om\a 0 AT AT
orrosop, N (%) 4 (3%) | 60 (41%) 65 (44%) 3 (4%) 24 (30%)? | 36 (44%)
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Kombunanpan

ol 8(5%) | 40(28%) | 62(42%) | 2(3%) | 24 (30%)° | 31 (38%)°
otrosop, N (%)
Bpoii nauneHTn 7
<100 kg 154 153 154 74 74 73( b

ACR 20

</
orrosop, N (%) | 39 (25%) | 67 (44%) | 78 (51%) | 17 (23%) | 32 (43%) 3@%)

bpou nayuenmu c O .
> 306 BSA® 105 105 111 54 58 <\\ 57

otrosop, N (%)

PASI 75 14 (13%) | 64 (61%) | 73(66%) | 4(7%) | 31 (5%)\\ 32 (56%)
@V

bpoii naunenTn 52 52 50 30

> 100 kg . 31

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

otrosop, N (%) \7

bpoui nayuenmu c N
= 306 BSA" 41 40 38 2§\Q/ 22 24
PASI 75

orrosop N (%) | 2(6%) | 19(48%) | 20(53%) Q;bV 10 (45%) | 13 (54%)

2 p<0,001 -
% p<0,05 Q
<@

' p=NS
" Bpoii nanuenty ¢ > 3% BSA 3acernara ncopuaTHuHa KOxKa H&HHO HHUBO

ACR 20, 50 u 70 oTroBOpH MPOABIIKABAT J1a C€ IO, sIBAT WK C€ MOUIbPKAT 10 ceamuiia 52 (PSA
[Ipoyusane 1 u 2) u ceqmuma 100 (PsA Hpoytmax&\l . B PsA Ilpoyusare 1, ACR 20 otroBopu Ha
ceamuria 100 ca mocturnatu mpu 57% u 64%, c@memo 3a 45 mg u 90 mg. B PsA IlpoyuBane 2,
ACR 20 otrosopu Ha ceamuia 52 ca nocmr]@[ mipu 47% u 48%, cvotBeTHO 32 45 mg u 90 mg.

[IpoI1eHTHT Ha MAIMEHTHTE, nocmrH@W&rrOBOp no moauduiupanu PSA kputepun Ha oTroBop (PSA
response criteria, PSARC) cbiio € 3Ha JIHO TIO-TOJISIM TIPY TPYIHTE HAa YCTEKUHYMa0, B CpaBHEHNE
¢ mwiane6o Ha ceamuna 24. Otroso D&ARC ce noaabpkatT no Bpeme Ha ceamunu 52 u 100. I1o-
TOJISIM TIPOIICHT OT MAIUEHTHUTE, ne%ﬁalm C YCTeKHMHYMa0, KOMTO Ca UMAJTH CIIOHIIITUT ¢ nepudepeH
apTPUT KaTo OCHOBHA HH&FHOS%HQK&?;B&T 50 u 70 poreHTHO MoA00peHue B ckopa 1o bar nugekc 3a
aKTHBHOCT Ha 3a00JIsIBAHETO anxumosupant cionmuut (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B BHEHHE C I1anedo Ha ceamuna 24.

OtroBopute, HaOIIO NpY TPYNHTE, TIEKYBaHHU C YCTEKHHYMa0, ca CXOJHHU TPH MAIlMEeHTHTE,
KOUTO TOJTyyaBat I/IJ'Q(G noxy4daBaT eqHoBpeMeHHO MTX u ce moaappskat 1o BpemMe Ha CeAMUIH 52
u 100. [Tanuentn yBaHU npenu ToBa ¢ antu-TNFa cpeacTBa, KOUTO ca MONMyYMIId YCTEKHHYMao,
ca MOCTUTHAIA BQ-TOJISIM OTTOBOP HA ceAMHMIIA 24 B CpaBHEHHE C MAIMEHTUTE, MOTyYaBald Ianedo
(ACR 20 otr Ha ceamuia 24 3a 45 mg u 90 mg e crorBeTHO 37% U 34% B cpaBHEHHME C TUIAIIC00
15%;p <0 ¥ OTTOBOPUTE CE MOAIBPIKAT [0 BpeMe Ha ceMuIa 52,

3Ha MoJ00peHNe B CKOPOBETE 3a CHTE3UT U AAKTWIINT IIPH TPYIIUTE Ha YCTEKHHYMab B CpaBHEHUE
¢ aneoo Ha cenmuna 24. B PsA IlpoyuBane 2 ce HabmoAaBa 3HauMMO TOAOOPEHUE B CKOpa 3a
3WUT ¥ YUCIIEHO MO00peHue (He € CTAaTHCTUYECKH 3HaYMMO) B CKOpa 3a TAKTWIIAT IpH TpyIiaTa Ha
TeknHyMa0 90 Mg B cpaBHeHHe ¢ Tuiane6o Ha ceamunia 24. [TogobpeHusaTa B Ckopa 3a SHTE3UT U B
CKOpa 3a JAKTHIIUT ca NOJABpKaHu o BpeMe Ha ceaqmunu 52 u 100.

ITpu H;EKEHTI/I C CHTE3WT W/WIN JaKTHJIUT Ha U3XO0JHO HUBO, Ipu PsA IlpoyuBane 1 ce HaOmo1aBa

Paouozpaghcku omeosop
CTpyKTYpHO yBpeXJIaHe B JJBETE PhIIC U KpaKaTa ce u3pa3siBa KaTo MPOMsIHA CIIPSIMO U3XOJHOTO HUBO
B o6mus van der Heijde-Sharp ckop (vdH-S ckop), momudumnmpan 3a PsA upe3 no6aBsHe Ha
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JMCTATHUTE UHTep(daIaHreanHy cTaBu Ha phiiere. [IpoBeneH e npeaBapurenHo aeGuHupan
WHTETPUPAH aHaJN3 Ha KOMOMHHUPaHU JaHHH OT 927 manueHTH B nBete PsA [Ipoyusanns 1 u 2.
Ycreknnymab mokas3Ba CTaTUCTUYECKH 3HAUMMO HaMaJIeHHE B CTETIEHTa Ha POTpecHsl Ha
CTPYKTYPHOTO YBpEXKJaHE B CPABHEHHE C IJIane00, U3MEPEHO Ype3 MPOMsHA CIIPSMO U3XOJHOTO HUBO
10 24 ceamuria B ootmums Mmoauduimpan VAH-S ckop (cpeaen + SD ckop e 0,97 + 3,85 B rpymara Ha
mtane6o, B cpaBHenue ¢ 0,40 + 2,11 u 0,39 + 2,40 npu ch0oTBETHO ycTeKuHYMab rpynu 45 mg

(p <0,05) 1 90 mg (p < 0,001). To3u edekt ce apxku Ha PsA Ipoyusate 1. EdexThT ce cunta 3 b
JI0Ka3aH, HE3aBUCHUMO OT eJHOBpeMeHHaTa yrmorpeda Ha MTX 1 ce mogappika 1o Bpeme Ha éj
ceaqmuiy 52 (naterpupan ananus) u 100 (PsA Ipoyusane 1). &Q

O

Du3suuecko CbCMosiHUe U CBbP3AHO CHC 30PABEmo Ka4ecmeo Ha HCUGOM Q
[larmenTn, nekyBaHu ¢ YCTEKMHYMa0, ca MMOKa3ail 3HAYUTEIHO MMOI00peHNe Ha (PU3NIEEKOTO
CBhCTOSIHUE, KAKTO € OL[EHEHO 10 MHJIEKCa 32 MHBAJIMAHOCT OT BBIIPOCHUKA 32 OLIEHK&HA 3/1paBeTO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) ua CCHMHHaéﬁpOHCHT’LT Ha
HNAalMEHTUTE, HOCTUIHAIM KIMHUYHO 3Ha4uMo > 0,3 nogoopenne Ha HAQ-DI cxopd cripsimo
HU3XOJIHUTE CTOMHOCTH, CHILO € 3HAUUTEIIHO MO-TOJISIM [IPU TPYIIUTE HA YCTE Ma0, B CpaBHCHHE C
miane6o. [Tomoopenne Ha HAQ-DI ckop cripsiMO U3XOAHOTO HUBO C€ MO a 1o BpeME Ha
cenvun 52 u 100. Q/

Nwma 3nauntenno nogodpenue B DLQI ckopoBete mpu rpynure Ha Q(I/IH}/M36, B CPaBHEHHUE C
miamnedo Ha cemqMuIa 24, KOETo ce MOIIbpKa [0 BpeMe Ha CeIMH %Z u 100. B PsA IlpoyuBane 2
MMa 3Ha4MTEJIHO OJOOpEeHNne B CKOPOBETE 3a (PyHKIMOHATHA O a Ha TepanusiTa 3a XpOHUYHO
3abonsBane - ymopa (Functional Assessment of Chronic Iliness Therapy — Fatigue, FACIT-F) npu
IpyNUTE HA YCTEKUHYMa0, B cpaBHEeHHE ¢ Tuiane6o Ha cenMudd 24. [IpolieHThT Ha NalMeHTHTE,
JOCTUTHAIH KIIMHUYHO 3HAYNMO MTOI00peHne Ha yMopaTQj touku 1o FACIT-F) cpmio e 3HaunTenHo
MO-TOJISIM TP TPYIUTE HA YCTEKUHYMaO, B cpaBHeHMeQmaue6o. [Monoopenusta Ha FACIT-F ckop
ce MOIbPIKAT 10 BpeMe Ha ceamuia 52. Qj

[lenmaTpuyHa HDoIryaamus @
EBpomneiickara areHmus 1o JiekapcTBara 0TJia J'BJDKEHUETO 32 TIPEIOCTaBsHE Ha PE3YATATHTE OT
MPOYYBaHUSATA C YCTEKHHYMa0 B €HA WK ?OB ye MOATPYIH Ha TIeAMaTPUIHATA TIOITYJIAIHUS C

FOBEHUJIEH UIMONATHYEH apTPHT (BX. TO .2 3a uHpOPMALU OTHOCHO yNoTpeOa B MeANaTpUsITa).

Ilnakoe ncopuasuc npu ne@uampuuum%uenmu

JlokazaHo e, 4e yCTeKUHyMal 1o piBa MPU3HALUTE U CUMIITOMUTE, (PU3UUECKOTO CHCTOSHUE U
CBBP3aHOTO ChC 3/[PaBETO KAUE€CTBO Ha )KMBOT MPH MEeIUATPUIHM MAIUEHTH Ha 6 TOAWHU U MO-TOJIEMHU
C TJIAKOB TICOpPHA3HC. & \

{_

cm (12-17 200unu)

a0 e mpoyueHa npu 110 nexuaTpuIHKU MAIMSHTH Ha BB3PacT OT 12 110

17 rogunu ¢ ymepex €XBK IJIAKOB NICOPHA3ZUC B MHOTOLEHTPOBO, PAHAOMHU3HPAHO, ABOHHO-CIISIIO,
1ane6o KOHTPOII npoyuBane daza 3 (CADMUS). [Tauuenture ca paHIOMH3UPaHH Aa
nosyyaBat win mwiane6o (N = 37), win npenopbynTesiHaTa 032 yCTeKuHyMao (Bxk. Touka 4.2; n = 36),
WJIH TIOJIOBUHARY OT MPETIOPBUNTENHATA 1032 YCTeKuHYMao (N = 37), upe3 MOAKOKHO WHKEKTHpaHe Ha
ceamuiu 0 § JIe/T TOBA Mpriiarane Ha Bceku 12 ceamunu (q12w). Ha cenmuna 12 nanuenrure,

Tlayuenmu 6 ronouiecka
EduxacHoctTa Ha ycTe

JIeKyBaH are0o ca MPeMUHAIIN HA YCTEKHHYMa0.
[ary (p{c PASI > 12, PGA > 3 u 3acernara TenecHa nosbpxHoct (BSA) nmone 10%, kourto ca 6min
Ka W 32 CUCTEMHA Tepanusi Win GoTOTEpanus, ca OTTOBAPSIIM Ha YCIOBHATA HA IPOYYBAHETO.
JTU3UTETHO 60% OT MaIMeHTUTe ca OWITH MOJIIOKEHH Ha TpeJIIIecTBaIa KOHBEHIIMOHATHA
@bTeMHa Tepanust win Gororepanus. [Ipudnusurento 11% oT manueHTHTe ca UMaiy MpeecTBaIa
eramnﬁ ¢ OMOJIOTMYHHM Cpe/ICTBaA.

[IbpBUYHATA KpaiiHa TOYKa € CHOTHOIIIEHHETO Ha MAIleHTHTE, KOUTO ca JocTurHamm PGA oreHka Ha
nzuncten (0) niam muanmanau (1) miaku Ha ceamuna 12. BropuuHuTe KpaiftHU TOUKH BKITIOUBAT
PASI 75, PASI 90, mpomsiHa cipsiMO U3XOHOTO HMBO Ha J[epMaTOJIOrHyeH HHIACKC 3a Ka4eCTBO Ha
skuBot npu Aena (Children’s Dermatology Life Quality Index, CDLQI), npoMsiHa cripsiMO H3X0JHOTO
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HHBO Ha o0IaTa OIleHKa 110 cKajaTa Ha BeIpocHUK 3a KadecTBO Ha XKHBOT IpH aema (Paediatric
Quality of Life Inventory, PedsQL) na ceqmura 12. Ha ceqmuma 12, manueHTHTE TPETUPAHU C
ycTeKnHyMa0 MOKa3BaT 3HAYUTEIHO [O-TOJISIMO MOJ00pEHHEe Ha ICOPHAa3Nca U CBBP3aHOTO ChC
3IPaBETO KAUeCTBO Ha )KMBOT B CpaBHEHME C uianebo (Tabmuia 6).

Bcuuky nanueHTy ca mpociesiBaHu 3a epUKacHOCT 3a MeproAa OT 52 CEJAMMUIU CIIE] ITbPBOTO /O
MPWIOKEHUE Ha U3MTUTBAHUS JIEKaPCTBEH MPOAYKT. ChOTHONICHUETO Ha nareHTuTe ¢ PGA oue@
Ha u3urcrenu (0) mwin MuauMaisu (1) Iaku ¥ ChOTHOILICHHETO Ha nocturnaaure PASI 75 mo

pasnuka MeXIy TpylaTa JIeKyBaHa ¢ yCTekKMHyMal U miare0o rpynara Ha ITbpBaTa BU3HUTA H&
cenmuIia 4 cieq HavyalHaTa, JOCTUTalKu MakcuMyM 1o ceamuna 12, TlogoOpenusita B PG/G’ Sl
CDLQI u PedsQL ce mommpp:xat mo ceamuiia 52 (tabnuma 6). Q

Tabnuya 6. ObobweHue Ha NbPUUHUME U BMOPUYHUME Kpaunu mouky Ha ceomuygl 2 t ceomuya 52

IleguaTpnyno npoyusaHe npu ncopuaszuc (CADMUS) (Bu3pact 247 r.)
Cenmumna 12 N 7 Cexmuna 52
Irane6o [Ipenoppuntenna "(‘ [Ipenoppuntenna
11033 Y CTEKHHYMZ? n03a Y CcTeKnHyMao
N (%) N (%) N (%)
Panpgomusupany naudeHTH 37 36 35
PGA PN
PGA na mzuuctenu (0) nmu 2 (5,4%) o5 ,Aj%)a 20 (57,1%)
MuHuUManHu (1)
PGA na nzuncrenu (0) 1(2,7%) A7 (47,2%)? 13 (37,1%)
PASI i
PASI 75 pectionnepu 4 (10,8%) D 29 (80,6%)* 28 (80,0%)
PASI 90 pecrionepu 2 (5,4%) Y& 22(61,1%)° 23 (65,7%)
PASI 100 pectionnepu 127%) @) 14 (38,9%)? 13 (37,1%)
CDLOQI N
CDLQI ot 0 nn 1° 6 (162%)0 | 18 (50,0%)® | 20 (57,1%)
PedsQL Y
[TpoMsiHa CIPAMO M3XOIHO (@)
HHUBO @@0,04) 8,03 (10,44)" 7,26 (10,92)
Cpenno (SD)" PR

p <0,001 |\

0 CDLQI: CDLQI e uncTpy™meHT B ue&onomm‘a 3a U3MepBaHe Ha eeKkTa Ha KOKHHUSA TMPOOIIEM BbPXY CBBP3aHOTO
ChC 3/1paBETO Ka4E€CTBO HA mHB(}Q‘[RI nequatpuynata nomynarus. CDLQI ot 0 w1 nokassa, ye HiMa e(eKT BbpXy
KauecTBOTO HA XMBOT HA JIETETO.

® p=0,002 %

" PedsQL: O6ma ckana 3a@%BaHe Ha CBBP3aHOTO ChC 3paBeTo KadecTBO Ha xuBOT (PedsQL Total Scale Score),
pa3paboTeHa 3a ynorp, MIOMyJIAIMKITE Ha Jiela ¥ oHowM. 3a rianedo rpymnara Ha ceamuna 12, N = 36

* p=0,028 Q

Mo Bpeme Ha 1 HgO-KOHTpOHI/IpaHI/ISI nepuoJ 1o cenMuiia 12, eukacHOCTTa Ha JIBETE JO30BU
IpyIy, Mperno TEJIHATA U [TOJIOBUHATA OT MPENOPBhUMTEIHATA, KaTo ISUI0 € CPaBHUMA B
I'bPBUYHAT é&fma Touka (69,4 u 67,6% CHOTBETHO), BBIPEKH Y€ UMa JTAHHU Ha JJ030B OTTOBOP 3a
10-BUCO WHOCTH Ha KpuTepuuTe 3a euxacHocT (Hanp. PGA Ha uzuucrenu (0), PASI 90). Crnen
cezuvmu&, euKacHOCTTa KaTo ISUI0 € M0-BUCOKA U MO-IIPOABIKUTEIHA TP IrpyIiaTa ¢
npendpbyunTeNnHa 1032, B CPAaBHEHHUE € TpylaTa Ha MOJOBHUHATA OT MPENOPHhUUTEIHATA 103a, IPH KOSITO
ce l@n JIaBa M0-4€CTO yMepeHa 3aryoa Ha e()UKacHOCT B Kpast Ha BCEKHU 12-ceMIUeH JJ030B
grplaan. [Ipodunute Ha Ge30MaCHOCT Ha MPENOPbYUTENHATA 032 U Ha TTOJIOBUHATA OT
eOpBhUYMTENIHATA 1032 Ca CPAaBHUMHU.

Heya (6-11 200unu)

EdwukacHocTTa Ha ycTekuHyma0 e nmpoy4deHa npu 44 neuaTpuyHA MAMeHTH Ha Bb3pacT OT 6 10

11 roxuHU ¢ yMEpeEH 10 TeXKbK IUIAKOB IICOPHA3HC B OTKPUTO, MHOTOLIEHTPOBO Mpoy4yBaHe (asza 3 ¢
exro pamo (CADMUS Jr.). [lanmeHTHTE Ca JIKYBaHH ¢ MIPENOPHINTEITHATA 1032 YCTEKUHYMab (BiK.

40



Touka 4.2; N = 44) upe3 MOAKOXKHA MHXKEKIUA B ceaqmuiiu 0 u 4, MOCIeABaHO OT MpUIaraHe BEIHBK Ha
Bceku 12 ceqmurn (q12w).

ITammentn ¢ PASI > 12, PGA > 3 u cbc 3acernara BSA naii-manko 10%, KOUTO ca KaHIUIATH 3a
CUCTEMHA Tepamus win GOoToTepanus, ca OWIH MOIXOASIIH 3a TpoyuBaneTo. [IpubmmsurenHo 43% ot
MAaIUEHTUTE UMAT MPE/IIICCTBAIIA SKCITO3UIM Ha KOHBSHIIMOHAIHA CUCTEMHA TePaIHsl WK
¢dotorepanus. [IpubmuzutenHo 5% OT NAIMEHTUTE UMAT MPEANISCTBAIA SKCIIO3UIIUS Ha 6I/IOHOF@I

CpescTBa.
~

[IbpBUYHATA KpaiiHa TOYKa € MPOLEHTHT MALMEeHTH, OCTUTHAIM cKop Ha PGA mn3uncrenu (0) wiu
Munumainnu (1) Ha cenmuria 12. Bropuunure kpaitau Touku BriaouBaT PASI 75, PASI 9% MIPOMSTHA
CIIPSIMO M3XOJHOTO HUBO Ha JlepMaTOIOTMIHMSI HHICKC 32 KAYECTBO HA KUBOT IPH 1 hildren’s
Dermatology Life Quality Index, CDLQI) na cenmuua 12. Ha ceamuna 12 nauneHTsIe, JIEKyBaHHU C
yCTeKHHYMAa0, TOKa3BaT KIMHIUYHO 3HAYUMO TI0I00peHne Ha TIcopuasuca u cmp@o ChC 3/IPaBeTO

Ka4eCcTBO Ha XUBOT (Tabnmia 7). sz\
Benuku nanmeHTH ca mpociesBaHu 3a ehUKACHOCT JI0 52 CEeIMULIH ClIe] 0TO MPUJIOKEHUE HA
MPOYYBaHOTO JIeKapcTBO. lIporeHTHT Ha maruenTuTe che ckop Ha PGA crenn (0) nm

GAOwm 1) e
enmuna 4, a TpOLECHTHT Ha
pna 16, kato ciej ToBa ocTaBa
SI u CDLQI ce nogaspxar 1o

vuauManau (1) Ha cenmuma 12 e 77,3%. EduxacHocT (onpeneneHa K
Ha0JI01aBaHa OIle NP IBPBOTO MOCEIICHHUE CIIe/l U3XOIHOTO HUBO
MarueHTnTe, TocTuraanu ckop Ha PGA 0 wm 1, ce moButraBa no
OTHOCHTETHO cTabmieH a0 cenmuna 52. [lomobpernsra Ha PG
ceqmuiia 52 (Tabmuna 7). @

Tabnuya 7  ObobweHue Ha NvpeUYHAMA U emoputmume@adnu mouxu Ha ceomuya 12 u na

ceomuya 52 D
MeauaTpuuno npoyusane npu ncopuaguc (CADMUS Jr.) (Bn3pacr 6-11 r.)
Cem\,as@'nwlZ Ceamuna 52
Hpeno%r’rejma J103a [IpenopbumnTenHa go3a
yCTOKHHYMa0 YCTEeKHHyMab
O N@®) N (%)

Bxirouenu nanyueHTH J (\\ 44 41

PGA (S\

POA rammerenn O {7 34 77,30 31.(75.6%

PGA na m3uucrenu (0) AN 17 (38,6%) 23 (56,1%)

PASI N

PASI 75 pecrionepn ==\ 37 (84,1%) 36 (87,8%)

PASI 90 pecrionznepi~ Y 28 (63,6%) 29 (70,7%)

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

CDLQI? AN

[ManuenTu ¢ BLC)?%QI > 1 Ha (N=39) (N=36)

W3XOAHO HU

CDLQI 0 ja#/1 24 (61,5%) 21 (58,3%)

a CDL@%LQ] € IepMaToJIOTMYeH HHCTPYMEHT 32 OlleHKa Ha e()eKTa Ha KOXKHHS TPOOJIeM BbPXY CBBP3aHOTO ChC

31pdBeFo KauecTBO Ha XKUBOT IpH nexuatpuanata nomyaamus. CDLQI 0 w1 nokassa, ge HsIMa eeKT BEPXY

KQITBOTO Ha KUBOT HA JIETETO.

Bofecr na Crohn
@onaCHOCTTa 1 epuKacHOCTTa Ha yCTEKUHYMal ca OLEHEHU B TPHU PaHAOMHU3UPaHH, IBOMHOCIICIIH,
Nane60-KOHTPOINUPaHH, MHOTOLIEHTPOBH NIPOYYBaHUs IIPH BH3PACTHU MALIMEHTH C yMEPEHa JI0 TeXKKa
aktuBHa 60srecT Ha Crohn, ¢ Muaekc Ha aktuBHOCTTA Ha 60mectta Ha Crohn (Crohn’s Disease Activity
Index, CDAI) > 220 u < 450). IIporpamara 3a KIMHHYHO pa3pabOTBaHE CE ChCTOM OT JIBE 8-CEIMUYHH
npoyusanus ¢ uHTpaseno3Ha nHaykusa (UNITI-1 u UNITI-2), mocnenBanu ot 44-ceAMUYHO
PaHIOMHU3HPAHO MIPOYUBAHE C MOAKOXKHO MPHIOKEHNE Ha TIoAmbp:kara go3a (IM-UNITI),
[IpeACTaByIsIBALIM S2-CeAMUYHA Tepanusl.
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[IpoyuBanusTa ¢ uaaykuus BriaousaT 1409 (UNITI-1, n = 769; UNITI-2 n = 640) naruenTu.
[TepBrYHATA KpaiiHa TOYKA 3a ABETE MHAYKIIHOHHH IIPOYYBAHMUS € TPOLCHTHT HA YYaCTHHUIIUTE C
KIMHUYEH OTroBop (ompeneneH karo Hamanenue Ha CDAI ckopa ¢ > 100 Touku) Ha cenmuiia 6.
JlananTe 32 €PUKACHOCT ce€ ChOMpAT M aHATTU3UPAT A0 CeIMHUIIA 8 3a ABETE MPOyIBAHUS.
EHOBpEeMEHHOTO NPHUIIOKEHNE Ha MIEPOPATHU KOPTHKOCTEPOUIH, IMYHOMOIYJIATOPH,
AMHHOCAJMLIWIATH U aHTUOMOTHUIIM € pa3peuieHo u 75% oT maureHTHTe MPOABIKABAT /1a TOoIyda
Hail-MaJIko eJHO OT Te3H JieKapcTBa. B ABeTe nmpoyyBaHus MaMEHTUTE Ca PaHIOMU3UPAHH Ja 110 T
€IHOKPATHO MHTPABEHO3HO MPENOpPhUNTENHATA 1032 OT nmpubam3uTenHo 6 mg/kg B 3aBucumMoc
TenecHoTo Terio (Bx. Tabmuua 1, Touka 4.2), pukcupana no3a 130 mg ycrekunymMad uim n& 0 Ha
cenmuia 0. O

[Narmenture B UNITI-1 ca nexyBaHH HEYCHENIHO WM UMAaT HETIOHOCHMOCT KbM MPEIHISCTBAIIA aHTH-
TNFa tepanus. [Ipubnusutento 48% oT nanueHTHTE ca JIeKyBaHU HEYCIeIHO ¢ | ApeiiecTBaia
anTu- I NFa tepamus, a 52% ca nexyBaHW HEYCHEIIHO ¢ 2 WK 3 TMpealiecTBaIx @:?TNFOL Tepamuu.
B ToBa npoyuBane 29,1% oT manueHTUTE UMAT HEJOCTATHYEH HAYaJICH OTIOBOR, (TbPBUYHU
HepecnoHaepu), 69,4% ca ce MOBIUSIIN, HO Ca MPECTaHAIH J1a CE TIOBIUIBAT @quHI/I
HepecnoHaepHn), a 36,4% nmar HemoHOCUMOCT KbM aHTH- T NFa Tepam/m.&

ITarmenture B UNITI-2 ca nexyBaHM HEYCIEIIHO Hali-MaJIKO C €HA %éHLII/IOHaJ'IHa Tepanus,

BKITIOYHUTEIIHO KOPTUKOCTEPOUAH WIIK KIMyHOMOAYJIATOPH, KaTO HJI a JISKyBaHH JJOCETa C aHTH-
TNF-a tepanust (68,6%), nnu ca nonydaBajiv Ipeay TOBa aHTU- | Teparus, HO TS € Omia
neycrermaa (31,4%). Q

B nBete UNITI-1 u UNITI-2 3Ha41MO MO-TOJISIM MIPOIICHT o‘%ﬁunemme B rpyInara, JICKyBaHa C
YCTeKHHYMa0, ca C KIIMHUYEH OTTOBOP U PEMHUCHS B cpaB@He ¢ mwrane6o (Tabmuna 8). KinHuaHuUsT
OTTOBOP U pEMUCHATA Ca 3HAYUMMU OLIC Ha CEAMMUIIA 3 MaOuCHTUTE, JICKYBAHU C yCTCKI/IHYMaG, u
Te MPOJBIDKBAT Jla ce MoAo0psiBaT 10 ceamuna 8. B Ze3u mpoyuBaHus ¢ MHAYKIUS €PUKACHOCTTA €
[0-BUCOKa U Ce MOAIbPIKa M0-100pe B rpymara ¢ @B 3aBHCHUMOCT OT TEJIECHOTO TETJIO, B
cpaBHeHHe ¢ rpymnarta ¢ 1o3a 130 mg u nopaau '@a [P UHTPABEHO3HA MHIYKIHMS CE€ MPENopbhUBa
JO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO Tem%

Tabnuya 8: Unoyxyus na xiunuyen omeﬂ\@ u pemucus ¢ UNITI-1 u UNITI 2

IN UNITI-1* UNITI-2**
O‘ IInane6o |Ilpenmopbuurte| Ilaamedo |IIpenmopbuuTte
\% N =247 JIHA 1032 N =209 JIHA /1032
YCTEKHHYMA0 YCTEKHHYMA0
AN N = 249 N = 209
KJIMHIYHA PEMUCHS, CeaMINT 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)?
Kommraer otrosop (10§J0vxn), 53 (21,5%) | 84 (33.7%)° | 60 (28,7%) | 116 (55,5%)°
ceaqMuIa 6 a
f;ﬁ*;;ae‘; OTFOB;@OO TosIcH), 50 (20,2%) | 94 (37,8%) | 67 (32,1%) | 121 (57,9%)
70-TOUKOB OTTQBOP, CeAMHIA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)?
70-toukoB QaéBop, cenmuma 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)*

Kinunanatapemiicis e ompenenena kato CDAI ckop < 150; KITMHUYHHAT OTrOBOp € ompesieieH KaTo HaMaleHne Ha
CDAI cxos fi-masiko 100 TOYKH WK HACTBIIMIIA KIMHUYHA PEMUCHUS
70-tou OTroBOp € omnpeneneH karo Hamanenue Ha CDAI ckop ¢ Haii-manko 70 Touku

* H X Ha aHTU-TNFa Tepanus
i Nex Ha KOHBEHI[MOHAJIHATA Tepanus
a 0,001

@ p <0,01
% npoyuBaneTo ¢ nojaspixkaiia tepanus (IM-UNITI) ca onenernn 388 manueHTH, KOUTO JOCTHTAT
100-To4YKOB KJIMHUYEH OTTOBOP Ha CeMUIIA 8 OT MHAYKIUATA ¢ ycTeknHymab B poyuBanus UNITI-1
u UNITI-2. T[Tanmenture ca paHAOMU3UPAHU HA CXEMa Ha MOAIBPKAII0 JICYCHHUE C MTOAKOXKHO
npunoxenue Ha 90 mg ycrekuayMab npe3 8 ceqmurti, 90 mg ycrekuayMad npe3 12 ceaMuIy win
m1aredo B MpoabIDKeHne Ha 44 cenMuIiy (3a MpenophunTEIHATA TOIIbPIKAIA 033 BK. To4Ka 4.2).
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3HAYNMO ITO-TOJISIM TPOLIECHT MAIIMEHTH B TPYIHTE, IEKYBAHH C YCTCKHHYMA0, MOIBPKAT KIMHATHA
pEeMHCHS 1 OTTOBOP Ha ceaMuiia 44 B cpaBHEHHME ¢ TpynaTa Ha 1anedo (Bx. Tabmuma 9).

Tabnuya 9: Ilooovporcane na kiunuunus omeosop u pemucus 6 IM-UNITI (ceomuya 44; 52 ceomuyu

om 3anousane ¢ UHOYKYUOHHAMA 003a _
Mnane6o* 90 mg 90mg z.”
YCTEeKHHYMa0 ycmxnnyﬁ

npes np
8 cenmMuuu 12 cg@un

N =131 N 29"
Q

~

N = 1287 X
Knunnyna pemucust 36% 53%° <\ 49%°
Knuuuden otroop 44% 59%° o 58%°
Knunanyna pemucus 6€3 KOpTHKOCTEPOUAH 30% 47%° fhw 43%"

T4
KnuHnyHa peMucHs npu NaueHTH:

B PEMHCHS B HAUAIOTO Ha MOAIbpIKaIIaTa

N
>
46% (36/79) | 67% @w 56% (44/78)
a

Tepanus

CRDI00E o OF IPOYARARE 44% (31/70) ﬁ\@&%ﬂzy 57% (41/72)
N Fo ropan . ACCCTR I 400 (25/51),;;85% (34/52 | 57% (30/53)
KOHMTO C€ BKJIFOUBAT OT IIPOYYBAHEC 0 i 0 0
CRD30015 26% (1;5;6_& 41% (23/56) | 39% (22/57)

Kinuuunata pemucus e onpesenena karo CDAI cxop < 150; KimnHugHETT 0TrOBOp € OIpe/ieNeH KaTo HaMaNeHue Ha
CDAI ckop ¢ Haii-manko 100 TOYKH MM HACTBIMNIA KIMHIYHA @[cnﬂ

I'pynara Ha mane6o ce ChbCTOH OT MALMEHTH, KOUTO Ca Ce MO, J1 OT YCTEKUHYMa0 M ca paHJIOMH3UPaHH Jia
HOJTy4aBaT IJI1ae0o0 B Ha4alIoToO Ha MOUIbpIKaIlaTa Teparusl.

*

T Ilauuentu, kouto umart 100-TOYKOB KIIMHUYEH OTTOBOP K CTEeKHMHYMa0 B HAYaJIOTO Ha MOJIbpIKAIIaTa TepaIHs
t [TanmeHTH, KOUTO HE Ca C€ MOBIUSIIM OT KOHBEHIIMOH Tepanus, HO He aHTu-TNFa Tepanus
8 Maumenty, xouro ca pedpakTepHH WM UMAT HETIo oct kpM aHTH-TNFa Tepanus
p <0,01 %
® p<0,05 O
®  momwmnanHo 3HaunMa (p < 0,05) J &

W

B IM-UNITI 29 or 129 nanuentn ’;@anbpx«n OTrOBOpa KbM YCTEKMHYMAaO0 TIpU MPUIIOKESHHE TIPe3
12 cepmuiy U € O3BOJIGHO KOPUTHPAHE Ha JI03aTa Taka, 4e Jia IoTydaBaT ycTeKnHyMab npes

8 cexmuuu. 3arybara Ha 01roB@p ¢ onpezernexa karo CDAI ckop > 220 touku 1 > 100 Touku
MTOBUIIIEHUE CTIPSMO U3XOTH 1éDAI ckop.Ilpu Te3n naruenTy KIMHIYHA PEMICHS CE TIOCTUTa TIPU
41,4% ot nanueHTure 16 MHUIH ClIe]] KOPUTHPAHE Ha J03aTa.

[laruenture, KOUTO H@%CTI/IFH&J‘H/I KIIMHUYEH OTTOBOP KbM MHIYKIUS C YCTEeKHHYMab Ha
cenmurtia 8 ot npoyuakusta ¢ uaaykipst UNITI-1 u UNITI-2 (476 naruenTn), ca BKIIOYCHU B
HEPaHIOMM3UPAHATA™MACT OT MPOyUYBaHeTO ¢ moaabpxkama tepanus (IM-UNITI) u ca momyummm
MTOAKOKHA HHKEKIVS ¢ yecTeknaymMad 90 mg mo Tosa Bpeme. Cien ocem ceamuriu 50,5% ot
MAIUEHTHTE CTUTHAIM KIIMHIYEH OTIOBOP M ca MPOABDKUIIN Ja TOTy4aBaT MO IbpIKaIia

Tepanus I cenmuny. [ToBedeTo OT Te3u MAIUEeHTH C MPOIBIDKUTEITHA IO IbPIKAIIA TePaTTHsI
TIOATBP troBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuia 44, KaTo TPOIEHTHT UM €
mo100gHHa TO3W TPU MAIIMEHTUTE, KOUTO ITBPBOHAYAITHO Ca CE MTOBJIHSIN OT HHYKITHS C

Mao0.

131 mamueHTH, KOMTO ca Ce MOBJIHIIN OT HHIYKIUS C yCTEKHHYMa0 U ca paHIOMHU3HPAaHU B
yIaTa Ha 1manedo B Ha4ajJoTo Ha MPOYYBAaHETO C MOJIbprKala Tepanus, 51 BrociencTsue ca
3aryOuiIM OTroBopa cu U ca nojyumin 90 mg ycTekuHyMa0 moakoxHo npe3 8 ceamuiiy. [Topedero oT
MaIMEHTHTE, 3aryOrITH OTTOBOPA CH U ITOTHOBUIIH JICYEHUETO C YCTEKUHYMa0, ca ro HAIPaBIIIH B
paMKkuTe Ha 24 ceaAMHUIM OT MHAYKIMOHHATa nHY3usa. Ot te3u 51 manuentu 70,6% nocturar
KJIMHUYEH OTTOBOp U 39,2% mocTurat KIMHUYHA peMUcHs 16 ceAMUIM e MOTy4aBaHEeTO Ha
IIbpBaTa MOJKOXKHA /1032 YCTEKUHYMaOo.
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B IM-UNITI manueHTHTE, 3aBBPIIINA MIPOYIBAHETO 0 ceamuIia 44, ca MoaXOASMIIH 1a IPOABIIKAT
JICYECHUETO B MPOJIbIDKEHUE Ha MTpoy4BaHeTo. [Ipu Bcnukure 567 manueHTy, BKIFOUYCHH HA U JICKYBaHH
C YCTEKHHYMa0 B MPOJIBIKCHUETO HA IPOYYBAHETO, KIIMHUYHATA PEMHUCHS U OTTOBOPHT OOUKHOBEHO
ce MoAIbpKaT 1o ceamuia 252, kakro npu OomauTe ¢ Heycnex Ha TNF-tepanuute, Taka u mpu
MAIUEHTHTE C HEYCIIeX Ha KOHBEHIIMOHATHUTE TEPAITHH.

He ca yctanoBeHr HOBU choOpakeHUs 3a O€30MaCHOCT MPH YABIDKaBaHE Ha TOBA MPOYYBaHE 10 b
5 ropwHM Ha JICYCHHE TIPH MaMeHTH ¢ OosecT Ha Crohn. QQ/

Enoocxonus

BoHIIHUST BUJ HA TUTaBUIATA € OLIEHEH €HJOCKOIICKY MpH 252 MarueHTH ¢ noz[xoz[;{maQs.xoz[Ha
€H/IOCKOTICKAa aKTHBHOCT Ha 3a00JIsIBAHETO B €HO MoanpoyyBaHe. [IspBudHaTa KpaﬁHa%qKa e
MPOMSIHA OT U3XOAHOTO HUBO Ha ONPOCTEHUS SHIOCKOIICKH CKOP MpH 0OJIeCT Ha C%n (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH cko 5 WII€0-KOJIOHHHU
CETMEeHTa 32 HaJu4dre/pa3Mep Ha S3BUTE, IPOIEHT Ha JIMTaBIUYHATA MOBBPXHOCT, MOKPUTA OT S3BH,
MPOIICHT Ha JINTABUYHATA MOBBPXHOCT, 3aCETHATA OT JPYTH JIE3UH, U HAINY 1l Ha
CTecHsIBaHMATa/CTpUKTYypuTe. Ha cenmuna 8, cie eAMHIYHA MHTPaBEHO3HA Y TyKIIMOHHA /1032,
mpomsiHaTa B SES-CD ckopa e mo-ronsiMa B rpymnaTa Ha ycTeKuHyMao (n &5, cpenHa

poMsiHa = -2,8) OTKOJIKOTO B Tpymara Ha miamnebo (n = 97, cpenna n% a=-0,7,p=0,012).

B enna moarpyna nauueHTy ¢ ApeHupany GUCTYJIN Ha U3XOAH 0 (8,8%; n = 26), pucrynure Ha
12/15 (80%) OT JIeKyBaHUTE C YCTEKUHYMaO MAIUSHTH CE MOBJIMBAT B IPOAb/DKEHUE HA 44 ceIMHUIIN
(ompeneneno kato > 50% HaManeHue OT U3XOJHO HUBO B np@xBaHeTo C MHAYKLUUS Ha Opos Ha
IOpenupamure $pucTynn) B cpaBHenue ¢ 5/11 (45,5%) ¢ n@(e6o.

Toesnuseane na gpucmynume ég b

Kauecmeo na scusom, cewpsano cvc 30pasemo

KadecTBOTO Ha )KHBOT, CBBP3aHO ChC 3/IPABETO, € €HO MTOCPEICTBOM BhrpocHuk mpu
BB3MATUTENHN 3a00IsBaHus Ha yepBara (Infla tory Bowel Disease Questionnaire, IBDQ) u
BenpocHurm SF-36. Ha cenmuria 8 manuent n%nyanamn YCTeKHMHYyMa0, 1oKa3BaT CTATUCTHYCCKU
3HAYUMO IO-TOJISIMO M KIIMHUYHO 3HAYMMO 1J0100penue Ha ooumwms IBDQ ckop u Ha SF-36 Mental
Component Summary Score B UNITI-1 éITI—Z u Ha SF-36 Physical Component Summary Score B
UNITI-2 B cpaBHenue ¢ mianebo. B KZaHeTO IM-UNITI no cenmunia 44 te3u noio0peHus
OOMKHOBEHO C€ MOIbpPIKAT MMO-T00PENPH JICKYBaHH C YCTEKHHYMAa0 MAalUEHTH B CPABHEHHE C
miane6o. [lomoOpernero Ha kade TO Ha )KHBOT, CBBP3aHO ChC 3/IpaBETO, OOMKHOBEHO C€
MOJIbPKA MPe3 ISUI0TO MPOIbIDKEHUE 10 ceamuIiia 252.

Yuepo3eH KOauT \&

Bbe3zonacnocrTa n eukac a Ha YCTEKHMHYMa0 ca OLICHEHH B JIB€ PaHJOMHU3UPAHH, ABOMHOCIENH,
1a11e60-KOHTPOJINPaH OTOIIEHTPOBU MIPOYYBAHUS MPHU BB3PACTHH MALMEHTH C YMEPEH 710 TEXBK
aKTHBEH YJLEPO3EH T (ckop o Mayo 6 no 12; eanockorcku cyockop > 2). [Iporpamara 3a

KIIMHAYHO pa3pad € ce CbCTOM OT €JJHO MPOYyYBaHE C MHTPABEHO3HA MHAYKIMS (HapeueHo
UNIFI-I) ¢ neqemﬁo 16 cenmury, mocaeABaHO OT 44-ceAMIUYHO MPOYYBAHE C MOATBPIKAIIO
JICYEHHUE C I10 HO MPHWIOKEHUE, C PAHIOMU3UPAHO CliMpaHe Ha jJedenuero (HapeueHo UNIFI-M),
KOETO MpeJ '@mBa Hal-Masko 52 ceaMUIU Ha Teparusl.

Hpenmé;%me pesynratu 3a epukacHoct ot UNIFI-I u UNIFI-M ce ocHoBaBat Ha nieHTpasieH
nper@ Ha €HJIOCKOIIUUTE.

U@-I BKutouBa 961 marmentu. [IppBuYHaTa KpaiiHa TOYKA B MPOYYBAHETO C MHIYKITUS €
[EHTHT HA YYACTHUIIUTE B KIMHIUYHA peMucHs Ha ceamuna 8. [lanmenTure ca paHIOMH3UpaHH J1a

oJly4aT eIHOKpAaTHO HHTPaBEHO3HO NpenopbunTesHara audepenuupana go3a 6 mg/kg (Bx.

Tabnuna 1, Touka 4.2), pukcupana go3a 130 mg ycrexkunymad uinu miaredo Ha ceqmuna 0.

PasperieHo e emTHOBpEMEHHO MPUIIOKEHUE Ha IEPOPATHU KOPTUKOCTEPOUIU, UMYHOMOIYJIATOPH U
aMuHOcaMUIWIaTH, KaTo 90% OT mauueHTUTEe NpoAbKaBaT Ia MOIyvyaBaT Haill-Mallko €HO OT T€3U
JieKapcTBa. BKIToueHNTe ManyueHTy TpsOBa /1a ca MPeMHUHAIH HeYyCIIeNTHA KOHBEHIIMOHATHA Tepamus
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(KOpTHKOCTEPOUIN MM UMYyHOMOTYJIATOPH ) HITH JICYCHHUE C HA-MaJIKO €JHO OMOJOTHIHO
nekapcTBeHo cpeactBo (anTaronuct Ha TNFo w/mnu Benonnzymab). [lpu 49% ot manuentute
KOHBEHILIMOHAIHATA TepaNus € HEeYyCIelHa, HO He U JICUSHUETO ¢ OMOIOTUYHO JIEKAPCTBEHO CPEACTBO
(ot xouTo 94% He ca NeKyBaHU Jocera ¢ OMOIOTHYHH JIEKaPCTBEHU MPOAYKTH). 51% OT marumenTuTe

ca JIeKyBaHH HEYCIICITHO WJIK UMAT HEMTOHOCUMOCT KbM OMOJOTHYHO JIEKAPCTBEHO CPEJNICTBO.
[pubnuzutenno 50% ot nauneHTUTE ca JIEKyBaHU HEYCIEIHO ¢ Hali-Manko | mpeaniecTpaiia aH ’O
TNFa Tepanus (oT kouto 48% IBPBUYHO HE ca ce MOBIUsIIN), a 17% ca nmanu Hail-mManko 1 Tep&t

¢ aatu-TNFa cpencTBo u Bemonmmzymad. Q

B UNIFI-I 3HaunMo mo-rojisiM IpoLeHT OT MallMeHTHTE ca B KIIMHUYHA PEMHUCHS B rpynaTaQeKyBaHa
¢ ycTekrHyMa0, B cpaBHeHHe ¢ manedo Ha cenmuna 8 (Tabmuna 10). Omie Ha Cenmuniad NHaii-
paHHAaTa IUTAHUpaHa BU3UTA B TIPOYYBAHETO, U MPH BCAKA BU3UTA CJIC/ TOBA MO-TOJISIM HPOIICHT
MAIMEHTH C YCTEKHHYMa0 HAMAT PEKTAIHO KbPBEHE WM MOCTUraT HOPMaJiHa YeCTQAa Ha nedekanus B
CpaBHEHHE C TMANIMCHTHTE Ha Tutane0o. HabmomaBann ca 3HAYNMH pa3IKA MG)KLW%GKI/IH}’ME@ u
m1amne0o B YaCTUYHHA CKOp 1o Mayo u cuMIToMaTHYHATa PEMUCHS OIlle Ha C@q a?2.

EdukacHocTTa € mo-BucoKa B Tpymata ¢ JudepeHimpanaTa qo3a (6 mg/kg aBHEHUE C Tpyrara C
no3a 130 mg o oTHOIIeHHe Ha H30paHU KpalHU TOYKH U TIOPaIX TOBa @ C€HUUPAHOTO 103UPaHE
ce MpenopbyBa KaTo 4032 32 HHTPABEHO3HATA HHAYKIIHSL.

Tabauya 10: Peztome Ha ocHO8HUmMe pe3yimamu 3a eqouKACHOCH h@]F[—I (Ceomuya 8)

1nedo Ipenopbunteana
=319 1032 ycTeKHHyMao®
< N = 322
Knunnuna pemucus™ ) 5% 16%?
g O] s i) | o ansoy
ITpu manmeHTy ¢ HeycnenHa OMoJIornyHa Tepg'yéf‘ 1% (2/161) 13% (21/166)°
THaII)(IZ ?IacHPBIZ;I(T)E ;Sgbiz%nemHa Tepanus KaKTéo?l" NF, 0% (0/47) 10% (6/58)"
Knuunuen orrosop® ~ 31% 62%"°
[Ipu HarMeHT! ¢ HeyCIenHa KOHBSH)‘QM&HH&, HOHE|  oacp, (56/158) 67% (104/156)°
1 OMOJIOTHYHA Tepanust Q
Tpy IAUMEHTH C HeycremHa 6uoQOrnyHa Tepanus” 27% (44/161) 57% (95/166)°
[Ipu nanueHTH ¢ HEyCHenHa Tekmm kakTo ¢ TNF, 28% (13/47) 529 (30/58)"
TakKa U C BeJ10JIn3ymMad PR
Jlurasu4HO o31paBsBane’ ‘1 N 14% 27%?
My et ¢ neyeudva somsenmuonsana. w0l g104 gy15e) | 396 (s2isey
Tpy HarueHTH ¢ HEYQHeIHA OHOIOrHYHA TePAITHSI 7% (11/161) 21% (35/166)°
CumnToMatiuna pefgicus! 23% 45%°
Kombunupano CI/I@TBM&TI/IHH& PEMHUCHS 1 JIMTABUYHO 8¢ 2104
o31paBsiBaHet Y ° °

)
O
eX
oF
N
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Jlo3a 3a uH}y3ust Ha ycTeKUHYMa0 IIpH M3MOJI3BAHE HA CXeMa Ha IIPUJIaraHe Bb3 OCHOBA Ha TEJICCHOTO TEIJIO, yKa3aHa B

Tabnuya 1.
*  KUuIMHHUYHATa PEMHUCHS Ce Ompeiesist KaTo cKkop o Mayo < 2 myHkra, 6e3 HHIuBHIyaieH cyockop > 1.

KIMHUYHUAT OTrOBOP CE ONpeeNs KaTo HaMallsgBaHe CIIPSAMO U3XO0JHOTO HUBO Ha ckopa o Mayo ¢ >30% u >3
ITyHKTA, C HAMAJISIBaHE CIPSIMO U3XOJHOTO HUBO Ha CyOCKOpa 3a PEeKTAIHO KbpBEHE > | MK CyOCKOp 3a pEeKTaIHO
kbpBeHe 0 mwum 1.

¥ Anraronuct na TNFo w/mm BEA0JIN3yMa0. bfb

¥ JluraBuasoro 03/IpaBsBaHe ce OMpeIelisi KaTo eHAOCKONCKH cyOockop mo Mayo 0 umm 1.

! Cummromaruunara pemucus ce onpenels kato cyockop mo Mayo 3a gectoTa Ha nedekanusra 0 wm 1 cy6cr@a
pexTanHo kbpBeHe 0.

+  KoMGMHAIMATA OT CUMIITOMATHYHA PEMHCHS 1 JTUTaBUIHO O3/IpaBsiBaHe Ce OMpeJIels KaTo cybckop 3a yecfola Ha
nedekarusta 0 wiu 1, cyockop 3a peKTainHo KbpBeHe 0 i eHJocKorncKu cyockop 0 mm 1.

& p<0,001 A
% Homuuanmo 3HaunMo (p <0,001) ’b
Homunanuo 3uagnmo (p < 0,05) /b

B UNIFI-M ca ouenenu 523 nauueHTH, IOCTUTHAIN KIMHUYEH OTIOBOP C ezﬁbamo V.
npwioxenue Ha ycrekunymad B UNIFI-I. [TaumuenTure ca pangoMusupanu OJly4aBaHe Ha
nojabpKama cxema ¢ 90 mg ycreknaymMab MOAKOXKHO Ha BCEKH § ceiMU 0 mg ycrekunymMab Ha

Bceku 12 ceamuny wi manebo B mpoabpkeHue Ha 44 ceqmuny (3a PBUUTETHATA NOAAbPAKALIA
no3a Buwkte Touka 4.2 Ha KXI1 na ABSIMKY nHxekmoHeH pa3TB peABapUTETHO HAIIbJIHEHA
CIIPHHIIOBKA). fb

3HAYMUMO O-TOJISIM TIPOICHT MAIIMEHTH A B KJIMHHYHA peMI/ICI/ISIQI[BeTC IPYIIH, JICKYBaHH C
yCTEeKHHyMa0, B CpaBHEHHE C rpymara ¢ miarebo Ha cenmui@44 (sx. Tabmauma 11).

Tabauya 11: Peztome Ha ocHOBHUmME UsMepumenu 3d e cnocm 6 UNIFI-M (ceomuya 44;
52 ceomuyu om 3anoysane Ha UHOYKYUQYHAMA 003a)
anedo* 90 mg 90 mg
@ N =175 YCTeKMHYMAa0 | yCTeKHHYMad
Qy npe3 npe3s
8 cenmuiu 12 cenmunu
O N =176 N =172
Knunanyna pemucus®* INY 24% 44%:* 38%°
[Tpu manueHTy ¢ HeyCHenHa O‘
KOHBEHIIMOHAJTHA, HO HE U 6HQ&AU/IqHa 31% (27/87) 48% (41/85)" | 49% (50/102)*
Tepanus
IlpH nauweni ¢ Heyi“@ * 17% (15/88) | 40% (36/91)® | 23% (16/70)"
OMOJIOTMYHA Tepanus o
Kngigi“]?ﬁ‘fﬁ;‘; Beﬂgi;:;’;:g” 15% (4/27) 33% (7/21)" | 23% (5/22)"
[oanbpxane Ha €H OTTOBOP JI0 45% 710 2 68%

cenmuna 445 AN

IIpu nanue TH C HEYyCIIEIIIHA

KOHBeHu&ma, HO He U OMOJOrnYHa 51% (44/87) 78% (66/85)® | 77% (78/102)"
Tepanys ¢

Tpuahdiermn ¢ HeyclietHa 39% (34/88) | 65% (59/91)* | 56% (39/70)"

6udioruuna Tepanus
TALMEHTH C HEYCIIEIIHA TePaIs

‘@KTO ¢ TNF, Taka u ¢ Begonmuzymao

41% (11/27) | 67% (14/21)* | 50% (11/22)"

| JHiraBiuHO 031pasBane’ 29% 51%2 44%°
Qfﬂoﬂm’p"‘a*‘f Ha KIHHITHE PEMHUCHA 110 38% (17/45) 58% (22/38) | 65% (26/40)"
ceqmuiia 44
Kiinnuuna pemucus 6€3 KOPTHKOCTEPOU® 23% 42%°* 38%°
ITpoABIKUTEHA PEMUCHS 35% 57%" 48% "
CHUMIITOMaTUYHA PEMUCHS 45% 68%" 62%"
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Komb6uamMpaHo cumMnromaTnyHa peMHUCHS U

JIMTAaBUYHO O3/IpaBsBaHe*
*  Cren moBiHsIBaHE OT 1.V. YCTEKHHYMaO.
KiHrYHaTa peMHCHS ce oIpees KaTo ckop o Mayo < 2 myHKTa, 6e3 HHIUBUyaleH cyockop > 1.

28% 48%* 41%"

*%x

8 Kuunnunusr OTrOBOP Ce OIIpeJieNIsl KaTo HaMaJsiBaHe CHPSIMO M3XOJIHOTO HUBO Ha ckopa o Mayo ¢ >30% u >3

MyHKTA, C HaMaJsIBaHE CIIPSIMO U3XOAHOTO HUBO Ha CyOCKOpa 3a PEKTAIHO KbpBeHE > | MK cyOCKOp 3a PEKTaIHO fb
kbpBeHe 0 nm 1.

Awnraronuct Ha TNFa w/unn Begonusymao. Q/
JIuraBMYHOTO 03[paBsiBaHE Ce OIpeellst KaTo eHJOCKOICKU cyockop o Mayo 0 wm 1. Q
Tonnpprxanero Ha KimHUYHA pemucus 1o Cenmura 44 e onpeneneHo KaTo MalueHTH B KIMHIYHA peMI/ICI/IX&
Cenmuna 44 cpex marueHTHTE B KIIMHAYHA PEMHCHS Ha H3XOAHOTO HUBO HA IOJIbprKamiara (asa. O
Kimanynata pemucus 6e3 KOPTUKOCTEPOU]T CE OIpeieNst KaTo MAalUeHTH B KIMHIUYHA PEMHUCHS, KOUT @onyanaT
kopTukocTepouan Ha Cenmuna 44.

IIpoxpmkuTETHATa pEMUCHS C€ ONPEAENs KaTo YacTHYHA peMucus mo Mayo npu > 80% Ipu BCHMKH BU3HTH IpeTn
Cenmuna 44 u yactuyHa pemucus no Mayo npu nociennata Buzuta (Cenmuna 44). %

Y Cummromarnunara pemMucus ce onpenens karo cyockop o Mayo 3a yecrora Ha ;:[e(belcaunﬂ&
pexTanHo KbpBeHe 0.

i 1 u cyOckop 3a

+  KoMOMHAIMATA OT CHMIITOMATHYHA PEMHCHS 1 JTUTABHYHO 03/PABsBAHE CE ONPE/IEIs Kz@;y6c1<op 3a 4ecToTa Ha
nedexanusara 0 win 1, cydckop 3a pekTaiaHo KbpBeHe 0 1 eHIOCKOoICKH cyOckop 0 1
2 p<0,001

® p<0,05 QQ/
®  Hommmanno 3agumo (p < 0,001) fb
Homunanuo 3uaunmo (p < 0,05) fb

" Be3 CTATUCTHYECKA 3HAYMMOCT Q

BrnaronpuatHusT epeKT Ha YCTEKUHYMA0 BbPXY KIMHUYH a%rmaop, JINTAaBUYHOTO O3/IpaBsSIBaHE U
KJIIMHUYHATA PEMUCHS € HAOJI0JaBaH MPU UHIYKIHS U KAl JICUCHHUE KAKTO MPHU MallUEHTUTE
C HEeyCIeIllHa KOHBEHIIMOHATHA, HO HE ¥ OMOJIOTUYHA TSP, TaKa U MPU MAIUEHTUTE C Hal-MaJKO
€[lHa IIpEeAIISCTBAIA HEYCIIEIIHA TEPAIIUsL C aHTaro@T Ha TNFo, BKIIOYUTEIHO NPY MALUEHTH,
KOMUTO ITBPBUYHO HE Ca C€ MOBIIUIIA OT Tepamnus eantaronuct va TNFa. Bnarompusiten edexr e
HaOII0/IaBaH ChIIO U MPU HHIYKIHS MTPH naune@n C Hall-MaJIKO €[IHa HEeYCIIelHa IpeIuIecTBaIla
Tepanus ¢ antaroHuct Ha TNFo u Begonu3 ) HO OpOST HA MAIUEHTHUTE B Ta3H MOATPYIA € TBhPIE
MaJIBK, 32 J]a CE HAIPaBAT KATETOPUYHU 3a@0qumI OTHOCHO OJIaronpusTHUs €PeKT 1o BpeMe Ha
TOJUIbIKAIIATa TEPAIs B Ta3h Ipyna,

Tayuenmu, nosnussawu ce om u%ti@m ¢ ycemexunyma6 na Ceomuya 16

Ha nmanuenTtute, iekyBaHH ¢ yCTEKWHyMa0, KOUTO HE ca MOJIYIHiId OTToBOp Ha cenmuiia 8 B UNIFI-I,
e npwioxeH 90 mg yCTeKHHyl\glﬁ.c. Ha ceamuna 8 (36% ot nanuenture). Ot Ts1x 9% ot
MalMEeHTUTE, KOUTO ITbPBOHA 0 ca paHJIOMU3UPaHH 32 NOJIy4aBaHe Ha NPenopbunTeIHaTa
WHAYKIMOHHA J103a, TOCTUIAT KIMHUYHA peMHUCHs, a 58% MOCTUraT KIMHUYEH OTTOBOP Ha

Cenmuria 16.
4

ITaruenture 6e3 KHQ‘IGH OTTOBOP KbM MHAYKIIUS C YCTCKUHYMA0 Ha CeIMHIIA 8 B IPOYYBAHETO
UNFI-I, 5O € OTFO@ a ceamuria 16 (157 marenTH), ca BKIIOUEHH B HEPAHIOMHU3UpAHATa YacT Ha
UNIFI-M 1 ca npoabinKiiIH J1a TIOIyYaBar Mo UTbpiKalia /103a Ha BCEKU 8 CEMMUIIN; TOBEUETO OT TE3U
MalUEHTH (6@10}1}11@)1&& 0oTTOBOpA, a 30% mocTurat peMucHs Ha cenqmuiia 44.

HpOd‘bJZD&%@ HA NPOY46aAHEmO

B UN AlMEHTUTE, 3aBBPIIMIN IPOYUYBAHETO 0 ceamuua 44, ca moaXoAsAIIU Ja IPOAbIKAT
Jie4 0 B IpoabibkeHue Ha npoyuBaneTo. Cpen 400-Te marueHTH, KOUTO ca BKIIOYCHU HA U
e HU C YCTeKHMHyMa0 Ha BCeKHW 12 uiau 8§ CeIMUIM B MTPOIBIHDKCHUETO HA TIPOYYBAHETO,

NITOMAaTUYHATA PEMHUCH OOMKHOBEHO ce 3amaspa jo 200-Ta ceaMuIia npy maueHTH, ¢ HeyCIenHa
HBEHIIMOHAIHA (HO HE ¥ OMOJIOTMYHA Tepanws) 1 Te3H C HeyCIelIHa ONOJIOTHYHA Tepartus,
BKJIFOUUTEITHO TE€3U C HEeyCIeX KakTo ¢ anTtu-TNF, Taka u ¢ Begonuzymad. Cpen marueHTUTe, KOUTO ca
MOJTYYHITH 4-TOJTUIITHO JISYeHUE C YCTEKMHYMab 1 ca OI[CHEHHU C TIOMOIITa Ha ITBJIHUS ckop mo Mayo 3a
nojyrbprkane Ha cenmutia 200, crorBeTHO 74,2% (69/93) 1 68,3% (41/60) moanbpKat 3a37paBsiBAHETO
Ha JINTaBUIIaTa U KIMHAYHATA PEMUCHSI.
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AHanu3bT 3a Oe30macHoOCT, BKIrouBail 457 nanuentu (1289,9-naruenroroannn), mpocieneHu 1o 220
CEe/IMHIIH, TT0Ka3a, 4e MpomIbT Ha Oe30macHOCT Mex Iy 44 u 220 cenMuIia, € CpaBHUM C TO3H,
HabmrofaBaH 10 44-Ta ceIMUIIA.

He ca ycranoBenmn HOBU choOpaskeHHUs 3a 6€30MaCHOCT MPH TOBA MPOIBDKEHUE Ha IPOYUBAHETO IPH
MAIUCHTH C YIIIEPO3CH KOJIMT, JICKYBAaHU JI0 2 TOJAUHHU. c

Enoockoncko Hopmanuzupane Q/
EnmockonckoTo HOpMaiu3upaHe € OmpeeNieHO KaTo eHJ0CKOICKH cyOckop o Mayo 0 u e ,%Q
HaOmoaBaHo omle Ha ceamuna 8 B UNIFI-I. Ha cemmuna 44 ot UNIFI-M T0 ce moctura n@ 4% u

29% OT malueHTUTe, JICKyBaHHU ¢ YCTEKUHYMa0 ChOTBETHO Ha BCekH 12 uiu § ceaMunu aBHEHHE
¢ 18% ot nauuenrtute B rpynara c mianeoo. A
Xucmono2uuno u Xucmo-eHOOCKONCKO MU2a8UYHO 030passieane @’O

5% ot KpumTHTE,

XHWCTONOTUYHOTO O3/IpaBsiBaHe (OMpeNeIeHo KaTo HeYyTpohiTHa HHOUITpAIH
0e3 pa3pylaBaHe Ha KPUITHTE U 03 epo3uH, yIepaluy WU rpaHyIallioH @KaH) € OIICHSABaHO Ha
cenmuna 8 B UNIFI-I u Ha Cenmunia 44 8 UNIFI-M. Ha cenmuna 8, cien e paTHa UHTPAaBEHO3HA
WHAYKIUOHHA /1033, 3HAYMMO [O-TOJISIM MPOLEHT HallMeHTH B rpynara ¢ OpbUMTENIHATA 1032
MOCTUraT XMUCTOJIOIMYHO o31paBsiBaHe (36%) B cpaBHEHHE C MALUEHT rpymnata ¢ miane6o (22%).
Ha Ceamuna 44 nognbspikane Ha To3u e(eKT ce HaOIr01aBa MpH 3H 0 TIOBEUE MAI[UEHTH C
XHMCTOJIOTMYHO O37]paBsiBaHE B TPYIHTE C yCTEKHHyMal Ha Besikal cenmuna (54%) u Ha Bcska 8-
Ma cenmuiia (59%) B cpaBHeHue ¢ miane6o (33%). Q

KomOunupana kpaiiHa TOUKa — XUCTO-EHIOCKOIICKO eranQd 03IIpaBsiBaHE, OTPEJIEIIEHO KaTo
YYACTHHUIM C €THOBPEMEHHO JIMTaBUYHO U XHCTonoquH(@upaBﬂBaHe, ¢ OI[CHEHA Ha ceaMuIa 8 B
UNIFI-I u Ha cenmunia 44 8 UNIFI-M. [TauuenTure, nqe)‘qalsam/l YCTeKHMHYMa0 B IIPEIIOPhYUTEITHATA
71032, TIOKa3BaT 3HAYMMO MOJO0pEeHIe Ha KpaifHaTa TQUKa, XUCTO-CHJOCKOIICKO JIUTaBUYHO
03/1paBsiBaHE Ha CEAMMIA 8, B TpyIaTa C yCTCKUH (18%) B cpaBHeHme ¢ rpynara c mianedo (9%).
Ha ceqmunia 44 nojibpxane Ha T34 eekT ce HaliroiaBa npy 3HAYMMO MOBEYE MAIIMEHTH C XUCTO-
€H/IOCKOTICKO JINTaBUYHO O3/[paBsiBaHE B TPy ¢ ycTeknHyMab Ha Bcaka 12-ta ceqmuna (39%) u Ha
Bcska 8-ma ceamuna (46%) B CpaBHEHHUE C 83 €00 (24%).

Kauecmeo na scueom, cevpsano coc 39 '%emo

KadecTBOTO Ha KUBOT, CBBP3aHO cm@ aBETO, € OIICHSABAHO Ype3 BBIPOCHNK MpH BH3NATUTEITHN
3a00IIsIBaHUs Ha YepBarTa (Inﬂamn@ry Bowel Disease Questionnaire, IBDQ) u Bpnpocaunnute SF-36
u EuroQoL-5D (EQ-5D).

Ha cenmuna 8 8 UNIFI-I m THUTE, TOJIy4aBaIM YCTEKMHYMa0, IOKa3BaT 3HAYUMO I1O-TOJISIMO U
KJIMHAYHO 3HAYMMO ITOJI0, ue Ha obuust IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary u SF-36 Physical Component Summary Score B cpaBHEHHE ¢ TUIaIeoo.
ToBa momobpeHue ¢ JTbPoKa TPH MALUEHTHUTE, JIeKyBaHu ¢ ycTeknHyMma0, B UNIFI-M no
ceqmuiia 44. Hon(@ METO Ha Ka4eCTBOTO Ha )XHUBOT, m3MepeHo ¢ IBDQ u SF-36, o6ukHOBEHO ce
MOAIbpKa Mpe3 1s0To npoabinkenue qo ceamuiia 200.

[NanmenTHT @dnyanam/I yCTeKHHYMa0, UMaT 3HAYMMO MO-TOJISIMO MOJJ0OOpEHHE Ha MTPOAYKTUBHOCTTA
pu pabopagPLIeHeHO Ype3 MO-TOIsIMO HaMallsiBaHe Ha OOLI0TO HapylleHue Ha paboTaTta 1 Ha
HapylIa8aHeTo Ha aKTUBHOCTTA, OIIeHeHH upe3 BbhlpocHnka WPAI-GH, oTkonkoTo manuenTure,

nony@ann taneoo.

X&ﬁumaﬂuaauuu u onepayuu, cevp3anu c yamyeposzen koaum (VK)
ceamuria 8 B UNIFI-I mpomeHThT HA YYaCTHUITUTE ¢ XOCTIMTAIN3AINH, CBBp3aHu ¢ YK, € 3Haunmo
0-HHCBHK IPU YYaCTHULIUTE B TpylaTa C MpernopbyrTentaTa 1o3a ycrekuaymao (1,6%, 5/322) B
CpPaBHEHHUE C YYaCTHHUIIMTE B rpymaTa ¢ miane6o (4,4%, 14/319), kaTo HUKOH OT y4aCTHHUIIUTE,
MOJTy4aBaIM YCTEKHHYMa0 B IPETOPhUYNTEIHATA HHIYKIIMOHHA /1032, HE € TOJIOKEH Ha OTeparys,
cBbp3ana ¢ YK, B cpaBaenue ¢ 0,6% (2/319) ot yuacTHUIIMTE B IrpymnaTa ¢ miamneoo.
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o cenmuria 44 8 UNIFI-M 3Ha4mMO 1TO-HUCHK OpOi XOCTIMTATN3aINH, CBEp3aHu ¢ YK, e
HaOII0/JaBaH MPH YIACTHUITUTE B KOMOMHHpaHaTa rpyma ¢ ycrekuaymab (2,0%, 7/348) B cpaBHeHHeE ¢
y4acTHHUIIMTE B rpymata ¢ mianebo (5,7%, 10/175). UncneHno no-mMaibk Opoil yyaCcTHUIIM B rpymara c
ycrexkuaymab (0,6%, 2/348) ca moanmokeHn Ha oriepanys, cBbp3aHa ¢ YK, B cpaBHEHHE C YIaCTHUITUTE
B rpymara c mianebo (1,7%, 3/175) no cenmura 44.

HNmyHOreHHocr b
[lo Bpeme Ha nedeHune ¢ ycTeKHHyMal MOTaT Jja ce Pa3BUAT aHTUTENA CPEelly YCTeKHHYMal u €To

OT TAX ca HeyTpanu3upany. O0pa3yBaHETO Ha aHTUTENA CPEITy YCTCKUHYMaO € CBhP3aHO C ;Q IeH
KIUPBHC Ha yCTeKHHYMab mpu marueHtH ¢ 6osect Ha Crohn wim yneposeH konuT. He e
HaOIo1aBaHa HaMaseHa epukacHocT. He ce HaOmoiaBa oueBUIHA 3aBUCUMOCT MEXTY YHETO Ha
aHTHUTENa CPelly YCTCKHHYyMal U TosBaTa Ha PEakIMy Ha MSICTOTO HA HHKEKTHUPAHE.

IlennarpudHa NoOMyIanus /?’b
EBpomneiickaTa areHIus 1o JeKapcTBara oTiiara 3a1bJDKEHHETO 3a MPEI0CTaBIHE HY Pe3yITaTUTE OT
Impoy4BaHuATa C YCTCKI/IHyMa6 B €/1Ha UJIK NOBEYC MOArPYyIH HA ICAUAaTPUY omyJragus npu
6onect Ha Crohn u ynuepo3eH KoiuT (Bxk. Touka 4.2 3a ”HPOpPMAIUs OTHO notpeda B
TIeNaTPUATA).

5.2 dapMakoKHHETHYHHU CBOWCTBA O)Q

Abcopbuus Q:O

Menunanara Ha BpeMe 3a JOCTUTaHe Ha MaKCHMaJIHA CepyMHa KOHieHTpanus (tmax) € 8,5 qHU cren

0
€HOKpaTHO NpuioxeHrne Ha 90 mg MOJKOKHO MPH 3ApaBU Qﬁmeﬂm. Menuanara tmax Ha
YCTeKHHYMab clie/l eTHOKPATHO MPUIIOKEeHNE Ha 45 mg 14@,90 mg MOJKOXHO MPHU HallUeHTH C
MICOPHA3UC Ca CXOJHH ¢ HAOJI0aBaHUTE TIPU 3J]PaBU na@aeﬂm.

AOcomroTHaTa OHOHATMYHOCT HA YCTEKUHYMaO CIT HOKPATHO TOJAKOXHO TIPHUIIOKEHHE €
n3uucieHa Ha 57,2% npu MauueHTy ¢ ncopna3p%

Pasnpenenenue :
Menunanarta Ha oO0eMa Ha pa3npe/iesieHue QpMI/IHaJ'IHaTa ¢aza (Vz) ciieq; eTHOKpaTHO HHTPABEHO3HO

MPUIIOKESHUE TIPH MAIUSHTH C Hcopn%gapﬂpa ot 57 no 83 mi/kg.

BuoTpanchopmarms
TouHusAT MbT Ha MeTa0OJIM3UPAHE HA YCTEKUHYMA0 HE € U3BECTEH.

Enumunupane \&

MenuaHnara Ha CHCTEMH pbHc (CL) cres eIHOKPATHO MHTPABEHO3HO MPHUIOKECHUE MPU
MAIUSHTH C TICOPHA3HC, pa ot 1,99 no 2,34 ml/nen/kg. Mennanata Ha noiay»uBota (ti2) Ha
YCTEKUHYMAO € Mmpu TEJTHO 3 CEIMUIIM TP MAIUEHTH C TICOPUA3UC, ICOPUATHYCH apPTPHUT, OOJIECT
na Crohn mnu yoii H KOJIMT U Bapupa oT 15 10 32 1HU BbB BCHUKH MPOYYBAHHS HA MICOPHAZKC U

ncopuaruyeH apTpiT. ChIriIacHO MpoBeieH hapMaKOKHHETHYEH aHAIM3 Ha MOMYJIAIUATa TPUBHIHUAT
kmupbHE (CL/ npuBuaHUAT 00eM Ha pasnpeaenenue (V/F) ca crorBeto 0,465 1/d u 15,7 1 mpu
MAIUECHTH C nasuc. CL/F Ha ycteknHyMa0 He € 3aBHCUM OT 1oJia. Pe3ynratu oT nomynairoHeH
bapmako THYCH aHAJIN3 IT0KA3BaT, Y€ MMa TeHICHIMS KbM MO-BUCOK KIMPBHHC Ha YCTEKUHYMa0
npu nal@ THTE, IJIH TIOJIOXKUTEINICH Pe3YJITaT Ha U3CIICABAHETO 33 aHTHUTENA CPEILy YCTeKMHYMao.

JIud@iiftocT Ha j103aTa
A
eMHaTa ekcrio3uius Ha ycreknHyMao (Cmax 1 AUC) ce yBennuaBa 1mo Ha4uH, MPUOIH3UTEITHO
MOPITMOHAJICH Ha J103aTa, CJIe] €THOKPATHO WHTPABEHO3HO MPUJIOKEHHE Ha 103U B TPaHMIIATa
exay 0,09 mg/kg u 4,5 mg/kg wu ciien eTHOKPAaTHO MOKOKHO MPUIIOKEHUE Ha JI03H B TpaHHUIIATA
Mexay 24 mg u 240 mg npy NaMeHTH C ICOPUa3uC.

Envuudna cpelly MHOTOKpaTHA 1032
[Ipodunute Ha cepyMHA KOHIEHTpALUI-BpEME Ha YCTEKHHYMa0 ca MPUHIUITHO MPEABUIUMH CIIEH
[IOJIKO’KHOTO IPUJIOKEHHE Ha €AHOKPATHU U MHOTOKpaTHU 1034. IIpu manuenTu ¢ ncopuasuc
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CTaLlMOHAPHUTE CEPYMHH KOHIIEHTPAIMK Ha yCTeKMHYMal ca JOCTUIHATH B ceaMuIa 28 ciel
IIbPBOHAYAITHY MTOAKOXHY J03u B ceamunn 0 1 4, mocieBaHy OT A03U Ha BCeKH 12 ceaMuIiy.
Menunanarta Ha cTaliOHapHaTa cepyMHa KOHIEHTpalys € B rpaHuuuTe Mexay 0,21 pg/ml u
0,26 pg/ml (45 mg) u mexay 0,47 pg/ml u 0,49 pg/ml (90 mg). Hama oueBuIHO KyMylTUpaHe B
cepyMHaTa KOHLIEHTpalys Ha yCTeKUHyMal ¢ BPEMETO, KOraTo ce Ipujiara moiKoXHO Ha BCEKU

12 cegmuru. bfb

IMpu marnmentu ¢ 6oaect Ha Crohn u yiepo3eH KOIUT Clie/l HHTpaBeHO3Ha 1032 0T ~6 Mg/Kg Q/
Mpuiara moJKOXKHa MoJyIbpikaiia tepamus ot 90 mg ycrekuaymab npe3 8 wiu 12 cenmuiy, }Q 0
3amoyBa Ha ceamuna 8. KoHeHTpanust Ha ycTeKnHyMal B CTallMOHAPHO ChCTOSHHE CE noc@a KBbM
HAYaJI0TO Ha BTOpaTa Mo yrbpkaiia no3a. [Ipu narmentu ¢ 6onect Ha Crohn MeananaTa aii-
HHCKUTE KOHIICHTPAIIMU B CTAI[MOHAPHO ChCTOstHUE Bapupa oT 1,97 pg/ml 1o 2,24 pg/ oT

0,61 pg/ml 1o 0,76 ug/ml 3a ycrexkuraymad 90 Mg cr0TBETHO Mpe3 8 CeAMMIIN WIIH IRE3 12 ceaMuIiu.
[Tpu manueHTy ¢ yaepo3eH KOJIUT MeIMaHaTa Ha Hall-HUCKUTE KOHIICHTPAIHU B HMOHAPHO
ceeTosiaue Bapupa ot 2,69 pg/ml 1o 3,09 pg/ml u ot 0,92 pg/ml o 1,19 pg/ml 3a 90 mg ycrekunymad
Ha BCEKU 8 ceMuIM WK Ha Beeku 12 cenmunin. Hali-HUCKHUTE HUBA Ha yCTE Ma0 B CTAI[MOHAPHO
ChCTOSIHUE, TIOTy4eHH pu 90 Mg ycTeknHyMal mpe3 8 ceMHIIH, ca CBBP3 M0-BHCOKA YECTOTa
Ha KJIMHIUYHA PEMHUCHSI B CPABHCHHUE C HAM-HUCKHUTE HUBA B CTAIIMOHAPHO

12 cepmunm. QQ/
BinsHue Ha TEraoTo BepXy hapMakOKHHETHKATA f))

B npoBenien nomynanuoneH GpapMaKOKHHETHYCH aHAIN3, Kb/Ie M3M0JI3BaHH JaHHU OT MAIMEHTH C
MICOpUA3KC € KOHCTATHPAHO, Y€ TEJICCHOTO TErJIO € Hali-3HauyMata KoBapuara, BIUsCIIa BbPXY
KIMpbHCa Ha ycTeknHymab. Menuanara na CL/F npu H&L[I/IC%'/I ¢ terno > 100 kg e mpubnmszurento ¢
55% 10-BUCOK B CpaBHEHHE C anmeHTH ¢ Terao < 100 k@fleunaHaTa Ha V/F npu manueHTH ¢ Terio
> 100 kg e npubnmsutenHo ¢ 37% Mo-BHCOK B cpasne&%c nanueHTH ¢ Terao < 100 kg. Mennanara
Ha MUHUMAJIHU CCPYMHH KOHUCHTPAIIMU Ha YCTCKHU a0 IMpU MauCHTHU € MTO-TrOJIAMO TEIJIO

(> 100 kg) B rpymata ¢ qo3a 90 mg ca mogo0Hu Ha IpH MarueHTuTe ¢ no-mManko tero (< 100 kg)
B rpymara ¢ 1o3a 45 mg. [1ogo0Hu pe3ynTaTu capaydeHn OT IIOTBbPANTENEH (hapMaKOKHHETHYECH
HOIYJTAIIMOHEH aHaJIN3, KBETO Ca U3II0JI3Ba HHU OT MAIMeHTH C TICOPUATHYCH apTPUT.

Kopurupasne Ha yecToTara Ha IPUI0KEH (Q

B®3 ocHOBA Ha HAOIIOABAHNUTE TAHHH nyjaanuonauTe K ananm3u npu nanyeHTy ¢ 00JecT Ha
Crohn u ¢ yneposeH KOJIHUT paHIoM AQHWUTE YYACTHHUIIM, KOUTO IPECTaHAT Ja C€ MOBIUABAT OT
JIEYEHUETO, UMAT TIO-HUCKU CEPYM OHIICHTPAIINY Ha YCTEKHHYMal BHB BPEMETO B CPaBHEHHE C
YYaCTHHUIIMTE, KOUTO He ca 3aryomnu otrosop. [Ipu 6omectra Ha Crohn kopurupaneTo Ha go3ata OT
90 mg Ha Bceku 12 cenMuiu Omg Ha BCEKH 8 CEIMUITU € CBBhP3aHO C TOBUIIIABAHE HA HAMi-
HUCKHUTE KOHLICHTPAllMU Ha KHHYyMa0, KaTo TOBA C€ CHITBTCTBA C TIOBUIIaBaHe HA €(PUKACHOCTTA.
[Ipu ynuepo3eH KoauT 1 nuoHeH OK Mozen nokaspa, ye KOPUTrMPaAHETO Ha fo3ata oT 90 mg Ha
BcekHu 12 ceqMuIIM Ha MHUIIA MO>KE JIa C€ OYaKBa Jia JOBeJIe 0 3-KpaTHO yBEIMUEHUE HA Hail-
HUCKUTE KOHIIEHTpA a YCTeKWHYMal B cTallMOHApHO cbeTostHne. OCBEH TOBa, Bh3 OCHOBA Ha
JIAaHHHW OT KJIWHUY 3MUTBAHUS, IPU MALUEHTH C YILIEPO3€H KOJIUT € YCTAHOBEHA MOJIOXKUTEIHA
BPB3Ka EKCITO3UIUSOTTOBOP MEXKIAY HAl-HUCKUTE KOHIICHTPAINH M KIIMHHYHATA PEMHUCHSI 1
JIMTaBUYHOTO aBsiBaHeE.

Cneuuan}@)n\/naunn
Hsama 1 HU (papMaKOKWHETUYHU JAaHHU TIPH MAIMEeHTH ¢ YBpeJeHa Ob0pedHa WM 4epHoIpoOHa
q)ka@. He ca mpoBeneHr KOHKPETHH NPOYYBAHUS MIPU MAIIMEHTH B CTAPYECKa Bb3PACT.

%/IaKOKI/IHeTI/IKaTa Ha yCTeKI/IHyMa6 KaTo 15110 € CpaBHUMA MCXKAY MAIIUCHTH C IICOPHUA3UC U
€PO3€H KOJHUT OT a3UATCKN N HEA3UATCKH ITPOU3XOM.

[Tpu naruentu ¢ 6onect Ha Crohn u yiepo3eH KOJUT BapuaOMIHOCTTAa Ha KJIMPBhHCA HA YCTEKUHYMa0
ce MOBIUSBA OT TEJIECHOTO TETJI0, HUBOTO HA CEpYMHHS JIOYMUH, TI0JIa ¥ cTaTyca 10 OTHOIICHUE Ha
aHTHUTENATa CPeIly YCTEKHHYMa0, IOKATO TEIIECHOTO TETJIO € Hali-3HauuMara KoBapHuara, Biuseria
BBPXY 00emMa Ha pasmnpenenenue. OcBeH Topa mpu Oonectra Ha Crohn KIMPBHCHT ce oBnusiBa OT C-
PEaKTHBHUS MPOTEHH, CTaTyca M0 OTHOIIEHUE Ha HeyclieX Ha jJeuenneTo ¢ TNF-anTaronuctyu u
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pacara (a3uaTCKH CIpsAMO Hea3HaTCKH MPou3Xo.). Br3aelicTBIeTo Ha Te3U KOBApHATH € B pAaMKHUTE Ha
+20% ot Tunm9HAaTa WM pedepeHTHaTa CTOMHOCT Ha choTBeTHHI DK mapameTsp, mopaan ToBa HE €
Heo0XoIuMa KOpeKIus Ha Jlo3aTta 3a Te3u KoBapuaTH. EnHoBpemMeHHarta ynorpeda Ha
MMYHOMOJTyJIATOPH HSAMa 3HAYUTEITHO BIUSHHUE BBPXY PA3NpPEICICHUETO HA YCTEKUHYMAO.

Pesynraru or (hapMakOKMHETHYCH aHAJIN3 HA MOMYJalMaTa He MOKa3BaT BIUSHUE HA TEOTIOH MU /O
QJIKOXOJI BBPXY (papMaKOKWHETHKATa HA YCTCKUHYMAO. b
CepyMHUTE KOHIIEHTPAIIMN HA YCTEKNHYMAa0 MpHU NeInaTpUIHH MAIUeHTH C TICOPUA3NC, Ha Bb oT
6 o 17 roguHu, TEKyBaHU C MPETOPHUUTEIHATA J]03a CIIOPE] TEIECHOTO TETII0, ca CpaBHI/IMK e3u
IIpU BBh3pacTHATA MOITyIalus ¢ ICOPUa3mC, JIEKyBaHa C 103a 3a Bb3pacTHU. CepyMHUTE KOHTIEHTpALIUU

Ha yCTeKMHYMAO0 MpH TeJUaTPHYHK TTAIHEeHTH Ha Bb3pacT 12-17 rogunu ¢ ncopuasuc ( us),
JIEKyBaHU C TIOJIOBUHATA OT MPEMOPBUYUTEITHATA JI03a CIIOPEJI TEIECHOTO TErJIo, ca 3H3‘H§GJ‘IHO To-
HUCKH OT T€3U TPU BH3PACTHU MALUEHTH. ’O

Perynupane Ha CYP450 enzumu O)

Edexrure na IL-12 unu IL-23 BbpXy perynupanero Ha CYP450 enzumure ¢ %HeHH B in vitro
MPOYYBaHE C U3MOJ3BAHE HA YOBEILIKM XENATOI[UTH, KOETO MoKa3Ba, 4ye IL- unu [L-23 ¢ HuBa ot
10 ng/ml He mpomMeHsAT akTHBHOCTTA Ha YoBemkuTe CYP450 ersumu (C 2,2B6, 2C9, 2C19, 2D6
i 3A4; Bx. Touka 4.5).

[IpoBeneHo e oTkpuTo Npoy4uBane daza 1 3a meKapcTBEHU B3aUMQ %TBHH CNTO1275CRD1003 3a
OIIEHKA Ha e()eKTa Ha yCTEeKNHyMal BbPXY €H3UMHATa aKTUBHO uuroxpom P450 cnen unaykuus
W TIOABPIKAIIO MpHUJIaraHe Npy MmaueHTy ¢ akTuBHa Oonect Ha Grohn (n=18). He ca HabmomaBanu
KJIIMHUYHO 3HAYMMU MPOMEHHU B €KCIIO3MIIUATA Ha KOhEenH ((&’1A2 cybctpar), Bapdapun (CYP2C9
cyoctpat) omenpazon (CYP2C19 cy6erpar), L[GKCTpOMC’@(baH (CYP2D6 cybeTpar) nimm Muga3onam
(CYP3A cyOcTpat), Korato ce U3noi3BaT ChITbTCTBAIIQOvyCTEKHHYMa0 Tpu ofo0peHaTa
MPeNopbYUTEHA TO3UPOBKA MTPU MALMEHTH C 6oneC@a Crohn (Bx. Touka 4.5).

5.3 IIpenkJIMHUYHM JaAHHH 32 6630H3CHOCT®

HexnuHuuHuTE ZaHHU HE MOKa3BaT 0COOCH.PUCK (HAIp. TOKCHYHOCT Ha OPTaHUTE) 3a Xopa Ha Oa3ara
Ha MPOYYBaHMS 32 TOKCHYHOCT NPH MHOT} ]éTHO npuiIarase, TOKCHYHOCT 32 Pa3BUTHETO U
PENPOYKTHBHA TOKCHYHOCT, BKIKOYHE 1 (hapMaKoJIOTHYHUTE OLIEHKHU 3a Oe3omacHocT. [Ipu
MPOYYBaHUS 32 TOKCUYHOCT 32 Pa3B 0 U PETPOAYKTHBHA TOKCUYHOCT MPH JBJITOOMNAIIATH MaKallH
He ce Ha0JIoJaBaT HexkelaHu eheKIU-BbpXY (PepTHINTETa IPU MBXKHUTE, KAKTO U BPOACHHU Ie(QEeKTH
WJIM TOKCUYHOCT 32 pa3BUTHETO. He ce HaOmonaBar HexkelaHu epeKTH BbpXY QepTHINTETa PH
KEHCKHUTE MpH yroTpedaTa Hﬁaﬁomqﬂo anTuTso cpemty 1L-12/23 npu Mumikw.

HO3OBI/IT6 HHUBA B IIPOYYB IIpU ) XKUBOTHHU Ca 01130 45 HTH MO-BUCOKH OT Hal-BUCOKATa
CKBHBAJICHTHA 1034, II JlaHa 3a NPUI0KCHUEC IIPH NMALIUCHTH C IICOpHUAa3ncC, U BOAAT A0
MaKCHUMAaJIIHU CCPYM HIOCHTpaluu Ipru MaﬁMyHPI, KOHTO Ca Haza 100 obTH MO-BUCOKH OT
KOHLIGHTpaLII/II/ITG,é JIaBaHU IIPpU XOpa.

He ca nposex MPOYYBaHUS 32 KAPIUHOTEHHOCT C yCTeKMHYyMal NOpajin JIUIcaTa Ha MOIXOSIIN
MOJEJIH 3a s10 0e3 KpbcTocaHa peakTUBHOCT KbM [L-12/23 p40 Ha rpusaun.
6. PMALHEBTUYHU JAHHHU

%

&/{- CnuchbK HA MOMOIIHUTE BENIECTBA
-XUCTUANH

L-XUCTUMHOB XUIPOXIIOPH] MOHOXHUAPAT

IMomwcop6ar 80 (E433)

3axapo3a

Bopa 3a umxexnun
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6.2 HecbBMecTHMOCTH

[Tpu nunca Ha IpOyYBaHHS 32 HECHBMECTUMOCTH, TO3U JICKAPCTBEH MPOIYKT HE TPSAOBA J1a CE CMECBA C
IPYTH JIEKapCTBEHH MPOTYKTH.

6.3 Cpok Ha rogHocT bfb

ABSIMKY 45 mg uHXeKIHOHEH pa3TBOp B MPEIBAPUTEIHO HATBITHEHA CIIPHHIIOBKA Q/
3 roauHM. ,&
ABSIMKY 90 mg uHXeKIIMOHEH pa3TBOpP B MPEIBAPUTEITHO HATBITHEHA CIIPHHIIOBKA Q

3 roguHM.

OtnenHuTe NpeABAPUTEIHO HAITBJIHEHH CIIPUHIIOBKY MOXE Ja Ce ChbXPaHABAT IIp HHa
temrieparypa a0 30°C egrokpatHO 3a mepuo MakcuMyM 110 30 THU B opurHHagHaTa KapTOHEHA
OIIaKOBKa, 32 J]a ce MpeAna3sT OT CBeTINHA. 3alluIIeTe 1aTaTa, Ha KOSTO Tpe WTEIHO HaIlbJIHEHATa
CIPUHIIOBKA € U3BaJIeHa 3a TbPBU BT OT XJaJWIHUKA U JaTaTa Ha U3XBB] Ha 0003HaYCHUTE HA
BBHHILIHATA KAPTOHEHA ONAKOBKa MecTa. J[aTaTa Ha U3XBBPISIHE HE TPAOB € cJel] OPUrHHAIHUS
CPOK Ha TOHOCT, OTIICYaTaH BbPXY KapTOHEHaTa ornakoBKka. Cien KaT HBK CIIPUHLIOBKATa € Ouiia
ChXpaHsBaHa IpH cTaitHa Temnepatypa (10 30°C), T He TpsOBa 1a bIIa B XJIAJUITHUKA.
W3xBbprieTe COpUHIIOBKATA, aKO HE C€ M3II0JI3BA CIIEA ChbXPAaHEHU CTaliHa TeMIieparypa B
pamkute Ha 30 THU WK ClleA U3THYaHE Ha OPUTHHATHUS CPOK JTHOCT, B 3aBHCHMOCT OT TOBa, KO€
OT JIBETE HACTBIIN MO-PaHO. @

6.4 CrnenuajaHu yCJI0BHA Ha CbXpPaHeHUe Q/

CopXxpaHsBaiiTe IpeJBAPUTEITHO HAITBIHEHATA CIIP BKa B KAPTOHCHATa ONIAKOBKA, 32 J1a e
npernasyu OT CBETIMHA.

Axo e He0OX0AUMO, OT/ETHUTE npeaBapnTen&lm)nHeHH CTIIPUHIIOBKH MOJXKE JIa C€ ChXpaHsBaT IpH
craiina temneparypa 10 30°C (Bx. Touka 6,3).

Ja ce cpxpanspa B xyaauwiHuk (2°C — 8°C). la Hg@aMpay[Ba.

6.5 Buau chabpiKaHHE HA ONIAKOE '%a

ABSIMKY 45 mg ueXeKInoHeH BOD B IPEIBAPUTEIHO HAITBIHEHA COPUHIIOBKA

0,5 ml pa3rBop B cripuHIIOBKa OT cTHKIIO THI I ¢ 06em1 ml ¢ pukcupana urna, pazmep 29, ot
HEpBXKIaeMa CTOMaHa, C /b ;éqﬂb MSICTO 32 MPBCTUTE U Kalavka Ha Urjara, CbCTOSIIA CE OT
eJ1acTOMEpHO (MEKO) MOKP a WIJiaTa v IiacTMacoBO TBBPO MOKPUTHE HA UIJIATA.
CripuHIIOBKaTa € cHaO/1e BTOMATHYCH MPEANA3UTEN HA UIJaTa.

ABSIMKY 90 mg I/IHD&L{I/IOHGH pPa3TBOD B MIPEIABAPUTEIHO HANBJIHEHA CIIPUHIIOBKA

1 ml pa3tBOp B cn@{oma ot cTekJio THI | ¢ 06em 1 ml ¢ pukcupana urna, pasmep 29, ot
HEpBXKIaeMa CTOMAHa, C YABJDKEHO MSCTO 3a MPHCTUTE M Kallayka Ha UrJiaTa, ChCTOSIINA Ce OT
€J1aCTOMEPHO 0) TIOKPHUTHE Ha WIJIaTa U IJIACTMACOBO TBBP/IO IMOKPUTHE Ha WIJIaTa.
Cnpnnuom&é}i cHabJleHa ¢ aBTOMATHUYCH IPE/Ia3nuTell Ha UIJiaTa.

ABSIN@‘ce pasmpocTpaHsaBa B OMAKOBKa MO 1 MpeaBapuTEeTHO HATbJTHEHA CITPUHIIOBKA.

6.6&16HH3HHH NpeAna3sHu MePKH NPU H3XBbPJIsiHEe U padoTa

@a’nBopr BBB (uakoHa ckc ABSIMKY wiu npenBapuTenHo HalrbJIHEHATA CITPUHIIOBKA HE TPSIOBa Ja

e paskiama. Pa3tBopsT TpsiOBa 1a ce MpOBEpPH BU3YalTHO 32 HAJTMYMETO HA BUIUMHU YACTHLIU HIIH
MPOMSHA Ha IBETa, IPEeIH J1a Ce MPUIIOKH TTOAKOKHO. Pa3TBOpBT € Ge31BeTeH 10 OIeT0KBIAT U
OUCTBP 110 J1eKO0 onasiecieHTeH. To31 BBHIIIEH BU HE € HeOONYaeH 3a MPOTENHOBUTE PA3TBOPH.
JlexapcTBeHUAT MPOAYKT HE TPsiOBa Aa ce ynoTpeOsBa, ako pa3TBOPHT € C MPOMEHEH LBAT I MBTCH
WM aKo ChIbprKa BUIUMH dyXau yactuy. [lpenn npunarane ABSIMKY tpsioBa na nocturae
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CTaiiHa TemnepaTypa (IpHOJIM3UTEIHO 3a OKOJIO IOJ0BHH Yac). [loapoOHu yka3anus 3a ynoTpebda ca
MPEOCTaBEHH B JIMCTOBKATA 32 MAIHCHTA.

ABSIMKY He cbbpka KOHCEPBAHTH, 3aTOBA HEU3ION3BAHUAT JICKAPCTBEH MTPOIYKT, OCTAHAT B
CIPHHIIOBKaTa, He TPpsAOBa 1a ce usnonsea. ABSIMKY ce nocraBs KaTo CTEpUIHA IIPEABAPUTEIHO
HaITbJIHEHA CIIPUHIIOBKA 32 IHOKpaTHa yrnoTpeOa. CpHHIIOBKATA U MIJIaTa He TpsOBa Ja ce
M3II0JI3BAT MOBTOPHO. HeM3noa3BaHUAT JIEKapCTBEH MPOAYKT WM OTHMAABYHUTE MATCPUAIU OT H§
TpsiOBa J1a ce U3XBBHPIAT B ChOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

~

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona, s/n /;)
Edifici Est, 6a Planta *2‘

08039 Barcelona Q/

Wcnanus &

“Z

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA O)Q

O
<
%

EU/1/24/1880/001-002 Qrb

<

9. JATA HA ITBPBO PA3PEIHABAHE/HOI{H(WBAHE HA PASPEHIEHHUETO 3A
YIHOTPEBA \2s

Jara Ha mepBoO paspemiaBane: 12 nexemBpu 2024 \}?j

<

10. JATA HA AKTYAJIUBUPAHE I&%KCTA

IMoapo6Ha nH(GOpPMALKS 3a TO3U JIEKap /%H MPOJIYKT € Tpe0CcTaBeHa Ha yeOcaiita Ha EBpornetickata
areHuus o Jiekapcreata https:// "e/ha.europa.eu/.
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https://www.ema.europa.eu/

MPUJIOKEHME {1/
IPOM3BO/IUTE] HA BHOJIOFM#E(’) AKTHBHOTO BEIIECTBO
Y TIPOM3BOIUTEIH, OTTOB 3A OCBOBOKJIABAHE HA
TAPTHIH X
VCJIOBHSI WJIH orPAm&ﬁm{ 3A JJOCTABKA M YIIOTPEBA

JAPYI' YCJIIOBUA U CKBAHMUS HA PASPEHIEHUETO 3A
YIIOTPEBA J&

YCJIOBUA I/IJI’I@PAHI/I‘IEHI/IH 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS ITPOJAYKT
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A.  NPOU3BOAUTEJ HA BUOJOI'MYHO AKTUBHOTO BEHIECTBO
MMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOK/JIABAHE HA ITAPTHU/ A

HmMe u agpec Ha IpOU3BOANTENS HA OMOIOTHYHO aKTHBHOTO BEIIECTBO

STgen Bio Co., Ltd. (Ofb
45, Jisikgiban-ro, Yeonsu-gu,

Incheon-si, Peny6nka Kopest Q/
QL

HMe u aapec Ha IPOU3BOAUTECINTE, OTTOBOPHU 3a OCBO60)K)IaBaHG Ha IapTHAUTC

ul. Lutomierska 50,

®
Accord Healthcare Polska Sp. z.0.0. A
95-200, Pabianice, ITomma ’O

Accord Healthcare B.V. ‘2‘
The Winthontlaan 200, §/

3526 KV Utrecht, Hunepnanauns Q/
K

[TeyaTHaTa JIMCTOBKA HA JICKAPCTBEHUS MMPOIYKT TPsIOBA Ja ChIBP! ‘QeTo U ajipeca Ha
MIPOM3BOAUTENS, OTTOBOPEH 32 OCBOOOKIABAHETO HAa CHOTBETHAT THA.

Q

b. YCJOBHS WJIH OTPAHUYEHMS 3A TOCTABKA ¥ YIIOTPEBA

JlekapCTBEHUAT MPOIYKT CE OTITyCKa MO OTPAaHHMUYCHO nezspCKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTiKa Ha MpOayKTa, Touka 4.2). Qj

N

B. JPYI'M YCJIOBUSA U I/I3I/ICKBAH&£)A PASPEHIEHUETO 3A YIIOTPEBA
. [Mepuoguynm aKTyaJJu3npaHu ug@nn 3a 0ezonacHoct (ITAJIB)
J

WzuckBanwusTa 3a monaBane Ha [1A, TO3U JIEKapCTBEH MPOAYKT Ca MOCOYEHH B CIICHKA C
pedepeHTHUTE JaThH Ha EBponeﬁcK@cmoe, (EURD cmucwk), npeasuseH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH ClIEBAIIN aKTyalU3alMH, MyOIMKyBaHU Ha €BPONEHCKUS
yeOmopTa 3a JeKapcTBa. &

{_

X

r. YCJIOBUAU HUYEHUA 3A BESOITACHA U EOEKTUBHA YIIOTPEGA HA
JIEKAPCTB A MNPOAYKT

. IInan 3a$p§1meﬂne Ha pucka (ITYP)

HpHTemaT%ixa pasperrenuero 3a ynorpeba ([IPY) TpsoOBa ja u3BbpIIBa U3UCKBAHNUTE JEHHOCTH U
ZICP'ICTBHK p3aHu ¢ MPOCIIeIsiBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, IOCOUeHH B 0100penus [TYP,
MIPENCT B Moayn 1.8.2 Ha pa3perieHreTo 3a yrnorpeda KakTo ¥ BbB BCHUKHU CJIE/IBAIIH 0JJOOpEHH

aKTya@zauMH na [TYP.

o

éﬁ&yanmnpaH ITYP tpsi6Ba na ce moxasa:

10 UCKaHe Ha EBpornelickara areHIus 1o Jekapcrnara;
Qo BUHArM, KOraTo ce M3MeHs CUCTeMaTa 3a yIpaBJIeHHE Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJIy4aBaHe Ha HOBa MH(OpMalys, KOSTO MOXE Aa AOBEJAE 10 3HAYMMHU IIPOMEHH B
CHOTHOIICHHUETO M0J13a/PHCK, WM CIIe]] JOCTUIaHe Ha Ba)KEH eTall (BB BPb3Ka C MPOCIIEIIBaHEe
Ha JIeKapCTBEeHaTa 0e30I1aCHOCT WM CBEXJIaHEe Ha PUCKA 10 MUHUMYM).
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MPUJIOKEHUE [/

JIAHHU BBPXY OHAKOBQgJA W JIMCTOBKA
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A. TIAHHU BbPXY OAKOBKATA
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHSI (130 mg)

Vo N
1. MME HA JIEKAPCTBEHUSI IPOJYKT V]
4
ABSIMKY 130 mg xonueHTpar 3a HH(py3UOHEH Pa3TBOp QQ/
yCcTeKHHyMa0 é
N
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) ™
7
Bceku ¢uakon ceabpka 130 mg ycrekunymab B 26 ml. Q\O)
3. CHOUCHK HA IOMOUIHUTE BEUIECTBA N

7

IToMo1iHuM BellecTBa: TUHATPUEB €ETAT AUXUAPAT, L-XucTuauH, L@HI[HHOB XUAPOXIIOPULT
MoHoxuapar, L-meTrnonuH, noyimcopoar 80, 3axapo3a, Bojia 3a I/IH@ 15031

Q

| 4. JTJEKAPCTBEHA ®OPMA M KOJIMYECTBO B ¥AHA OITAKOBKA

Konnenrpar 3a nH()y3uOHEH pa3TBOP sz\
130 mg/26 ml Q/

1 dbnaxon N

Q)QJ

| 5. HAYMH HA MPUJIOKEHUE U AHT(MIIA) HA BBBEKIAHE

N
>
Jla He ce pa3kiaa. ¢
[penu ynorpeda nmpoyerere JIUCTO . CaMo 3a eJIHOKPATHO MPUJIOKEHHE.
MHTpaBeHO3HO MPHUIIOKEHHUE CIIeT PAIPEKIaHE

VAR
6. CIIELIUAJIHO ITP [ PEXKIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CbXPAH HA MSICTO JAJIEYE OT HOI'JIEJA U IOCET'A HA IEITA

.
[a ce cexpansBa Ha M@g, HEIOCTHITHO 34 Aela.

Q

‘ 7. APYT MEHHAHHH HNPEAYNPEXIEHUSA, AKO E HEOBXOINMO

&

8. JIATA HA U3THYAHE HA CPOKA HA F'OJIHOCT

o
o

Q@) CIHIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsBa B XJIQJUIHHUK.
[a He ce 3ampassiBa.
CwxpaHnsBaiiTe (urakoHa B KapTOHEHATa OMAKOBKa, 3a Jia ce TPeIa3u OT CBETIUHA.
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10. CIHEINUWAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHNBA

(0
11. MME M AJIPEC HA TIPUTE)KATEJISI HA PA3PEIIEHMETO 3A YIIOTPEBA (7,7 |
Accord Healthcare S.L.U. &Q
World Trade Center, Moll de Barcelona, s/n O
Edifici Est, 6a Planta Q
08039 Barcelona, Ucniaaus A
12.  HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA QD
Z
EU/1/24/1880/003 S
Q
13.  TAPTHJIEH HOMEP<, KOJJOBE HA JAPEHMETO WA IPOJTYKTA>
(%
[TapTuna: @Q
&/
| 14, HAYMH HA OTIIYCKAHE QO |
R
| 15.  YKA3AHMSI 3A YIIOTPEBA Q) |
)

o
| 16. MHOOPMAILIMSI HA EPAﬁggﬂl A3BYKA |
&
[Ipuero e ocHOBaHUE Ja HE cE BKJ‘I@/IH@)OPM&HI/IH Ha bpaitoBa a30yka.

AN\
| 17.  YHUKAJIEH WIEHEM®UKATOP — IBYU3MEPEH BAPKO/I |

JBynsmepeH Oapkox ¢ @ueﬂ YHHKaJIeH UAEHTH()UKATOD

FaN
| 18.  YHUKAJEHMJIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA |
S
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT EAUHUYHUTE IITbPBUYHU
OITAKOBKH

TEKCT HA ETUKETA HA ®JIAKOHA (130 mg)

Vo N
1. MME HA JIEKAPCTBEHUS IPOIYKT [
4

<

ABSIMKY 130 mg xonueHTpar 3a HH(py3UOHEH Pa3TBOp Q
yCcTeKHHyMa0 &

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) Y |
[4

Q*O)
R
/3. CHOUCHK HA HOMOIIHUTE BEIIECTBA \>7

7

IToMo1iHuM BellecTBa: TUHATPUEB €ETAT AUXUAPAT, L-XucTuauH, L@HI[HHOB XUAPOXIIOPULT
MoHoxuapar, L-meTrnonuH, noyimcopoar 80, 3axapo3a, Bojia 3a I/IH@ 15031

Q

| 4. JTJEKAPCTBEHA ®OPMA M KOJIMYECTBO B ¥AHA OITAKOBKA

Bceku ¢uakon ceabpka 130 mg ycrekunymab B 26 ml.

Konnenrpar 3a nH()y3uOHEH pa3TBOP sz\
130 mg/26 ml Q/

1 dbnaxon N

Q)QJ

| 5. HAYMH HA MPUJIOKEHUE U AHT(MIIA) HA BBBEKIAHE
I
o
Jla He ce paskiaina. ¢
[penun ynotpeba mpoyereTe JIUCTO . Camo 3a eTHOKPaTHO MPUIIOKECHUE.
WHTpaBEeHO3HO MPUIIOKEHHUE Ciie/l PASpeKIaHe

AN

6. CIHELUAJIHO NPEXYIPEXIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIBBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT NOTJIEJA M JIOCETA HA JIEHA

O(
I[a CC CbXpPaHsBa I&QCTO, HEOOCTBIIHO 3a Ac1a.
9.3
| 7. IPYT@CHNENMAJHHU NPEAYIPEXIEHMS, AKO E HEOBXOJJUMO ]
a
| 8. (WATA HA U3TUYAHE HA CPOKA HA TOJJHOCT |
A

gﬁl J0:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIQAWITHUK.
[a He ce 3ampassiBa.

C’BXpaHﬂBaﬁTe (bHaKOHa B KapTOHCHATA OIIAKOBKa, 3a a CC MpCAIasu OT CBCTJIMHA.
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10. CIHIEINUWAJIHU NNPEAITA3HU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Ve N
11. HMME U AJIPEC HA IPUTEXKATEJISI HA PASPEIIEHMETO 3A YOOTPEBA  (~Y]

"4
Accord Healthcare S.L.U. QQ/
World Trade Center, Moll de Barcelona, s/n &
Edifici Est, 6a Planta O

08039 Barcelona, Ucniaaus AQ

do;

| 12. HOMEP(A) HA PAPELIEHUETO 3A YIIOTPEBA ) |

X

EU/1/24/1880/003 Q

a

| 13. TAPTUJEH HOMEP<, KOJIOBE HA JAPEHUETO 1 HAZWOIYKTA> |

[Taptuna: Qfé’)
| 14. HAYMH HA OTIIYCKAHE < |
7
Q>
| 15. YKA3AHMUSI 3A YIIOTPEBA o, |
N
<
| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA ]
&L

Q)

N
| 17.  YHUKAJIEH WIEHTUOHKATOP — IBYU3MEPEH BAPKO/I |
N

JBynsmepeH Oapkox ¢ BKJIquMHKaJIeH uAeHTH(UKATOD

| 18.  YHMKAJIEH UJEHTHU®UKATOP — IAHHU 3A YETEHE OT XOPA |

D
&
>
oF
N

61



JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

TEKCT HA KYTUSATA HA TIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (45 mg)

Vo N
1. MME HA JIEKAPCTBEHUSI IPOJYKT V]
2
ABSIMKY 45 mg uHXeKIHOHEH pa3TBOp B MPEIBAPUTEIHO HATBITHEHA CIIPHHIIOBKA Q
yCcTeKHHyMa0 é
N
2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A) ™ |

'O

Bcesika npeaBapuTenHO HaTbIHEHA COIPUHIIOBKA ChABPKA 45 mg ycTeKnHyMal B &}9 ml.

L

3. CIIUCBK HA IOMOIIHUTE BEHIECTBA \?
IMomorHY BerecTBa: 3axapo3a, L-xuctuaus, L-XucTuanHoB XHHPC@I/H{ MOHOXHJIpAT, Moucopoar
80, Bozia 32 MHXKEKITMH. 32 JOIBIHATEIIHA HHPOPMAIIHS BUKTE nvy& KaTa.

Q

4, JEKAPCTBEHA ®OPMA U KOJIMYECTBO B zHHA OITAKOBKA
I/IH)KCKIII/IOHGH Pa3TBOpP B MPECABAPUTCIIHO HAITBJIHCHA HITOBKa
45 mg/0,5 ml Q/

1 MNPpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA &

Q)QJ

| 5.  HAYMH HA TPUWJIOKEHUE U AHT(MIIA) HA BbBEKIAHE
N
28
[a He ce pa3kiaiia. ¢

IToakoXHO MpUIIOKEHUE O
[Ipean ymoTtpeba mpouerere JII/ICTO%TEL

AN

6. CIHELUAJIHO NPEXYIPEXIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIBBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJA M JIOCETA HA JIELA

O(
I[a CC CbXpPaHsBa I&QCTO, HEOOCTBIIHO 3a Ac1a.
9.3
| 7. IPYT@CHNENMAJHHU NPEAYIPEXIEHMS, AKO E HEOBXOJJUMO ]
a
| 8. (WATA HA U3TUYAHE HA CPOKA HA TOJJHOCT |
A

H JI0:
&&: Ha U3XBBPIIAHE, IPU ChXpaHEHNE Ha CTallHa TeMIleparypa:

‘ 9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B XJIaAUJTHUK.

[a He ce 3ampaszsiBa.
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CobxpaHsiBaiiTe MpeIBAPUTEIIHO HAITBJIHCHATA CIIPUHIIOBKA B KAPTOHEHATa OIIAKOBKa, 3a J1a Ce
npejnasu OT CBETIHHA.

Moske n1a ce chxpaHsBa IpH craitia temnepatypa (10 30°C) eZHOKpaTHO 3a MEPUO MAKCUMYM 10
30 aHH, HO HE MO-IBJITO OT OPUTHHAIHUS CPOK Ha FOTHOCT.

(0
10. CHEHNUAJIHU NPEJANA3ZHU MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BA
YACT OT JIEKAPCTBEHHUTE ITPOAYKTU NJIN OTHAABYHU MATEPHUA
TAX, AKO CE U3BUCKBAT TAKHUBA A
Q

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YHOTI*JEA

Accord Healthcare S.L.U. 0)

World Trade Center, Moll de Barcelona, s/n Q\

Edifici Est, 6a Planta Q

08039 Barcelona, Vcnanus &

O
| 2. HOMEP HA PA3PELIEHMETO 3A YIIOTPEBA ~_™H©
O
EU/1/24/1880/001 Q
<&
| 13. MAPTHJIEH HOMEP ,
N
[Taptuna: Q;z\
N
| 14. HAYMH HA OTIIYCKAHE Vool
O
| 15.  YKA3AHMSI 3A YOIOTPEBAN
o

NS

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA
~
ABSIMKY 45 mg A{_

| 17.  YHMKAJEHWUJIEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

\‘

JBynsmepen 6@0;[ C BKJIIOYEH YHUKAJIEH HICHTU(HUKATOD

| 18.  YHAMRAJIEH UJEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA
s N

Pcro &
S
&

Q
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II'bPBUYHH OITAKOBKH

MMUHHUMYM JAHHHU, KOUTO TPABBA JIA CBABPXAT MAJIKUTE EJJMHUYHU

TEKCT HA ETUKETA HA TIPEABAPUTEJIHO HAITBJIHEHATA CITPUHLOBKA (45 mg)

=~

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(UILA) HA BbBEXK/JAHE

J
Q

ABSIMKY 45 mg uHXeKIMOHEH pa3TBOP
ycTeKnHyMab
S.C.

| 2. HAYYH HA TPUJIOKEHUE

l 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. MHHAPTUJIEH HOMEP

Lot

5.  CbJAbPKAHUE KATO MACA, OBEM WM EJJUHUIIU

45 mg/0,5 ml Q
%)
O
| 6. JIPYTO N
“\
(@)
\%
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MMUHHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP HA CIPUHIIOBKATA (45 mg)

1. HME HA JIJEKAPCTBEHUS ITPOAYKT L /O

ABSIMKY 45 mg uHXeKIHMOHEH pa3TBOP

<
YCTEeKUHYMab Q
A

S.C.
A0

| 2. MIME HA IPUTEXXATEJISI HA PA3PEHIEHUETO 3A YOOTPEBA .\ |
A)

Accord ’b
%)

D
| 3. JIATA HA H3THYAHE HA CPOKA HA TOJJHOCT Q'

EXP QI

4. TAPTHJAEH HOMEP

Lot

|5.  JPYroO

45 mg/0,5 ml
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

TEKCT HA KYTUSATA HA TIPEABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (90 mg)

Vo N
1. MME HA JIEKAPCTBEHUSI IPOJYKT V]
2
ABSIMKY 90 mg uHXeKIIMOHEH pa3TBOP B MPEIBAPUTEITHO HATBITHEHA CIIPHHIIOBKA Q
yCcTeKHHyMa0 é
N
2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A) ™ |
(o

Bcesika npeaBapuTenHO HaTbIHEHA COIPUHIIOBKA ChAbpka 90 mg ycreknnyMad B l.

L

3. CIIUCBK HA IOMOIIHUTE BEHIECTBA \?
IMomorHM BerecTBa: 3axapo3a, L-xuctuauH, L-XucTuInHOB xm[po}éz@m[ MOHOXHJIpAT, Moucopoar
80, Bozia 32 MHXKEKIMH. 32 JOIIbIHUTEIIHA HHPOPMAIIHS BUKTE JII/% KaTa.

Q

4, JEKAPCTBEHA ®OPMA U KOJIMYECTBO B zHHA OITAKOBKA
I/IH)KCKIII/IOHGH Pa3TBOpP B MPECABAPUTCIIHO HAITBJIHCHA HITOBKa
90 mg/1 ml Q/

1 MNPpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA &

Q)QJ

| 5.  HAYMH HA IPUWJIOKEHUE U AHT(MIIA) HA BbBEKIAHE
N
28
[a He ce pa3kiaiia. ¢

IToakoXHO MpUIIOKEHUE O
[Ipean ymoTtpeba mpouerere JII/ICTO%TEL

AN

6. CIHELUAJIHO NPEXYIPEXIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIBBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJA M JIOCETA HA JIEHA

O(
I[a CC CbXpPaHsBa I&QCTO, HEOJOCTBHIIHO 3a Ac1a.
9.3
| 7. IPYT@CHNENMAJHHU NPEAYIPEXIEHMS, AKO E HEOBXOJJUMO ]
a
| 8. (WATA HA U3TUYAHE HA CPOKA HA TOJJHOCT |
A

H JI0:
&&: Ha U3XBBPIIAHE, IPU ChXpaHEHHNE Ha CTallHA TeMIleparypa:

‘ 9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B XJIaAUJTHUK.

[a He ce 3ampaszsiBa.
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CobxpaHsiBaiiTe MpeIBAPUTEIIHO HAITBJIHCHATA CIIPUHIIOBKA B KAPTOHEHATa OIIAKOBKa, 3a J1a Ce
npejnasu OT CBETIHHA.

Moske n1a ce chxpaHsBa Mpu craitia temmepatypa (10 30°C) eqHOKpaTHO 3a MEPUOT MAKCUMYM 0
30 aHH, HO HE MO-IBJITO OT OPUTHHAIHUS CPOK Ha FOTHOCT.

(0
10. CHEHNUAJIHU NPEJANA3ZHU MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BA
YACT OT JIEKAPCTBEHHUTE ITPOAYKTU NJIN OTHAABYHU MATEPHUA
TAX, AKO CE U3BUCKBAT TAKHUBA A
Q

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YHOTHZBA

Accord Healthcare S.L.U. 0)

World Trade Center, Moll de Barcelona, s/n Q\

Edifici Est, 6a Planta Q

08039 Barcelona, Vcnanus &

O
| 2. HOMEP HA PA3PELIEHMETO 3A YIIOTPEBA ~_™H©
O
EU/1/24/1880/002 Q
<&
| 13. MAPTHJIEH HOMEP ,
N
[Taptuna: Q;z\
N
| 14. HAYMH HA OTIIYCKAHE Vool
O
| 15.  YKA3AHMSI 3A YOOTPEBAN
o

NS

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA
~
ABSIMKY 90 mg A{_

| 17.  YHMKAJEHWUJIEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

\‘

JBynsmepen 6@0;[ C BKJIIOYEH YHUKAJIEH HICHTU(HUKATOD

| 18.  YHAMRAJIEH UJEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA
s N

Pcro &
S
&

Q
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II'bPBUYHH OITAKOBKH

MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJJUHUYHN

TEKCT HA ETUKETA HA TIPEABAPUTEJIHO HAITBJIHEHATA CITPUHLOBKA (90 mg)

=~

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(UILA) HA BbBEXK/JAHE

e |

ABSIMKY 90 mg uHXeKIIMOHEH pa3TBOP
ycTeKnHyMab
S.C.

K

| 2. HAYMH HA IPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4, MHAPTUJIEH HOMEP

Lot

C,
5.  ChJbPJKAHME KATO MACA, OEM WIN EJUHNIIH

90 mg/1 ml @

| 6.  JAPYIO R\
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MMUHHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJMCTEP HA CIIPUHIIOBKATA (90 mg)

1. HME HA JJEKAPCTBEHUS ITPOAYKT L /O

ABSIMKY 90 mg uHXeKIIMOHEH pa3TBOP

<
YCTEeKUHYMab Q
A

S.C.
A0

| 2. MIME HA IPUTEXXATEJISI HA PA3PEHIEHUETO 3A YOOTPEBA .\ |
A)

Accord ’b
%)

D
| 3. JIATA HA H3THYAHE HA CPOKA HA TOJJHOCT Q'

EXP QI

4. TAPTHJAEH HOMEP

Lot

|5.  JPYroO

90 mg/1 ml
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B. JMCTOBKAQ)
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JlncroBka: undopmanusi 3a NoTpeduTENA

ABSIMKY 130 mg koHueHTpaT 3a HH(pY3HOHEH Pa3TBOP
yerekuaymab (ustekinumab)

Q

V Tozu JICKApPCTBEH MPOAYKT MOJICKH Ha JIOBIIHUTETHO HaO o aeHue. ToBa 111e mo3BoJu 0bp3
YCTaHOBSIBAHE HAa HOBAa MH(OpPMAIUsl OTHOCHO Oe30MacHOCTTa. MOoXkeTe Ja JaieTe CBOSI PUHOC
CHOOIINTE BCSIKA HEYKETaHa PeaKIns, KOSITO CTE MOMYYIIIM. 32 HauWHA Ha ChOOIIaBaHe Ha Hex@m&
peakIuy BIXKTE Kpast Ha TOYKa 4. é

IIpoueTeTe BHMMATEIHO LUSJIATA JIMCTOBKA, NPeM 1a 3aNl0YHeTe /1a U3M0J3BaTe T
JIEKapCTBO, Thil KATO TS ChAbLPKA BaxkHA 3a Bac undopmanus.

Ta3u JUCTOBKA € HANIKCAHA 34 nmanMueHTa, KOWTO npuemMa JeKapcTBoToO. %

- 3anazere Ta3u JUCTOBKA. MoXe 1a ce HAJIO0XKU Aa S IPOYETETE OTHOB Q\

- AKO UMate HAKaKBH JOIBIHUTEIHU BBIPOCH, onuTaiite Bamms i win papMaresT.
- AKO TIOTy4nTe HIKaKBH HEXEIIaHU Peakiuy, yBempomere Bamis i apmanesT. Toa
BKJIFOYBA U BCUUKHU Bb3MOXHHU HEXKEJIAHU PEAKI[UU, HEOITMCAHN U JIUCTOBKA. BrxTe

TOuKa 4. O)
(;

KakBo cbabpika Ta3u JHCTOBKA Q
1. Kakso npencrasnssa ABSIMKY u 3a kakBo ce U3nosigsa

2. Kakso Tps0Ba na 3Haere, npeau Aa usnon3sare ABSI Y
3. Kak me ce mpunmara ABSIMKY

4. BB3MOXHU HE)KENTaHN peaKIuH *2\

5. Kak na cexpanssare ABSIMKY

6. ChabprkaHHe Ha OMAKOBKATa U JOMBIHUTEANA HHPOPMAIIHS

1. Kaxkso npeacrasiasiba ABSIMKY @a KAaKBO ce U3I0JI13Ba

Kaxkso npencraBiassa ABSIMKY J&

ABSIMKY cbabpika akTHBHOTO BE BO ,,yCTEKHMHYMa0”’, KOETO € MOHOKJIOHAJIHO aHTUTSLIIO.
MOHOKJIOHATHATE aHTUTEINA Cca TP HU, KOUTO Pa3MO3HABAT U CBBP3BAT ONPENCICHN CIIIMPHIHU
MIPOTENHH B OpraHU3Ma. & \

ABSIMKY npunHamexu kBMYpyIa JIeKapcTBa, HapedeHH ,,aMyHocynpecopu’”. Te3u jgekapcTpa
JencTBaT, KaTro HaMaHHB% MBHOCTTA Ha 4acT OT MIMyHHAaTa CHCTEMA.

3a kakBo ce n3non§?«88l MKY

ABSIMKY ce I/I3F®$ 3a JIeYECHHE Ha CIECIHUTE BB3MAIMTEIHN 3a00/IIBaHUS
. YmMmepenayo Texka 6onect Ha Kpon — npu Bb3pacTHH

. YMCI)# TEXBK YIIIEPO3CH KOJIUT — MIPHU Bh3PaCTHU

Boaect poH
a KpoH e Bp3manurenHo 3a0onsBaHe Ha YyepBaTa. Ako umare 0oject Ha KpoH mbpBo 11e

JAaT Apyru JICKapCTBa. AXO HE ce IOBIHUsIeTE JAO0CTATHbYHO HUJIM UMATC HEIIOHOCUMOCT KbM TEC3U

QY.Jmepo\’seH KOJIUT

VY I1epOo3HUST KOJKT € Bh3MAJTUTEIIHO 3a00/sBaHe Ha YepBaTa. AKO UMaTe yJIEPO3€eH KOJUT, IbPBO
e Bu ce mamat npyru gekapctBa. AKO HE c€ TIOBIUSBATE T0OPE UM UMATe HETOHOCUMOCT KbM TE3H
nekapcTBa, Mmoxe na Bu ce nage ABSIMKY 3a HamansgBane Ha IpU3HAIUTE U CUMIITOMUTE Ha Barrero
3a00J1s1BaHeE.

71



2. Kakgo TpsioBa 1a 3Haere, npeau aa uznoaseare ABSIMKY

He n3nomsBaiite ABSIMKY

. AKO cTe aJIepru4yHu KbM YCTeKMHYMAa0 WM HIKOS OT OCTaHAJIUTe ChCTaBKU HA TOBA
JIEKapCcTBO (M30pOEHH B TOUKA 6).

. AKO UMaTe aKTHBHA HHPEKIUA, KOSTO Bamusar nekap Hamupa 3a 3HauuMa. 60

AKO HE cTe CUTYpHU JIaIi HAKOE OT U30POCHHUTE MO-TOpe ce OTHAcs 3a Bac, mochBeTBaiite ce us

nexap uiu papmarieBt, npeau na unonszsare ABSIMKY. &

[pexynpesxnenusi u npeanasHu MepKu O
I'oBopete ¢ Bamms nekap nnu dapmaneBt npeau na usnonssare ABSIMKY. BamI/I;ITi!X{Ep e
IpOBEpHU ChCTOSIHUETO By npen nevennero. TpsiOBa ga cTe cUrypHH, 4e CTe yBeIOMKIIN Bamms
JIeKap 3a BCAKO 3a00IsIBaHe, KOETO UMaTe, IPeIH BCAKO JieueHne. ChIo Taka HH upaiite Bamms
JIeKap, aKo HACKOPO CTe OMJIM B KOHTAKT C YOBEK, KOMTO MOKe Jla iMa TyOepKyno3a. Bammsar nexap
me Bu npersena u mie HarpaBu U3CIeABaHEe 3a TyOepKyo3a, Ipeu 1a u3Io te ABSIMKY. Axo
Bammsr iekap cMsTa, 9e cTe H3I0KEeHN Ha PUCK OT TYyOepKyJi03a, MOXKe 1 TIpeIIHIIe JISKapCTBA
3a JICYEHUETO M. Qj

Ciieiere 3a cCepHO3HH He:KeJIAHH PeaKIUU Q
ABSIMKY wmoxe 1a npeau3BuKa CEpUO3HHA HEXKEIIaH! PEeaKInH, ,?)III/ITCJIHO aJepruyHH peaKkiu u
nHbpeknun. TpsiOBa a cuequTe 3a OonpeAeIcHN MPU3HALK Ha 3 BaHUsI, IOKATO MpHeMaTe

ABSIMKY. Buxre ,,Cepro3Hu HE)KETaHU peKauu” B TO‘IK%S ITBJIHUS CIICHK HA TE€3HW HEXEIaH!
PEaKIuH.

Mpenn na m3noazsare ABSIMKY undopmupaiite B@mm Jekap:

. AKO HAKOTa €Te HMAJIH aJiepruaHa peamuwu,M ABSIMKY. Ako He cTe curypHH,
nonuTaiite Bamus nekap. N

. AKO HAKOTa cTe UMAJIM HAKAKbB BU] (@ — TOBa €, 3al[0TO UMYHOCYTIPECOPHUTE KaTO
ABSIMKY otcna0Bar uact ot I/IMYHH&@SI/ICTGM&. ToBa MOe J1a TOBHUILIA PUCKA OT pakK.

. AKO cTe JJeKyBaHHM 32 MICOPUA3HC yYI'yl OMOJIOTHYHM JIeKapCcTBa (J1eKapcTBoO,
NPOU3BeeHO OT OHO0I0THYEeH 33:(ig)mc 1 00MKHOBEHO NMPHUJIATaHO Ype3 HHIKeKIH) -

PHUCKDBT OT paK MOXKEC 1a € HO-BI/I@.

. AKO MMaTe UJIH HACKOPO CT| au uHGeKuus WK AaKO UMaTe HAKAKBU Heo0Ou4aiiHu
OTBOPH 10 Ko:kaTa (puct .
. AKO UMaTe HOBH WJIH wvemmm ce JIE3UM B YUACTBIUTE C TICOPUAZKC WIIH TTO

HE3acerHaTaTa Koxa.
o AKO mosry4yaBare #neqeﬂne 32 MCOPHA3KC H/WJIN NICOPHATHYEH APTPUT — KaTO JIPYTrH
HUMYHOCYTIPECOPH ﬂg\bomTepanm (xorato TANOTO ce JieKyBa ¢ THH yarpasuonerosa (UV)
ceerynna). Te3u(lgHeHns ChIIO MOXKeE 1a OTCIA0AT 4acT OT MMyHHATa cucTeMa. Msnonssanero
Ha TE3H neqeuQ:aezLHo cec ABSIMKY He e n3cnensano. Be3amoxHO € 06ade, TO Ja yBeITHIH

pHcKa oT 3a@QNsBaHus, CBbP3aHH ¢ OTclabBaHe HA MIMyHHATa CHCTEMA.

o AKO NmoJIgMaBaTe HIIM HIAKOTAa CTe MOJTYy4YaBaJIHu HHKEKIINH 32 JJedeHHe HA aJTePrul — He €
I/I3B€CT® anmu ABSIMKY Moke 1a okaxe BIUSHUE BbPXY TAX.

. Alco@e HA ¥ HaJ 65 roAMHM — MOXe JIa CT€ MO-CKJIOHHU KbM MH(EKIIHH.

Axo gaaé CUT'YPHH JaJld HSIKOE OT TOpPer30pOeHUTE ce OTHACH 3a Bac, nmocbBeTBaiiTe ce ¢ Barms
neK;& u dapmaneBT, npenu Aa usnonssare ABSIMKY.

\%01/1 MAIMEeHTH T0y4yaBaT JyITyc-M0J00HN PeaKINy, BKIFOYUTETHO KOKEH JIYIyC epuTeMaToiec U

yIyc-noJo0eH CHHAPOM, 110 BpeMe Ha JieueHHe ¢ ycTeknHyMab. ['oBopete Beanara ¢ Bammst iekap,
aKo MOJIY4YHTE YePBEH, HAIUTHAT, JIIOLIEI] ce OOpUB, MOHSAKOTA C MTO-ThbMHH I'PAHULIU, B U3JI0KEHUTE
Ha CITBHIIE YYACTHIM HA KOXKATa MIIM CTABHU OOJIKH.
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ChbpaeyeH HHPAPKT U MHCYJITH

WnudapkT u nHCYATH ca HAOIIOAaBaHN B IPOYYBaHE MPH MAUEHTH C TICOPHA3HC, JIEKYBaHH C
ycTekuHyMa0. Bamusit jgekap peloBHO I1ie TPOBEPsSIBa PUCKOBHUTE (haKTOPH 3a ChPICYHO 3200 sIBAaHE U
WHCYNT 1pH Bac, 3a fa e curypHo, 4e Te ce JeKyBaT Mo Moaxo 11 HaurH. HesabaBHO moThpcere
MEIUIIMHCKA MTOMOIII, aKO MOTy4nTe 00JIKa B TBPANTE, cI1abOCT Wi HEOOWYAHO yCeIllaHe OT eaHaTa
CTpaHa Ha TAJIOTO, OTIYCHATOCT HAa JIULETO WX TOBOPHU WU 3PUTEIIHA CMYIIICHUS. b

Jlena v roHOIIM
ABSIMKY e ce npenopbuBa 3a yrnoTtpeba mnpu nena moja 18 rogunu ¢ 6onect Ha Kpon i ,&

yIEpO3€H KOJUT, 3aIl0TO HE € MPOYYBaH IPH Ta3H Bb3pacToBa Ipyma. O
<
Jpyru JexkapcrBa, Bakcuau u ABSIMKY A
Tpsabsa na kaxere Ha Bammms nexap wim gpapmanesT:
. AXo mpreMaTte, HaCKOpO CTe MPUEMAITU HIH € Bb3MOXKHO J1a TIpUeMeTe Jip KapcTaa.
. Axo Hackopo Bu e npaBeHa wii miuanupare a Bu ce nmpaBu BakcuHaIush, J[0KaTo H3MON3BATE
ABSIMKY, msxon Bu0BE BakCHHHU ()KMBU BaKCHHH) HE TPsAOBa J1a ce arar.
. Axo cte momygaBain ABSIMKY no Bpeme Ha OpemeHHOCTTa, TPSIO Ka)KeTe Ha JIeKaps Ha

6ebeto Bu 3a neuenmnero cec ABSIMKY, ipenu To ma moxyun
BKJIFOUUTEITHO KUBHU BakcuHHM, kKaTo BIIDK BakcuHa (M3mon3Ban
TyOepKyJo3a). JKuBuTEe BAKCHHU HE ce IpernophyBar 3a Bar
Mecena cies paKaaHeTo, ako cre nonydaBanu ABSIMKY
ako JiekapsT Ha Barero 6ebe He mpenopbua Apyro. Q

0 U JIa € BAaKCUHA,
penmnasBaHe ot

e0e mpe3 MbPBUTE JBAHAICCET
eMe Ha OpeMeHHOCTTa, OCBEH

BpeMeHHOCT U KbpMeHe @

. AKo cTe OpeMeHHa, cMsATaTe, 1€ MOXKe /1a CTe Ope a WM TUIaHupaTe OpeMeHHOCT,
MOChBETBalTE ce ¢ Bamus nekap npenu ynorpe Ha TOBA JIEKapCTBO.

. He e nabnronaBan mo-BIUCOK PUCK OT BpoJieHE A¢hekTH npu 6edeta, m3noxenn Ha ABSIMKY B
yrpobata. [lanuute ot ynorpedbara Ha AB Y npu OpeMeHHHM KeHH 00ade ca OrpaHU4CHHU.
[Topaau ToBa € 3a mpeanoYnTaHe Aa ce I/I@rBa ynorpebarta Ha ABSIMKY 1o Bpeme Ha
OpeMeHHOCT.

. AKO cTe XKeHa C IeTepoicH TIOTCHIE, KENATENHO € /1a He 3a0peMeHsBaTe U Jia U3I0JI3BaTe
MOJXO/ISIIIL IPOTUBO3a4aThueH eiﬁg, kxoraro usnonszsare ABSIMKY u none 15 ceamunu cien
MIOCJIETHOTO TIpHIarane Ha A %KY

. ABSIMKY wmoxe ma mpemun ;@63 TUTAlIEHTaTa B HEPOJACHOTO Oebe. AKO CTe IoTydaBaiin
ABSIMKY mo Bpeme Ha 6péMEHHOCTTA cH, OebeTo Bu Moke 1a Ma 1o-BUCOK PUCK OT

WHPEKIHS

. BaxHno e n1a xaxere H@apme Ha Bamero 6e0e 1 Apyru METUIIMHCKY CTICIUAIICTH, aKO CTe
MOJTyYaBajy ABSII\% Mo BpeMe Ha OpeMEeHHOCTTa CH, Ipean 6e0eTo Aa MoTy4r KakBaTo U Ja
e BakcuHa. JKuBn HH, kato BLK BakcuHa (M3mo3BaHa 3a mpenasBaHe oT TyOepKys103a),
HE ce npenopl,q@ a Bamrero 6e0e mpe3 mbpBUTE JIBaHAJIECET Mecela Clie]] paXkK1aHeTo, aKko
CTe MoJTyJaB BSIMKY mo BpeMe Ha OpeMEHHOCTTa, OCBEH aKo JeKkapsT Ha Bamero 6ebe
HE MPETopE yTO.

. VYcreknnypMad Moxe Jja MpeMUHE B KbpMaTa B MHOTO MaJIKH KonmuecTsa. IlocbBeTBaiite ce ¢
Bamn&p, aKo KbPMHUTE WIIM aKo IUIaHUpate aa KbpMuTe. Bue n Bamusr nexap tpsoBa na
pem@ Tianmy TpsibBa Jia kepmute win Aa usnonssatre ABSIMKY - He npaserte u qBere.

Mo e 1 padoTa ¢ MalIMHA
AB Y He MoBIHsBA WK MOBIIMSABA IPEHEOPEKMMO CIIOCOOHOCTTA 3a modupaHe u padboTa ¢
M .

SIMKY cbabpaxa nosmcopoar 80
ABSIMKY coabpka 11,1 mg momucop6at 80 (E433) BbB Besika /1032, KOUTO Ca €KBUBAJICHTHH Ha
0,4 mg/ml.
[onmcopOatuTe MoraT Aa NPUUMHSAT aNePrU4HU peakuuu. TpsOBa na kaxkete Ha Bamms nekap, ako
MMaTe yCTAaHOBEHH AJICPTUH.
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ABSIMKY cbabp:ka HaTpuid

ABSIMKY cbabprka no-manko ot 1 mmol Hatpuit (23 mg) Ha 103a, T.€. MOXKeE J1a ce Kaxe, 4e
MPAKTUYECKU HE ChIbPiKa HATPUH.

Ipenu na Bu 6bae npunoken obaue, ABSIMKY ce cmecBa ¢ pa3TBop, KOHTO ChIbprKa HATPHIA.
T'oBopete ¢ Baius nekap, ako cTe Ha AU€Ta C HUCKO ChAbPKaHUE HA HATPHUH.

(O’O
3. Kak e ce nmpuiara ABSIMKY QQ/

ABSIMKY e npennasnadeH 3a ynotpeda noJi pbKOBOJCTBOTO M KOHTPOJIA Ha JIeKap ¢ orm'@
JMarHOCTHKATA U JICYeHHeTo Ha Oosect Ha KpoH uiM Ha yniepo3eH KOluT. Q

BamusT nexap me Bu npunoxxu ABSIMKY 130 mg koHIieHTpaT 3a HHPY3UOHEH P ﬁ upe3

KaIlKOBO BJIMBaHE BbB BEHATa HA pbKaTa (MHTpaBEHO3HAa HH(Y3UA) B IPOABIKECH Hall-MaJIKo
enuH dac. [ToceBerBaiiTe ce ¢ Bamus jgexap 3a ToBa, Kora mie Bu ce mocTaBsIT MHXXEKIUUTE U KOra I11e
ca clieIBalluTe KOHTPOJIHU Iperyiean. Qj
Kakso koaudectBo ABSIMKY ce npuiara &
BammusT nexap me permm kakBo kommmdectBo ABSIMKY tpsodBa na mo T€ M 32 KaKbB IIEPUO]] OT
BpeMe. 0)
Bb3pacTHu Ha 18 roaMHu uWiM no-roJjieMu fb
. JlexapsT 111e M3YMCIIU TpenopbunTeHaTa 3a Bac no3a angaBeHoe,Ha nH(}Y3Us Bb3 OCHOBA Ha
TenecHoTo Bu teriio. é

Bauieto TenecHo Terso @ )[o3a

<55 kg > 260 mg

> 55 kg 1o <85 kg Q/ 390 mg

> 85 kg RN 520 mg

<

. Crnen HavamHATa MHTPABEHO3HA 71032 u@n ObJIe MPUIIOXKEHA clieBalara j1o03a 90 mg
ABSIMKY upe3 uHxeKius mo;i KO)@& (ToTKOXKHA MHXKEKITUS) CIIe] 8 CeMUITA U CIIe]] TOBA
Ha Bceku 12 ceaMuIu. 9

Kak ce mpunara ABSIMKY O

[IwpBara no3a ABSIMKY 3a neqeﬁ&b’ Ha 6osecT Ha KpoH win ynepo3eH KOJIHT ce TIpuiiara oT JieKap
KaIKOBO BHB BeHA B pbKara (H&};)[QBGHOSH& UH)Y3HS).

I'oBopere ¢ Bamwus siekap, ari%_ aTe BBIIPOCH OTHOCHO mpuiaranero Ha ABSIMKY.

AKO cTe MPOMyCHAJH u@onssme ABSIMKY
Axo cre 3a0paBHIH Hn@ NPOITyCHAJIM Yaca CH 3a IpuiIaraHe Ha 703a, CBbpKeTe ce ¢ Bamms nexap

3a MJIaHUpaHe Ha HOQ.C.

AKko crte cnpean ynorpedéara na ABSIMKY

He e onmacno npere ynorpedbata Ha ABSIMKY. Ako obaue s cripete, Bamure cumntoMmu Moxe J1a
ce Bb300H .

Axko HM@ HSIKAKBU JIOITBJIIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKApCTBO, ITIOMHUTANTE
Ba ekap win (papmareBT.

&

Q@ Bb3MOKHYU HelKeTaHU peaKkuu

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAN3BHUKA HCKCIIAHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 ITIOJIy4aBa.

CepHo3HM HeKeJaH! peaKkuu

Hsxon MalMuCeHTHU MOXKE J1a UMAT CCPUO3HU HCIKCIIAaHU PCAKIUU, ITPU KOUTO Aa CC Hajlara CIIClIHO
74



JICUCHHUC.

AJIepruYHM peakiuy — MOsKe /1a H3NCKBAT crelHo Jedenune. Madopmupaiite Bamms
JleKap Wi He3a0aBHO MOTHPceTe CNelIHa MeJUIINHCKA MOMOIIl, aK0 3a0esIeKuTe HAKOH 0T
CJIeIHUTE MPU3HAIN.
. Cepuro3HHTE aNepruyHy peakyH (,,aHapuiakcus’’) ca peAKH Py Xopa, MpueMaliy bfb
ABSIMKY (moxe na 3acernat no 1 va 1 000 mymm). [Ipu3Hanure BKIHOYBAT: Q/
o 3aTpyAHEHO AWIIAHE UIIH MPErblaHe
o HUCKO KPBBHO HaJSITaHE, KOETO MOJKE /1a IPUYMHH 3aMasiHOCT WIIH CBeToy@m
o MOyBaHe Ha JIUIIETO, YCTHUTE, yCTaTa WK I'bPIOTO. O
. UYecTtuTe npu3HaNY Ha alepruyHa peaklus BKII0YBAT KOKEH OOpHB U YPT @ml (mMoxe
na 3acersat o 1 va 100 qymm). &

Peakuumn, cBbp3anu ¢ nHdy3usaTa — aKo ce jJekyBaTe 3a 06osectra Ha K WIH 32
yJIlepo3eH KOJUT, mbpBarta g03a Ha ABSIMKY e ce npuiiokn KankoBo BLB BeHa
(uaTpaBeHo3Ha nHQY3us). HAKkoM NanueHTH M0J1y4aBaT cepnomr@ PIrUYHN peaKuuu

10 BpeMe Ha HHQy3uATA. &

B penku ciyyau ce ch001IaBAT ajleprudHu 0eJIoApoOHU pe u 0eJ101po0HO

Bb3NajleHHEe MPH NAIUEHTH, KOUTO MOJIYYaBAT YCTEKUHY psidBa 1a KaxkeTe BegHAra

Ha Bamus jekap, ako nojy4yure CHMITOMHU KAaTO KAl , 3/1yX U BHCOKA

TeMIiepaTrypa. Q

AKO TIONy4HTE CEpUO3HA alleprUIHa PEaKIHs, Bamlxmg[efcap MOJXKe Ja pemnu, ue Bue He TpsOBa

na ynorpedsisare ABSIMKY otHoBo. Q

HNHdexuun — Moxe 1a U3MCKBAT cllelIHO Jigyenne. HezadaBHo nndgopmupaiite Bamms

JieKkap, aKo 3a0ej1e;KuTe HAKOI OT cne)mgpg{pnsnaun.

. MHQEKIUUTE Ha HOCA WIIH F’prOTO@lpOCTyJIaTa ca uectu (MOXKe Ja 3acersar Jio 1 Ha
10 ayum)

° WH(MEKIUNTE Ha JOTHUTE ,Z[I/IX@J‘IHI/I pTUIIA (TPBIHA HHPEKIINN) ca HedecTH (MoXe J1a
3acerdar 1o 1 ga 100 z[ynm)&

. BB3MAJICHUETO Ha nozucox‘g@sa THKaH (LIETyJINT) € HedecTo (MOXe J1a 3acerre A0 1 Ha
100 mymm) O

. xepriec 30ctep (BUA GD&‘EmeH 00pHUB C MEXypH) € HeyecT (MOKe Jia 3acerne o 1 Ha
100 mymm)

AN

ABSIMKY wmoxe n% anu criocobHoctTa B fa ce 6opute ¢ nHpeknuu. Haxon nHpexun
MOJKE Jia CTaHat c%@ HU M MOXKE J]a BKJTFOUBAT UH(EKIUH, TPUUYUHEHH OT BUPYCH, I'bOMYKH,
OakTepuun (BKH}(@ JIHO TYOEpKYJI03a) WK Tapa3uTH, BKIIFOUUTEIIHO UH(EKIIUU, KOUTO
BB3HHUKBAT Hp@IMHO MIPH XOpa ¢ 0TCIIa0eHa MMYHHA CUCTeMa (OMTOPTIOHUCTHYHU MH()EKIIHH).
[Ipu manueHTH, NOIyYaBallyd yCTEeKUHYMa0, ce ChOOIIAaBaT OMOPTIOHUCTHYHU HHOEKIMH Ha
MO3BK nedauT, MCHUHTHT), OeJIuTe IPpOoOOBE U OUHTE.

)10‘38 ynorpebssate ABSIMKY, Tpsi6Ba na ciequte 3a nmpusHanu Ha uHMekius. Te
YBaT:

B
Q BHCOKa TEMIICpATypa, I‘pI/IHOHO,Z[06HI/I CUMIITOMH, HOIITHO IIOTCHE, 3ary6a Ha TCTJI0

@O yMOpa UM 3ayX, YIIOpuTa Kaluiriia

TOMJIa, 3a4epPBEeHA 1 OOJIe3HEHA KOXKa UITH OOJIC3HEH KOXKEH OOPHB C MEXypH
napeHe Mpyu yprUHUpPaHe

JHapUs

3PUTEITHO CMYIIICHUE WJTH 3ary0a Ha 3peHHe

riaBoboJIve, CKOBAaHOCT Ha BpaTa, YyBCTBUTCIHOCT KbM CBETJIMHA, TAJICHE HITH
00BPKAHOCT.
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Hudopmupaiite Barmst 1ekap BeaHara, ako 3a0C/IeKUTE HAKOH OT Te3M MPU3HALM Ha
nHpekums. Te MmoraT ma ObIaT IpU3HAITA Ha MHPEKIMA KaTo TPhIHN HHPEKITNN, KOXKHI
MH(DEKIINY, XePIIeC 30CTeP WU OMOPTIOHUCTHYHHN HH(EKIIUY, KOUTO MOTAT Jia J0BEaT JI0
cepro3Hu ycnoxaenus. Madopmupaiite Bammus nekap, ako uMare HIKaKBa yIIOPHUTA WA
MOBTapsIIa ce MHQeKIs. BamusaT nexkap Moxke 1a pemry, 4ye He TpsiOBa Aa ymoTpedsBaTe
ABSIMKY, nokaro nngeknusata He Ob/lec U3JIeKyBaHa. Y BegoMmere Barms jgekap, 1 ako U
OTBOPCHHU PAaHU WK HapaHSIBaHUS, Thil KATO MOXe Jia ce MH(EKTHUpaT. 6%

JlolmeHe Ha K0KAaTa — HHTEH3UBHOTO 3a4YePBABAaHE U JIIOIIEHE HA KOKATA HA TO- QM
YYACTBK OT TAJIOTO MOKe 1a ¢a CHMIITOMHU HA ePUTPOIEPMUYEH MCOPHAZHC U
eKkc(oIMaTHBEH 1ePMATHT, KOUTO €A CEPHO3HH KOKHU 3a00J1siBaHNs. AKO 3aGenexure
HSIKO#i OT Te3W MpPU3HALM, TPsIOBA 1a nH(popMupaTe Bamus jiekap He3ada

JApyru HexeJlaHU peaKUUU o;b

YecTu HexenaHu peakuuu (Moxke 1a 3acerrar o 1 Ha 10 mymmm): ‘z\
TUApUs §/

rajeHe

MIOBPBILIaHE Q/

yMmopa Q

3aMasgHOCT féb

riaBoOore Q

cbpOex (mpypuryc) @
0oJKa B rbpOa, MyCKYJIUTE UM CTABUTE
BB3MAJICHO T'hPJIO \g/

3a4CpPBABAHC U 00JIKa Ha MSICTOTO Ha MHKE HpaHe

WHQEKIHS Ha CHHYCHUTE \>gj

HeuecTu He:keJaHHU peakunu (Moxe %erHaT no 1 ma 100 mymm):

WHQEKIH Ha 350HTe %

BaruHajiHa MHQEKIHs, npntk@la OT I'bOWYKH

Jernpecus .)¢

3aIylIeH HOC HITH XpeM

KbPBEHE, TIOCHHSBaH BbpsIBaHE, MOlyBaHE M ChpOEkK HA MACTOTO HA MHKEKTHPAHE

ycelaHe 3a ¢iaadocT

craJjaHe Ha Kje D) W3KpHUBSBaHE HAa MYCKYJIMTE HA €/IHATA MOJOBUHA Ha JIUIIETO

(,suIIeBa TIAp > Wy ,,liapanu3a Ha ben”), KosiTo 0OMKHOBEHO € BpeMEHHa

. MPOMsIHA HaACOpHa3nca ChC 3a4epBSIBAHE U HOBH MAJIKH, JKBJITH WIH OCIH MEXYPH T10
KOJKaTa, %ra NPUAPYKEHH ¢ TeMIiepaTypa (IIyCTyI03€H IICOPUA3UC)

. 66H€H€&)K3Ta (excosmanms Ha KoXxaTa)

. aKHe

Penku “&ena}m JIeKapcTBeHHU peakium (Moxxe jaa 3acerrar g0 1 Ha 1 000 gyrm)
o CPBABAHEC U JIIOUICHE Ha KOXKaTa Ha MMO-Ir'oJiAM Y4aCThK OT TAJIOTO, KOUTO MOXKE J1a
& HPOST WK J1a ca Oose3Henu (excdonmaTuBeH aepMaTut). [1oJoOHH CUMITTOMU MMOHSKOTa
Ce pa3BUBAT KaTO €CTECTBEHA MPOMSIHA Ha BH/a HA CHMITOMH Ha IICOPHA3UC
Q (epuTpoaEepMHYEH MICOPHUA3HUC).

!®o Br3nanenne Ha MamkuTe KPBBOHOCHH CHIIOBE, KOETO MOXKE Ja TIOBEE 10 KOKEH 0OpHUB ¢

QQ/

MAaJIKM YePBEHHU WIIH JIMIIABH MOy THHH, TEMIIepaTypa Wik 00JKa B cTaBuUTe (BACKYJIWT).
MHoro peaku He:keJl1aHH JIeKapcTBeHU peakuuu (Moxe na 3acerHat 7o 1 Ha 10 000 mymm)

. OOpa3yBaHe Ha MEXypH II0 KO)KaTa, KOSITO MOXe Ja ObJie 3a4epBeHa, ChpOosiia u
0ose3neHa (Oyno3eH nempurons).

76



. Kosken nmymyc eputeMaToiec ¥ Jymyc-mogo0eH CHHApPOM (YepBeH, HaUTHAT, JIFOIIEN] ce
00pYB B M3IIOKEHHUTE HA CIBHIIC YUACTHIU HA KOXKAaTa, KOUTO MOXKE J1a € MPUAPYKEH OT
OOJIKH B CTaBHTE).

ChobaBaHe HA HesKeJAHU PeaKIuu

AKO TIONy4HTe HIKaKBH HEXEJIAaHU JIEKAPCTBEHH PEeaKIny, yBeqoMere Bamms nexap wim dhapmair
ToBa BKIIIOUBA U BCUUKH Bb3MOKHU HEOITMCAHU B Ta3M JINCTOBKA HEXKEJIaHU peakiuu. MoxeTe ¢

Jia ChOOIINTE HeXENaHH PEaKLUK JUPEKTHO Ype3 HallMOHATHATa CUCTEMA 3a ChOoOIIaBaHe, moc aB
[punoxxenune V. Kato cro0mmaBare He)KeNaHN peakIny, MOXKeTe Ja JaIeTe CBOS MIPUHOC 3a &
MoJTy4aBaHe Ha MoBede HH(OpMaIHs OTHOCHO 6€3011acHOCTTa Ha TOBa JIEKAPCTBO. O

N

5. Kak na cexpansiBate ABSIMKY ’b
)

. ABSIMKY 130 mg xoHneHTpar 3a nHGY3UOHEH pa3TBOP CE MpHiiara B OQIHUIIA WIIH KITMHUKA U
HE ce HaJjlara MalyeHTUTe JIa TO ChXPaHsIBaT WIK 1a OOPaBAT C HETo. Qj

o Jla ce cpXpaHsiBa Ha MSCTO, HEJIOCTHITHO 3a Jela.

. Ha ce cpxpanssa B xnaaunHuK (2°C-8°C). Jla He ce 3ampassiBa. &

o CopxpansBaiite prakoHa B KAPTOHEHATa OIAKOBKa, 3a J1a Ce TIp 1 OT CBETJIMHA.

. He pasxmamaiite ¢pnakonnte ABSIMKY. IIponsmkuTtenHoT PrUYHO pa3KiIalaHe MOXe Ja
HOBPEIU JIEKAPCTBOTO. (o)

Q

He u3noJi3Baiite ToBa JIeKapCcTBO:

° CJIe/l CpOKa Ha TOJTHOCT, OTOENsI3aH BhPXY €TUKETA K%TOHCHaTa OIIAKOBKa CJIE]
»EXP*/,,T'onen no“. CpoKbT Ha TOIHOCT OTTOBAP é/nocne/:[mm JIeH OT IIOCOYCHHUS MECeIl.

. aKO TEYHOCTTA € C MPOMEHEH IIBST, MbTHA WJIH B Hesl ce 3a0eIIsI3BaT IUIYBAIU YyKIH YaCTHIIN
(BmwxTe TOukKa 6 ,,Kak nsrnexna ABSIMKY P@KBO ChIIbprKa OMaKoOBKaTa“).

. aKO 3HaeTe WM CMsTaTe, Y& MOXKeE /1a € Ou JI0’KEHA Ha EKCTPEMHHU TeMIeparypu (KaTo
MHITUICHTHO 3aMPb3BaHE WU 3arp;IBaH§

. aKo MPOAYKTHT € OUJI CHEPrUIHO PA3KIAVCH.

. aKo oOKaTKaTa € CUyIeHa.

o
ABSIMKY e camo 3a enHOKpaTHa y ¢0a. Paspenenust nH(]py3n0OHEH pa3TBOP WITH

HCHUBIIOJI3BAHUAT NPOAYKT, OCTaHaJIi q)HaKOHa 1 B CIIpMHIIOBKATa, TpH6Ba Jla C€ U3XBBHPJIU B
CHOTBECTCTBUC C MCCTHUTEC U3HMCKBAHYA.

AN

6. Cbm,pma}me Ha OE%OBKaTa U JOIMBJIHUTETIHA I/I]-[(l)OpMaIII/Iﬂ

Kaxkso cpabp:xa AB Y

. AKTHBHO BC&BOZ ycreknnymab. Beeku dtakon chabpka 130 mg yerekuaymad B 26 ml.

° Jpyru cbCTARKY: AuHATPHEB eaerar aquxuapar (E385), L-xuctuann, L-XUCTHINHOB
xnupoxn@wl MoHoxuapart, L-metronun, monucopbat 80 (E433), 3axapo3a 1 Boa 3a MHIKEKIIH.

a ABSIMKY #u kakBo cbAbpKa ONaKOBKAaTa

¢ 0e3lBeTeH /10 0JICI0XKBIIT U OUCTHP JI0 JIEKO ONAIECIECHTeH HH(Y3UOHEH Pa3TBOP.

€ B KapTOHEHAa ONaKOBKa, ChIIbprKallla €InH €HO0030B CThKIEH (hi1akoH oT 30 ml. Beekn
paAbpka 130 mg ycrekunymab B 26 ml KOHUEHTpAT 3a HH(Y3HOHEH Pa3TBOP.

HUTEKATE] HA Pa3speICHUETO 3a yHOTpeﬁa

Q‘\ccord Healthcare S.L.U.
World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta
08039 Barcelona
Hcnanus
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

IIpousBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice

ITomma

(
Accord Healthcare B.V. b
Winthontlaan 200, QI
3526 KV Utrecht, &Q
Hunepnannus

3a mompIHUTETHA WHGOPMAITHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C noxamv.ke
MpeCcTaBUTEN Ha IPUTEXKATENs Ha pa3pelieHHeTo 3a ynorpeoa: ,b

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

Accord Healthcare S.L.U. &

Tel: +34 93 301 00 64 Q
,,)Q

EL
Win Medica A.E. Q/O
TnA: +30 210 74 88 821 @

JlaTa Ha MOCJIeHO NMpepa3sriiekIaHe Ha JINCTOBKATA {@/I/ITFF}.

[Monpo6Ha uHDOpMAaLKs 3a TOBA JICKAPCTBO € Hpenowuseﬂa Ha yeOcaiita Ha EBpornelickaTta areHius
1o JiekapcTBaTa https://www.ema.europa.eu/. N
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https://www.ema.europa.eu/

ITocodenara mo-moiry mHGOpMaINHsI € MpeaHa3HAYCHA CaMO 32 MESTUITHHCKH CITCITHATICTH:

IIpocaenumoct

3a na ce mogoOpH MPOCIeTUMOCTTa Ha OMOIOTHYHUTE JIEKApPCTBEHHU MPOITYKTH, UMETO U TAPTUIHUAT
HOMEp Ha MPHUIIOKCHUS MPOIYKT TPsIOBA SICHO J1a CE 3aluCBarT. Q

VYkazanus 3a pazpekaaHe: Q®

ABSIMKY xonueHTpar 3a nH(y3HOHEH pa3TBOp TPsiOBa a ce pa3peau U Ja ce MOArOTBH @
MEIUIMHCKH CTICIIMAIUCT C IOMOIITA Ha ACENITHYHA TEXHHKA. Q

naruenTa (k. Touka 3, Tabmumna 1). Beexu guakon ABSIMKY 26 ml ¢b, 130 mg
YCTeKHHyMao.

2. Usrernere u n3xpbpiere oT nHQY3HOHHMS cak oT 250 ml obem oT pa3 Ha HaTpHUeB XJIOPH]
9 mg/ml (0,9%), paBen na o6ema ABSIMKY, koiito TpsibBa 1a ce 1 . (m3xBBpIIETE 26 MI
HaTpueB XJIopuy 3a Bceku HeoOxoanm dmaxkon ABSIMKY, 3a 2 Ha n3XBbpIeTe 52 ml, 3a
3 ¢makona m3xBbpaere 78 ml, 3a 4 hnakona nzxBupaere 104 m

3. Uzrernere 26 ml ABSIMKY or Bcekn HeoOxoauM (akoH U obaBeTe KbM WH(Y3HOHHUS
cak ot 250 ml. Kpaitaust obem B mHPY3HOHHUS cak Tp;{63%%u[e 250 ml. BaumarenHo

1. Wzuncnere nozara u 6post Ha HeoOxonumute guakonn ABSIMKY Bb3 ocs:&a ery0To Ha

cMecere.

4, [penu nmpuaoKEeHUETO MPOBEPETE BU3YATHO pa3pCI[eHI/I$I&3TBOp. He ro ynotpe6siBaiite, ako ce
HaOJII01aBaT BU3yaIHO HEMIPO3pauHH YacTUIIH, npOMﬂ@Ha [BETA WM YYy>KAU YaCTHIIH.

5. [punoxere pa3peneHns pa3TBOp 3a MEPHOJ OT Hal”@amco enuH Jac. Ciest KaTo ce pa3pen,
MPUIAraHeTo Ha WHPY3UOHHUST Pa3TBOP Tpﬂ6Ba®ce W3BBPIIN B paMKUTE Ha 24 daca cief
paspexnaHeTo B MH(PY3UOHHHS Cak.

6. Wznom3Baiite camo HaOoOp 3a HH(Y3US C BT , CTEpUJICH, aTUPOTeHeH (PIITHP ChC CIad0
CBBp3BaHE Ha MTPOTEHHU (pa3Mep Ha Iop ,2 MUKPOMETpA).
7. Bceexku ¢uakoH € caMo 3a €IHOKPaTHO O’KEHHE ¥ HEM3IOJI3BAHUSAT JICKAPCTBEH MPOYKT

TpSI6Ba Ja C€ U3XBHPJIU B CT»OTBQTCT%C MCCTHHUTC U3UCKBAHMA.

A

CobxpaHeHue J&
AKO e He0OX0UMO, Pa3peNeHHAT 1 OHHMST PA3TBOP MOJKE JIa CE ChXPaHsABA HA CTaiiHa

temneparypa. [Ipunaranero Ha HHQY3NOHHUAT Pa3TBOP TPSAOBA Ja ce U3BBPIIM B paMKUTE Ha 24 yaca
clies1 pa3pexxaaneTo B nH(Gy3noHHUs cak. Jla He ce 3aMpa3ssiBa.

Q%{_
O
&

¢S

L

Q)Q(J
&
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JlncroBka: undopmanusi 3a NoTpeduTENA

ABSIMKY 45 mg un:keKIIMOHEH Pa3TBOP B MPeIBAPUTEIHO HATbJIHEHA CIPUHIIOBKA
yerekunyma6b (ustekinumab)

V Tozu JICKApCTBEH MPOIYKT MOJICKH Ha TOIBIHUTEIHO HabmoaeHue. Tosa 1e mo3Boiu 0bp3 fb
YCTaHOBSIBAHE HAa HOBAa MH(OpPMAIUsl OTHOCHO Oe30MacHOCTTa. MOoXkeTe Ja JaieTe CBOSI PUHOC
CHOOIINTE BCSIKA HEYKEaHa PeaKIns, KOSITO CTE MOMyYIIIM. 32 HauWHa Ha ChOOIIaBaHe Ha Hex@m&
peakIiy BIXKTE Kpast Ha TOYKa 4. é

IIpoueTeTe BHMMATEIHO USVIATA JIMCTOBKA, MPEIM 1A 3aM04YHETE 1A U3M0JI3BaTe T
JIEKapCTBO, Thil KATO TS ChAbLPKA BaxkHA 3a Bac undopmanus.

Ta3u n1ucTOBKA € HANKMCAHA 32 MALMEHTA, KOHTO MpHeMa JIeKapCTBOTO. AKO G} poaUTE] WM
HACTONHMK, KoiiTO m1e mpuiara ABSIMKY na nere, MoJisi mpouerere BHI/%TQHHO Tazu

uHdopmanus. Qj

- 3anazere Ta3u JUCTOBKA. MOXe 1a c€ HANOXKU /1a s IPOYETETE O

- AKO MMate HIKaKBH JIOBIHATETHA BBIIPOCH, TTonnTaiiTe Bammys fekap wimu GpapmarieBT.

- Toga nekapcTBo € nmpeanucano Ju4Ho Ha Bac. He ro npeotc QﬁTe Ha JIpyru xopa. To Moxe
Ja UM HaBpE€AH, HE3aBUCHUMO Y€ IPU3HAIIUTE HA TAXHOTO 3&B3HC ca ChbIIUTE KAaTO Bammre.

- AKO TIONTy4HTe HIKaKBH HEXEIIAHU PEaKIlnu, YBEAOMETE %m/m nekap win papmarnent. ToBa
BKJIFOYUBAa U BCUYKHU Bb3MOXXHH HCKCIAaHU pE€aKIIuu, H WCAHU B Ta3u JIMCTOBKa. BuxkTte

TOouKa 4.
Q

KakBo cbabp:ka Ta3u JUCTOBKA *2\

Kakso npencrasnsisa ABSIMKY u 3a kakBo ®43HOH3B3
Kakso Tpa6Ba ja 3HaeTe, npeu aa u3nonsegre ABSIMKY
Kaxk na msnonssare ABSIMKY @

BB3MOXHU HEKETIaHU PEAKIIUU

Kak na cexpanssare ABSIMKY

CwappikaHre Ha ONIAKOBKAaTa U Bo&gmenﬂa nHpOpMAIUL

®)

1. Kakso npeacraBiassa AB KY u 3a kakBo ce u3moJji3Ba

\
Kakso npencraBassa ABSI Y
ABSIMKY cbabpixa amn% 0 BEIIECTBO ,,yCTEKUHYMa0”, KOETO € MOHOKJIOHAJIHO aHTHUTSLIO.
MOHOKJIOHATHHTE amm@ a TIPOTEWHU, KOUTO PAa3MO3HABAT U CBBP3BAT OINPENEICHN CIIeTNPHIHU
MPOTEUHU B OPraHU3M

oL E

ABSIMKY anHa@e;H KBM I'pyTia JIeKapcTBa, HapeueH! ,,MMyHocynpecopu”. Te3u nekapcTBa
NeicTBaT, KaTO HAMAJIABAT aKTUBHOCTTA Ha YacT OT UMYHHATa CHCTEMA.

3a KakBoO nmo3Ba ABSIMKY

ABSIMK(( € M3I10JI13Ba 3a JI€UEHHE Ha CIIEAHUTE Bh3IAJIUTEIHH 3200/ IBaHU:

° OB MICOPUA3HUC - TP B3PACTHH U JIella Ha Bb3PAcT OT 6 TOAMHU U MO-TOJIEMHU
° OpUaTHYEH apTPUT — IIPU Bh3PaCTHU

° \&_IDYMepeHa 110 Texka 0ostecT Ha KpoH — Ipu Bb3pacTHH

Q/ YMepeH 70 TEKBK YIIEPO3eH KOJUT — IPH Bb3PACTHU

Ql_[.]'[aKOB nmcopuasuc

,»1 ITAKOB TICOpHa3uc” € KOXKHO 3a00IIsIBaHe, KOSTO BOJIU JI0 BB3MAJICHHE, 3acATall0 KOXaTa U HOKTHUTE.
ABSIMKY nHamaisiBa Bb3MaJICHUETO U IPYTUTE IPU3HALIK Ha 3a00JISIBAHETO.

ABSIMKY ce uznon3sa npu Bb3pacTHH C YMEPEH 10 TeXbK [UIAKOB IICOPHA3HC, KOUTO HE MOTaT Aa
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H3M0JI3BAT HUKIIOCIIOPHUH, METOTPEKCAT UIIN Q)OTOTepaHI/IH, WJIA KOTaTO TE3H JICUSHHS HE JIeHCTBaT.

ABSIMKY ce nznon3sa npu Jena 1 IOHOIIHN Ha Bb3pacT 6 TOAWHU U TO-TOJIEMH C YMEPEH A0 TeXKbK
TUIAKOB TICOPHA3NC, KOUTO UMAT HETTOHOCHMOCT KbM (hoTOTEpanys Win APYTrd CUCTEMHH Teparnu, WIn
KOTaTo TEe3H JICUCHH He JIeiicTBar.

IlcopuaTnyeH apTpuT b
[IcopuaruueH apTpuT € Bb3MAINTEIHO 3a00Is1BaHEe HA CTABUTE, OONKHOBEHO CHITBTCTBAHO OT Q/
ncopuasuc. AKo UMaTe akTUBEH IICOPUAaTUYEH apTPUT, IbPBO 1ie Bu nekysat ¢ apyru nekap, . Ako

HE Ce MOBJIHMSIETE IOCTATHYHO N00pe OT Te3| JeKapCTBa, MOXe a Bu ce mpeanuiie ABSIIV@ ,3a 11a

ce: Q

. HaMaJIsT MPU3HALUTE U CUMIITOMUTE Ha 3a0oisiBaHeTo By; A

. rogo0pu pusnyeckoTo Bu cherosHuE; ’b

. 3a0aBu yBpekaHeTo Ha BamuTe craBu. O)

Bosect Ha Kpon “2\

Bonecrra vHa Kpon e Bp3nanmuTenHo 3abonsBane Ha yepBara. AKo nMate 0 Ha Kpon nepBo 11e
Bu ce nanat npyru nekapcta. AKO HE ce MOBJIHSIETE JOCTAThYHO WK HEMOHOCUMOCT KbM T€3U
nexapcTBa, Moxe 1a Bu ce nane ABSIMKY 3a namansiBane Ha mpu3 € ¥ CHMIITOMUTE Ha
3abomsiBaneTo Bu. 0)

Yauepo3eH KoJIUT fb
VYepo3HUAT KOJIUT € BB3NAIUTENHO 3a00II1BaHe Ha YepBaTa, AK0 UMAaTe YILEPO3eH KOJIUT, TbPBO
e Bu ce magat apyru nekapctBa. AKO HE ce IIOBJIMSABATE z[og!e WM UMaTe HEOHOCUMOCT KbM T€3U
nekapcTBa, Mmoxe na Bu ce mage ABSIMKY 3a HaManﬂB@Ha MIpU3HAINTE ¥ CUMITTOMHTE Ha BamreTto
3a00JIsIBaHe.

<

2. KakBo TpsioBa 1a 3HaeTe, npeau Aa H3r@33aTe ABSIMKY

He n3nomsBaiite ABSIMKY

° AKO cTe aJIepru4HH KbM yCTeK a0 WIN HAKOS OT OCTAaHAJIUTE ChCTAaBKH HA TOBA
JIeKapcTBO (M30pOSHU B TOUKA 61&
° AKO UMaTe aKTHBHA an)eE , kosiTo Baiudr siekap Hamupa 3a 3HauuMa.

AKO He CTe CUTYpHH Tl H;{Kg T H30pOEHHTE MO-Tope ce oTHacs 3a Bac, mockBeTBaiite ce ¢ Bamms
JieKap uiu GpapMaresr, npeﬂs ma m3nonseate ABSIMKY.

Mpexynpe:xnennst u np. %HH MEpPKH

I'oBopere ¢ Bamus e %H ¢apmanest npeau na msnonssare ABSIMKY. Bamust nexap mie
MIPOBEPHU CHCTOSHHE U TIpeliu BCsKo JiedeHue. Tpsa0Ba 1a cre CHIypHH, Ye cTe yBeJoMWIn Barus
JIeKap 3a BCAKO 32 aHe, KOETO uMare, rpeau Besiko JedeHne. Chiio Taka nHpopmupaiite Bamms
JIeKap, aKo HACKQPO CTe OMJIM B KOHTAKT C YOBEK, KOMTO MOKe J1a MMa TyOepKyno3a. Bamusar siekap
e Bu npernggau 1me HanpaBu u3cienBaHe 3a TyOepKys03a, npeau na uznonszsare ABSIMKY. Ako
Bamwsr ne MSITa, Y€ CTe M3JI0KEHH Ha PHCK OT TYOepKys03a, Moke Jia Bu npeanuie ekapcrsa
32 JICUCHUETY 1.

Cne 32 CEPMO3HM HEKeJIAHU PeaKIHH
A Y Moe /1a Ipeu3BUKa CEpUO3HN HEeXEIaH! PEaKIIiH, BKITIOUNTETHO aJepIHIHU PEaKIui 1
exuun. TpsOBa 1a cnenuTe 3a oNpeneNeH Ipu3Haly Ha 3a00JIsIBaHuUs, JOKAaTO pueMare
SIMKY. Buxre ,,Cepro3HN HeXeNaHH Peakiuy’ B TOUKA 4 3a ITBJIHUS CIIUCHK HA TE3H HEXKEJIaHH
%eammn.

Mpeaun na uznomsare ABSIMKY undopmupaiite Bamus nexap:
. AKO HSIKOTa cTe HMaJIu ajiepruvyHa peakuus kbM ABSIMKY. Ako He cTe CUr'ypHH,
nonuraiite Bamus nexap.
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. AKO HAKOra cTe HMaJIM HAKAKbB BH/ PaK — TOBA €, 3al[0TO UIMYHOCYIIPECOPUTE KaTo
ABSIMKY orcna0bBat gact oT IMyHHaTa cucteMa. ToBa MOKe Jia TIOBHIIIM PUCKA OT PakK.

. AKO cTe JJeKyBaHH 32 ICOPUA3MC C IPYTrd OMOJOTHYHH JIEKAPCTBA (JIeKapcTBo,
NMPOU3BeIeHO OT OHOJOrHYeH U3TOYHUK M 00MKHOBEHO MPUJIATAHO Ype3 HHKEKIHA) -
PHUCKBT OT paK MOXKE JIa € IO-BHCOK.

. AKO UMaTe WJIN HACKOPO cTe MMAJIH MH(EeKIU. bfb

AKO MMaTe HOBHM HJIM MPOMEHSIIIN Ce JIe3NU B YIACTBIUTE C TICOPUABUC WU TIO Q/
He3acerHaraTa Koxa.

. AKO HSIKOra cTe HMAJIM aJIepruyHa peaKkius KbM JaTeKce uid uHxexkuus ABSI I\/}f&
OTAaKOBKaTa, B KOSATO CE HAMHPA TO3H JICKAPCTBEH MPOAYKT, ChIbpPXKA JTaTEKCOBA Ty, 05ITO

MOXe J1a IPEM3BUKA TEKKU aJePTUUHH PEaKluy MPU X0pa, YyBCTBUTEIIHU KbM JaTeke. BukTe
,Clenere 3a CepMO3HU HEKETIaHU peakuy’ B TOUKa 4 3a MpU3HaLKUTE Ha aﬂeprﬂ;a peaxiusi.

o AKo moJiyyaBaTe APYro JiedeHue 3a MCOPHA3UC H/HIIH COPUATHYEH apTPUHF — KaTo Ipyru
MMYHOCYTIpecopH WiH (hOToTeparus (KoraTo TsUIOTO C€ JeKyBa C THIT ynTpﬁyoneTOBa (Uv)
cBeTNHA). Te3u JeueHns ChII0 MOXKE /1a OTCIIA0AT YacT OT UMyHHaTa cugreMa. M3non3BaHero
Ha Te3u Jieuenus 3aeqHo cs¢c ABSIMKY He e u3cnensaHo. BB3MO)KH$3‘IG, TO 73 YBEJIHYH
pHucKa OT 3a00JI9BaHus, CBBP3aHHU C OTCIa0BaHe HAa UMyHHATa CI/ICT@

o AKoO moJiyyaBaTe WJIH HAKOra cTe MOJIy4aBaJau HHKEKIHH 32 @ HHe HA aJIeprum — He €
m3BectHO namu ABSIMKY Moxe na okaxe BIUSHUE BEPXY TA
. AKO cTe HAa M HaJ 65 roIMHHN — MOXKE JIa CTE TI0-CKJIOHHH K dexum.

AKO He CTe CHTYpHH JIAJIH HIKOE OT TOPEn30pOCHHTE Ce OTHacﬂQ Bac, nocsBeTBaiiTe ce ¢ Bamms
nekap uinu papmarieBT, npeau na unonzsare ABSIMKY. @

Hsikon manmeHTH Noy4aBaT JyMyc-oA00HU peakivy, @lquTenHo KO)KEH JIyIyC epuTeMaToziec U
JyIyc-oA00eH CUHAPOM, IT0 BpeMe Ha JIEUCHHUE C yCTeﬁ&\HyMaﬁ I'oBopere Bennara ¢ Bammus nekap,
aKo MOJTy4HTe YepBEH, HaJUTHAT, JIOIIEI] ce o6pHB@)HﬂKora C TIO-ThMHU TPaHUILIY, B U3JI0KEHHUTE
Ha CITBHIIE YYACTBIM HA KOXKATa WM CTABHU 00T

ChbpaedeH HH(PAPKT M MHCYJITH @

WudapkT 1 HHCYNTH ca HaOIOJaBaHu B IT BaHE IIpH NAIMEHTH C IICOPUA3NC, JIEKYBAHU C
ycTekuHyMa0. Bammsit nexap peoBHO, POBepsIBa pUCKOBHTE (DAaKTOPH 3a CHPACUHO 3a00JsIBaHE U
uHCynT npH Bac, 3a na e curypHo, ue JIeKyBaT 10 mmoxoasm] HaunH. HezabaBHO moTbpcere

MEIHUIIMHCKA TIOMOIII, aKO Honqu3 @rKa B I'bPJIUTE, C1a00CT WM HEOOUYAWHO yCeIllaHe OT eHaTa
CTpaHa Ha TAJI0TO, OTIIYCHATOCT HA WHUIETO UKW I'OBOPHU WUJIN 3PpUTCIIHU CMYIIICHUA.

AN

Jlena v roHOIIM g

ABSIMKY He ce npernop 3a ynorpeba Mpu Jiena Ha Bb3pacT 1MoJ1 6 TOJUHH ¢ TICOPHA3UC WITH TIPU
Jera Ha Bh3pact mof 18 1 C TICOpUATHYEH apTpHT, ¢ Oonect Ha KpoH iy ¢ ynepo3eH KOJuT,
3aI0TO HE € HpOY‘IBaP@ Ta3® BB3pacToBa Ipylia.

Apyrun nexapcn;@%ccmm u ABSIMKY

TpsabBa na kaxese Ha Bamms nexap wim gpapmanesT:

. Ako 1 aTe, HACKOPO CTe IIpUeMalli WM € Bb3MOXKHO J1a IIpUeMETE JIPYTH JISKapCcTBa.

. Axodjackopo Bu e npaBena niu miiaHuparte 1a Bu ce mpaBu BakcuHanus. JJokaTo u3non3pare
KY, HIKOU BHJJOBE BAKCHHHU (XKMBH BAaKCUHH) HE TPsiOBA J1a ce Mpuiiarar.

. cre nonyuaBanu ABSIMKY 1o Bpeme Ha OpeMeHHOCTTA, TPsIOBa J1a KaXKeTe Ha JieKaps Ha

,b 6ero Bu 3a neuennero cbc ABSIMKY,, ipean To 1a mosryuu KakBaTo H Jia € BaKCHHa,

\i_ BKJTIOYMTEIIHO )XKMBU BakcuHU, kato BLJK BakcrHa (M3no3Bana 3a npennasBaHe oT

Q/ TyOepkyIo3a). JKuBuTe BakCHHM He ce MpenopbuBaT 3a Bamero 6e0e mpe3 mbpBUTE ABaHAAECET
Q Mecelia cliesi paxaanero, ako cre nonydasa ABSIMKY o Bpeme Ha OpeMEeHHOCTTa, OCBEH
ako JiekapsT Ha Bamero 6ebe He mpenopbya Apyro.

BpemenHocT U KbpMeHe
. AKo cTe OpeMeHHa, cMATaTe, Y€ MOKE J1a CTe OpeMeHHa MU IUIaHUpaTe OPEeMEHHOCT,
nochBeTBalTe ce ¢ Bamms nekap npean yrnorpebara Ha TOBa JIEKapCTBO.
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. He e HaGmronaBaH 0-BUCOK PUCK OT BpozeHH AedekTu mpu 6ederta, n3noxenn Ha ABSIMKY B
yrpobara. Jlanaute ot ynorpebara Ha ABSIMKY npu Opemennn sxeHu obade ca OrpaHHUYCHH.
IMopanu ToBa e 3a npennounTtane aa ce n3osarea ynorpedara Ha ABSIMKY mo Bpeme Ha
OpEeMEHHOCT.

. AXO cTe KeHa ¢ IeTepoieH MOTEHIMA, KEJaTeTHO € J1a He 3a0peMEeHIBaTe U JIa U3M0JI3BaTe
[TOAXO/IAIII TPOTHBO3aYaThueH MeTo, Koraro usnonseare ABSIMKY u mone 15 ceamuniu @
nociaeAHoTo npuiaaraie Ha ABSIMKY., Q/

. ABSIMKY wmoxe 1a npeMuHe pe3 IIaleHTara B HepoaeHoTo 0ebe. AKO cTe MoaydaBa,
ABSIMKY mno Bpeme Ha OpeMeHHOCTTa cHu, OebeTo Bu Moske /1a iMa Mo-BUCOK PUCK (&Q
WHQEKIHA. O

. BaxxHo e 1a kaxkere Ha JiekapuTe Ha Bamero 6e0e u Apyru METUIIMHCKH CIICIU @4, aKo CcTe
nony4aBaiun ABSIMKY mo Bpeme Ha OpeMeHHOCTTA CH, Tipean 0e6eTo na HOHA(&KB&TO 1 1a
e BakcuHa. JKuBu Bakcunw, kato BLI)K Bakcuna (n3mon3BaHa 3a npennamseme‘ﬁ TyOepKyino3a),
He ce IpenopbuBart 3a Bamero 6e0e npe3 mbpBUTE JBaHAZCCET Mecela cne@amnaHeTo, aKo
cte nmomygaBanu ABSIMKY mo Bpeme Ha OpeMeHHOCTTa, OCBEH aKo neli?gn Ha Bamerto 6ebe
HE Mpenopbya IPyro.

. YcreknnyMad Moxe Jja MpeMUHe B KbpMaTa B MHOTO MaJIKH KonudeCrBa. [lochBeTBaiite ce ¢
Bamms nekap, ako KbpMUTE WJIM aKO IUIAHUpATe 1a Kbpmute. Bu amumsT Jekap TpsaoOBa 1a
pemmTe nanu TpsAOBa Ja KbpMUTE Win qa m3noi3sate ABSIM € TpaBeTe U JBETE.

Hlodupane u paéora ¢ MAIIMHU t
ABSIMKY He nosnusiBa Win MOBJIKSBA IPEHEOPEHKUMO cnoco@cwa 3a mogupane u pabora c

MallvHH. @

ABSIMKY cbabpka mosaucopodat 80 Q/
ABSIMKY coabpika 0,02 mg monucop6ar 80 (E433) BCSIKA 71034, KOMTO Ca CKBUBAJICHTHH HA
0,04 mg/mi

[onmcopOarute MOraT a IPHYMHAT alleprudHu pEakimn. TpsioBa 1a kaxkete Ha Bawust sekap, ako
nMarte yCTaHOBEHU aJIepruu. @

3.  Kak na manonszsare ABSIM KX&,QO
ABSIMKY e npenHa3nadeH 3a ynorfieha moji ppKOBOJICTBOTO U KOHTPOJIA HA JIEKap C ONUT B
JICUEHHMETO Ha 3a00iIgBanus, 3a Koudo e mokazan ABSIMKY .

. \
Bunaru n3nonssaiite ToBa J1eKapcTBO TOUHO KakTo Bu e ka3zan Bammsat nekap. AKo He cTe CUTYpHH B
Helo, nonuraite Bamws ngrap. IloceBerBaiite ce ¢ Bamus jgexap 3a ToBa, kora e Bu ce nocrassr
HWHXEKIMUTE U Kora I1e % JBAILUTE KOHTPOJIHM IIPETIIECAN.

KakBo xoanuyecTn IMKY ce npunara
Bamwsr nexap 1 kakBo koimuectBo ABSIMKY T1psbBa ia nomyuuTe U 3a KakbB IEPHOJ OT

BpeEME. \2\

Bn3pacTH 18 ronuHu WM MO-roJIeMH
Tlcopuazic Yiin icopuaTHIeH apTpUT
° oppuUMTENHATa HavanHa o3a € 45 mg ABSIMKY. [anuentu ¢ Terno Has
0 kunorpama (kg) Mosxe n1a 3amounat ¢ 1o3a 90 mg BMecto 45 mg.
. @Cneﬂ HaydaHaTa 7032, cieasamara Bu mo3a mie 0b7e 4 ceiMUIH MO-KBCHO H CIIE/ TOBA Ha
Q/\% Bceku 12 ceamuiu. Cneasamure 1031 OOMKHOBEHO ca ChIUTE, KATO HavaJlHaTa J1034.

Bosect nHa KpoH nin yianepo3eH KOJTUT

o [To Bpeme Ha neuenueto Barmsr nekap 1ie Bu npuioxu nbpBaTa 7103a OT NPUOIM3UTETHO
6 mg/kg ABSIMKY upes kanmkoBo BIMBaHe BbB BeHA Ha pbKaTa (MHTpaBeHO3HA HH(Y3HUS).
Cnen HavaaHaTa 7034, I1e noay4ure cieasaiiara go3a 90 mg ABSIMKY crnen 8 cenmuiiy,
ciie ToBa mpe3 12 ceMUIU Upe3 MHKEKIUS 0] KoxKaTa (ITOIKOXKHO ).
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. [Ipu HAKOM HALMEHTH, I IbpBaTa MoAKoKHa uHxkekiusa, 90 mg ABSIMKY moxe na ce
nmpuiara mpes 8 ceJIMUIK. BaimusT nekap 1e pemu Kora TpsoBa Ja MOoJy4uTe cieBaiaTa cH
703a.

Jena u roHOIIM HA 6 TOAMHM WJIH MO-TOJIEMH

Ilcopuasuc @f)b

. JlexapsT TpsiOBa 1a onpeaeny NpaBuiIHATA 3a Bac 1032, BKIIIOYUTEIHO U KOJIMYECTBOTO (0O
ABSIMKY, xo#iTo Tpsi0Ba 1a ce MHKEKTHUPA, 3a Aa € MpaBUiIHa go3aTa. [IpaBunHara 1o
Bac me 3aBucu ot Bamero TenecHo Terno no BpeMe Ha BCsiKa J03a. &

. Axo TexxnTe mo-manko ot 60 Kg, asma mososa ¢opma 3a ABSIMKY 3a mena ¢ TCJ‘IGC@ TETJIO
mox 60 kg, mopaam koeTo TpsiOBa Aa ce M3MONA3BAT APYTH MPOIYKTH, ChIBPIKAIIN KHHyMao.

. Axko texure ot 60 kg no 100 kg, npenopruntennara go3za e 45 mg ABSIMKY.

. Axko texure nmoseue oT 100 kg, mpenoppunrennata qo3a e 90 mg ABSIMKY/

. Cnen mavyannara fo3a, cieaBamara Bu goza me 0b1e 4 ceqmunu HO-KLCHcﬂgcnen TOBa Ha
Bceku 12 ceqMHUIIN. Q\

Q

Kak ce npunara ABSIMKY

. ABSIMKY ce mpuara kato HHXKEKIUS 0] KOKaTa (TTOIKOKHO aganorto Ha Bammero
neuenne, ABSIMKY moxke na ce HHXeKTHpa OT JIeKap W ME HCKa cecTpa.

. Bue u Bammst nekap, o6aye moxe na pemure, ye Bue caMI/MQ? Jla CH MHXKEKTHpaTe
ABSIMKY. B TakbB ciny4ail e npeMuHeTe 00ydeHne Kal@cn umwkektrpare ABSIMKY
CaMOCTOSITEIHO.

. 3a ykazanus kak na umkektupate ABSIMKY BmxTe @caaamxm 3a MpuUIIoKeHue” B Kpas Ha

Ta3u JUCTOBKA.
rOBOpCTC ¢ Bammus JICKap, ako UMAaTC BBIIPOCH OTHOCH&& KaK caMH Jia IIOCTaBATC HHXKCKIHUATA.

AKO cTe U3M0JI3BAJIM MOBeY€e 0T Heo0X0IuMaTa n@a ABSIMKY

AKO cTe M3MOJI3BaIH WK ca Bu npunoxum TOBEUEOT HeoOxomumara no3a ABSIMKY, nezabaBHo ce
MOChBETBATE C Jekap wiu hapmareBT. Bunargiécere ¢ Bac kaproHeHaTa OmakoBKa Ha JISKapCTBOTO,
JIOpH | J1a € Tpa3Ha.

AKO cTe MPOIyCHAJIH 12 U3110JI3BaTe) IMKY
AKO cT€ MPOIyCHAIH 1032, CBBPKETE Bamus nexap nnu gapmanest. He npunaraiite qoiina

1034, 3a 1a KOMIICHCHUPATC nponyc& a J103a.

AKko cTe cnipesin ynorpedara aa ABSIMKY

He e onmacHo na ciipere ymo ta Ha ABSIMKY. Ako obaue s cripere, Bammrte cumntomu Moxe 1a
ce Bb30OHOBAT.

AKo MMaTe HIKaKBH H@;HHTGJ‘IHH BBIIPOCH, CBBP3aHH C yIoTpedaTa Ha TOBA JEKapCTBO, MOMHUTAITE
Bamms nexap nnn alleBT.

4, BL3M(@ HE)KeJIaHU peakiuu

Kakrto B " JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKECIIAHU p€aKlIun, BBIIPEKHU Y€ HE
BCCKH, OJIy4daBa.

®Cepn03lm HesKeJaHU peakuuu
OM MalMEHTH MOXeE Ja UMaT CEPHO3HHU HEXEIaH! PeaKluu, IPH KOUTO Jia C€ Hajlara CIelIHo
CucHUe.

AJlepruyHM peaKkiMu — MOsKe 1a U3MCKBAT cnelHo JedyeHue. Mudgopmupaiite Bamus
JleKap WIN He3a0aBHO NOTbpPceTe ClelHa MeIMIMHCKA MOMOIII, aK0 3a0eJIesKuTe HAKOM 0oT
cJielHUTe MPU3HALM.

. CepHO3HHTE aJIEPrUYHU PeakiuH (,,aHaduaaKcus’) ca peAKd Py X0pa, MPHeMaIx

84



ABSIMKY (mosxe na 3acersar 1o 1 va 1 000 gymn). [TpusHanuTe BKIOYBAT:
o 3aTPYAHEHO JUIIAHE WK MPETIIbIaHe
o HHCKO KPBBHO HAJSATaHE, KOCTO MOJKE Ja TIPHYMHH 3aMastHOCT WJIA CBETOBBPTEX
o MOJTyBaHe Ha JIUIETO, YCTHHUTE, yCTaTa WU I'bPIIOTO.

. YecTuTe MpU3HAIN HA AJIEpPTHYHA PEaKIUs BKIIOYBAT KOKEH OOPHB U ypTUKapHUs (MOKe
na 3acersat 1o 1 mva 100 qymm). b

B peaxu caydan ce cp00maBaT ajileprudHm 0e10Apo0HM peakuuu U 0e10ApodHO Q/
Bb3MajleHHe NPH NAIeHTH, KOUTO MoJy4aBaT ycrekunymao. TpsaoBa na KameTe&&ara
Ha Bamus jekap, ako nmoay4unTe CHMITOMH KAaTO KAILINLA, 32a1yX H BUCOKA O
TeMIeparypa.

AKo0 ToITyYnTe CepHO3Ha ANIEPrUYHA peakiyst, BammsaT nekap Moxe 1a pemﬂfg Bue ne Tpsa6Ba
na ynotpebsisate ABSIMKY otHOBoO. O)

HNHudexuun — MoKe 1a H3MCKBAT cieliHo JeyeHue. HezabaBHo nHWnpaﬁTe Bamus
JIeKap, aKo 320e/1e:KUTe HAKOU OT CJIeIHUTE NPU3HALH.

. WHQEKIMHUTE HA HOCA WK T'BPIIOTO M MPOCTYIaTa ca YeCTH e Jla 3acerHart jio 1 Ha
10 ayum)

. MH()EKINNTE Ha JOTHUTE AUXATEITHU IMHTUINA (rpumn,r@exunn) ca HedyecTH (MOXKe Ja
3acerHar 70 1 Ha 100 mymrm)

. BB3MAJICHUETO Ha MOJKOKHATA ThKaH (LEITYIIUT) e@aecm (Moxe ma 3acerne 7o 1 Ha
100 mymm)

. xepriec 3octep (Bu 00Jie3HEH OOPUB C MEX H)@HG‘-ICCT (Moxe ma 3acerse 1o 1 Ha
100 mymm)

NS

ABSIMKY wmoxe na Hamanu criocoOHOCTTa a ce oopure ¢ nHpeknun. Hikon nadexknnn
MOJKE Jia CTaHaT CePHO3HU M MOXeE 1a BKIIQUBAT HH(EKIUH, IPUYNHEHH OT BUPYCH, I'bOMYKH,
OaxTepuu (BKIIIOYUTEITHO TyOepKy03a) p@napar-sHTH, BKJIFOUUTEITHO WH()EKIIUN, KOUTO
BB3HHUKBAT MIPEJANMHO IIPU XOPa C OTCI a IMyHHA cucTeMa (OIIOPTIOHUCTUYHHN NH(EKIINH).
[Ipu nanmenTy, nmomyyasany ycrekgmymad, ce cbo0IIaBaT ONOPTIOHUCTUYHN HHPEKITUHN Ha
MO3bKa (eHIedanuT, MeHI/IHFI/IT.)j @@re JIpoOoBe U OYHUTe.

Hoxkaro ynorpebsBare ABSI , TpsIOBa 1a cienuTe 3a MpU3HAIM Ha HHpeKus. Te
BKJTIOYBAT:

BHCOKa TeMITepaT a\FpI/IHOHO,Z[06HI/I CHMIITOMH, HOIIIHO TIOTEHE, 3ary0a Ha TerJio
yMopa Wi 3a1yX, YIIOpUTa KaruTiia

TOILNIA, 3aqep§’ u OOJIe3HEHa KOXKa MM 00JIe3HEH KOXKEeH 00pUB ¢ MEXypH

napeHe npn@u nupaHe

Tuapust

3PUTC. MYUIICHUC WU 3ary6a Ha 3pCHHUC
TJ1aBOB®OJINEC, CKOBAHOCT HA BpaTa, YYBCTBUTCIHOCT KbM CBCTJIMHA, I'aJICHC UIIN

06%KaHOCT.
Q

upaiite Bamms nekap BejHara, ako 3a0elexuTe HIKOH OT Te3W MPHU3HAIY Ha
uus. Te morar ga 6baaT npu3HaLM Ha HH(PEKIMU KaTo TPbAHN HHPEKINH, KOKHH
EKI1H, XEPIIEC 30CTEP WIH ONMOPTIOHUCTUYHHU WHPEKIMH, KOUTO MOTaT Jia I0BeJatT 10
@ puo3HH ycnoxkHeHus. Mapopmupaiite Bamms nexap, ako vMaTe HAKaKBa YIIOPUTa WITH
\i_ noBTapsiia ce HHPEKHs. BamusaT nekap Moxe J1a pely, 4e He TpsiOBa 1a yrnorpedsiBare
Z

ABSIMKY, nokaro nndekiusata He 0b/ic H3JIeKyBaHa. Y BeoMeTe Baius nekap, u ako umare
Q OTBOPEHHU PaHU WM HApaHSBaHUS, Thil KATO MOXe J1a ce HH(EKTUpar.

JloneHe HA KOKATA — HHTEH3UBHOTO 3a4YePBsIBaHe U JIIOIIEHe HA KOKATA HA MO-T0JISIM
Y4acThbK OT TSJIOTO MO2Ke JIa ca CHMIITOMH HA ePUTPOIEPMHUYEH IICOPHA3UC HITH
eKkc(oIMaTHBEH 1ePMATHT, KOUTO Ca CEPHO3HM KOKHU 3200JIsiBaHNs. AKO 3a0e/iexnTe
HSIKOIi 0T Te3H NMpHU3HAIH, TPAOBa 1a nHopmupare Bamust 1exap He3a6aBHoO.
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Jlpyru HeKeJIaHH peaKiuu

YecTu HexeJaHU peakuuu (Moxe aa 3acertar a0 1 Ha 10 gymm):
THAPHST
rajieHe

MOBpBIIIAHE b’b
yMopa Q/

3aMastHOCT Q
riIaBoOoIme &
chpOex (IpypuTycC) O
00JjKa B rppOa, MyCKyJTUTE UM CTABUTE Q
BB3MAJIEHO I'bPII0 A
3ayepBsBaHe U 00JIKA HAa MSICTOTO HA MHXEKTHPaHE ’O
nHGEKIHS Ha CHHYCHUTE O)

oS

HeuecTu Hexkenanu peakuunu (Moxe na 3acersHat 1o 1 Ha 100 qym

. WHQEKIMH Ha 350HTe

. BarvHaJIHA HHPEKIHS, TPUINHEHA OT THOWYKH Q/

. JeTIpecust Q

. 3aIlyIlIeH HOC WJIM Xpema 0)

. KbpBEHE, MOCHHSBAaHE, BTBbPASBAHE, II0IyBaHE U JK Ha MSCTOTO Ha WHXKEKTUPAHE

. ycelaHe 3a ciaadbocT QQ

. CIaJIaHe Ha KJienaya U W3KPUBSIBAHE HA MYCKYJIMPC Ha €JHaTa MOJIOBHHA Ha JIUICTO
(,yiuIIeBa Mapann3a’ Wik ,,l1apain3a Ha Een’@)(osno O0OUMKHOBEHO € BpeMEHHa

. MPOMSIHA Ha TICOPHA3HUCA ChC 3aUePBIBAH OBH MAJTKH, XXBITH WK OEJIN MEXypH TI0
KOXKaTa, TIOHAKOTa MPUIPYKEHH ¢ TeMpeparypa (IyCTyI03¢H ICOPHA3HC)

. OeneHe Ha KoXkaTta (eKcqomramnus H&Ta)

. aKHe Q
<

Penku HexxenaHu JieKapCTBEHH pe@mm (moxe na 3acerHat 1o 1 Ha 1 000 xymn)

. 3auepBsiBaHE U JIIOIICHE a&maTa Ha MO-TOJISIM YYaCThK OT TSUIOTO, KOUTO MOXKE J1a
ChPOST WM Ja ca 60ne3He@r (exconmuaTrpeH aepMatT). [10J00HN CUMIITOMU TIOHSKOTA
Ce pa3BUBAT KaTo ecTe a MpoMsIHA Ha BUJIa HA CUMIITOMHTE Ha IICOPUA3MC
(eputponepmuueH HCO&H&BI/IC).

. Br3nanenne Ha MQIKyITE KPHBOHOCHH ChJI0BE, KOCTO MOXE J1a JIOBE/IE 110 KOKCH 0o0puB ¢
MAaJIKA YePBEHH \21_ JUIIABH [TOJTyTHHH, TEMIIepaTypa Wi 00JIKa B CTaBHUTE (BACKYJIHT).

MHoro peaku He %HH JiekapcTBeHH peakiun (Moxxe aa 3acerrar a0 1 Ha 10 000 mymm)

. O6pa3yBa® a MeXypH TI0 KoKaTa, KOsITO MOXe Jia ObJie 3a4epBeHa, ChpOsIa 1

GOHCSHQ_,(6}’HO3CH neMQuron).

. Kox yC epUTEMAaTOoIeC U JIYyC-T0100€H CUHAPOM (YepBEH, HaJUTHAT, JIIOLIEL] ce
OOPMB B M3JI0KEHHUTE HA CIBHLE YUaCThLH HA KOXKAaTa, KOUTO MOXE /1a € MIPUAPYKEH OT
& B CTaBUTE).

Cx¥ogiaBaHe Ha HeKeJaHU peaKINu
Axko WTE HAKAKBU HEXeJIaHW JIEKapCTBEHH Peakluy, yBegoMeTe Bamms nekap nim dpapmaiesT.
Tos, 04YBa 1 BCUYKU BH3MOXHHU HECOIIMCAHU B Ta3u JIMCTOBKA HEXKEIIAaHNU pCaKIHH. Moxete ChIIIO
na1@6mme HEXEJIaH! PeakIiy IUPEKTHO Ype3 HallMOHAIHATa CHCTeMa 3a ChoOIaBaHe, IOCOYeHa B
Apunoxenune V. Karo chobmaBare HexenaHu peakLuy, MOXKETe J1a 1aIeTe CBOsI IPUHOC 3a
QuonyanaHe Ha roBeue HHPOPMAaLUs OTHOCHO O0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansBate ABSIMKY

° I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.
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. Ja ce cexpanssa B xmammiauK (2°C—8°C). Jla He ce 3ampassba.

. ChxpaHsBaliTe peIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a JIa ce
MPEe/a3y OT CBETIIHHA.
. AKO ¢ He00X0IUMO, OTIACIHUTE MIPEeABAPUTEIHO HanbiIHeHH cupuHioBku ABSIMKY mosxe

CBIIO JIa Ce ChbXpaHsIBAT NpH craitna Temiepatypa 10 30°C eqHOKpaTHO 3a MEePHOT MAKCHMYM

10 30 1HU B OpUTrMHATHATA KapTOHEHA OMAKOBKA, 32 JIa C€ MPEAna3sT OT CBETINHA. 3aIluIIl fb
JaTaTa, Ha KOSTO IIPEIBapUTEITHO HAITBIHCHATA CITPHHIIOBKA € M3BajicHa 3a ITbPBH ITBT OT
XJIaIWITHUKA U JaTaTa Ha U3XBBPISTHE HAa 0003HAYCHNUTE Ha BHHITHATA KAPTOHEHA OTaKO,

MecTa. [larara Ha U3XBBPISHE HE TPSAOBA J1a € CJIe/l OPUTHHATHHMS CPOK HA TOJTHOCT, ovﬁg TaH
BbPXY KapTOHEHaTa onakoBka. CiieJ] KaTo BEJAHBXK CIIPUHIIOBKATA ¢ Oniia csxpan;usa@npn
craiina temneparypa (10 30°C), Ts He TpsiOBa J1a ce BpbIla B XJIaAuiHUKA. M3XB e
CIIPUHIIOBKATA, aKO HE C€ U3I0JI3Ba CJIe/ ChXpaHEHUE IPU CTallHa TeMIlepaTypaBPaMKUTEe Ha

30 mHM WM clie] M3THYaHE Ha OPUTHHAIHHS CPOK Ha TOJTHOCT, B 3aBchMOCT/2$ TOBa, KOE OT
JIBETE HACTBHIIH ITO-PAHO.

. He paskmamaiite npensapurenno HambHeHUTE cripuHIOBKH ABSIMKYSIIpobmkuTerHoTo
€HePTrUYHO pa3KiallaHe MOXKe J]a TIOBPEIH JIEKapCTBOTO. Qj

He u3nos3BaiiTe ToBa JIeKapCcTBO: &

. CJIe]T CpOKa Ha TOAHOCT, OTOENSI3aH BbPXY €TUKETa M KapTOHEH ITAKOBKa CJIE]I
»EXP*/,,T'onen no:“. CpoKbT Ha TOTHOCT OTTOBApPS HA MOCIIE JIEH OT IIOCOYEHHUS MECEIL;

L] AKO TCYHOCTTa € C IPOMCHCH 1IBAT, MbTHA UJIU B HCA CC 3a 3BaT IJIyBallld 9y>XJIU 4aCTUIIU
(Bmwxre Touka 6 ,,Kak nsrnexna ABSIMKY u kakBo cba a OImaKoBKaTa‘);

. aKo 3HaeTe WM CMsTaTe, 4Ye MOXe J1a e Oua I/I3H0)KCH@3 E€KCTPEMHHU TeMIiepaTypH (KaTo
WHIUJECHTHO 3aMpPb3BaHe WIH 3arpsiBaHe);

. aKO MPOIYKTHT € OWJI EeHEPTUIHO pa3KIIaTeH. \2\Q/

ABSIMKY e camo 3a emHOKpaTHa ynoTpeoa. Hemr@sBaHHﬂT NPOJYKT, OCTaHaJ] B CIPUHIIOBKATA,
TpsiOBa 11a ce u3xBHpau. He uzxpoupisiite nekapc a B KAHAJIM3ALMITAa UM B KOHTEMHEpa 3a
nomaiuHu otnaabiy. [lonuraiite Bamms dap T KaK J]a U3XBBPJIATE JIEKapCTBATa, KOUTO BEYE HE
n3nosssare. Te3n MEpKH 1€ CIOMOTHAT 3a O aHe Ha OKOJIHATa Cpefa.

O

J
6. Chabp:kaHHe HA OIAKOBKATA t&'ommmne.)ma uHopmanus

Kakso cbabp:xka ABSIMKY ‘%

o AKTHBHO BEILIECTBO: YCTEKHHyMa0. Besika Ipe/IBApUTENIHO HAITbJIHEHA CIIPUHIIOBKA Ch/IbpPIka
45 mg ycrekuHyMao l.
. Hpyru cheraBku: L-XMCTHIMH, L-XUCTHIMHOB XUIPOXIOPH] MOHOXHApAT, onucopdat 80

(E433), 3axapo3a Q@ a 32 MHKCKIIUH.

Kak u3raexnpa AB KY u kakBo chbAbpKa OMAaKOBKATA

ABSIMKY e 663@61{ JI0 OJIETOXKBIT ¥ OUCTHP JI0 JIEKO ONalieCIieHTeH pa3TBop. JlocTass ce B
KapTOHEeHa on%m, ChIIbpIKAIlla €/IHA CTHKJICHA [TPEBAPUTETHO HAIIBIIHEHA CIIPUHIIOBKA OoT 1 ml ¢
eIMHUYHA ao@ CsIKa TIPEJIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA ChABPKA 45 mg ycTeKuHyMao B

0,5ml H}z@HOHeH pasTBOD.

pur, eJ1 Ha pa3pelleHHeTo 3a ynoTpeda
Ac ealthcare S.L.U.
Trade Center, Moll de Barcelona, s/n
ici Est, 6a Planta
039 Barcelona
HUcnanns

IIpousBoauTen
Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
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95-200, Pabianice
TTomra

Accord Healthcare B.V.
Winthontlaan 200,

3526 KV Utrecht, b’b

Hunepnannus Qj

3a pombaHUTETHA UH(OPMAIHSI OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS &Q
Mpe/ICTABUTEN HA MPUTEKATEIS HA Pa3pelIeHUeTo 3a yrnorpeda:

O
AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/L)@U/MT/
NL/NO/PL/PT/RO/SE/SI/SK ,b

Accord Healthcare S.L.U. Tel: +34 93 301 00 64 O)

EL
Win Medica A.E. &
TnA: +30 210 74 88 821 QI

JaTa Ha mocjeHO npepasriexaaHe HA JUCTOBKATA {MM/ITFg?

[MonpoGHa uHDOpMaIKs 3a TOBA JIEKAPCTBO € PeOoCTaBeHA Ha%caﬁTa Ha EBponelickaTta areHuus
1o JiekapcTBaTa https://www.ema.europa.eu/.

88


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

Yka3zanus 3a NMPUJIO0KCHUE

B Havanoto Ha neueHueTo Bammsar qocTaBYMK Ha MEITUITMHCKY TPIKY 1ie By ocTaBu mbpBarta
nmKekusa. Bue n Bammsar nexap obade Moxe aa pemmre, e Bue camu MoXke 1a CH HHKEKTHpaTe
ABSIMKY. B takbB cnyvail me npemuHeTe o0ydeHune kak a nmkekrupate ABSIMKY. T'oBopeTe ¢

Bammus JICKAp, aKO UMATC BBIIPOCH OTHOCHO ITOCTAaBAHCTO HAa MHIKXCKIUATA. c

He cmecaiite ABSIMKY ¢ npyru HHXEKIIMOHHU Pa3TBOPH.

He paszknamaiite npeasaputento HambiHeHuTe cnpuHIoBkd ABSIMKY . Ilpuunnara 3 ae,
4e CHJIHOTO pa3KIalllaHe MOKe Jia TOBpeau JiekapcTBoTo. He ynorpeOsBaiite JleKapCTﬁQ aKo
€ OWITO CHITHO pa3KJIaTeHO.

Ha (1)1/11" Ypa 1 ¢ moka3aHo Kak U3TJICKAa MPEABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA. A

o)’b

Ipy=mna Ha
Kpwma 5 npezmassTens %
OpPeamasHTEnd @a‘lﬁa

Ha HTIaTa Ermier &Iﬂ‘m‘m

)
[T=

8

I

Inaza ma
GyTaneTo

N

= |

Bytamo

Hraa

Crodn Ha

OpednasHTe]d @
Ha HITaTa @

<
q)nry@l

1. HpOBepeTe 6p0ﬂ Ha MPpEeABAPUTEIHO HAII'D HUTEC CHIPUHIOBKHU U MOATOTBETC MATCPHAJINTE:
HOHFOTOBK& 3a U3I0JI3BaHC Ha IPEABAPUTEIL ITbJIHCHATa CIIPUHIIOBKA

W3Bagere npenBapuTeIHO HAITbJIHEHATA CIPUHIIOBKA/CIIPUHIIOBKY OT XJIaguiHuka. Ocrasere s
J1a IPECTOM OKOJIO TIOJIOBHH Yac U ﬁxymﬂa. ToBa 11e MO3BOJIM HA TEYHOCTTA A JOCTUTHE
MOAXOAIIIAa TEMIIEpATypa 3a Mﬂ@wpam (craiina Temmieparypa). He cBangiite kanmaukara Ha
WIJIaTa, JOKATO TEYHOCTTA HE WUTHE CTaliHa TeMIleparypa.

XBaHeTe TAIOTO Ha CIIPHHIL Ta Taka, 4e MOKPHUTaTa C Kalayka uria Ja COYM Harope.

He xBamaiite rnaBara Ha 6yTanoTo, OyTasoTo, Kpuiilara Ha NpeAna3uTelis Ha uriarta uin
KalaykaTa Ha UriaTa.

He m3gppmBaiite OyTajitQTo.

He cBasngiite xana Ha UIjara oT CIPHUHIOBKATA, JOKATO HE MPOYETETE B MHCTPYKLIMATA 32
TOBA. vs

He HOKOCBaﬁ'c?fTHBHpamme CKOOW Ha TpeAra3uTeNs Ha UTiaTa, 3a Ja n30eranere
npemnegpen@s TO MIOKPUBAHE HA UIJIATa C IIPEATIa3UTENS.

HpOBCpeTC I Q?lpI/ITCHHO HaIllbJIHCHaTa CHpI/IHLIOBKa/CHpI/IHLIOBKI/I, 3a Jia C€ YBCpPUTC, 4UC

opo MPEBAPUTEIHO HABIHEHUTE CIPUHIIOBKH U KOJIMYECTBOTO HA aKTMBHOTO BEIIIECTBO
B H&i a eIMHMIIA Ca BEPHU
O(J ako BamaTa mo3a e 45 mg, me moiayuute enna 45 mg npeaBapuTEIIHO HAITBTHEHA

Q cnpuniopka ABSIMKY;

! o) ako Bamata no3a e 90 mg, me nmomyunre aBe 45 mg npeaBapuTENHO HATBIHEHU

QQ/

cupunitokd ABSIMKY wu 1ie TpsiOBa 1a cu nmocraBute JBe HHXKeKIuK. 30epere nBe
Pa3IMYHU MeCTa Ha WHXEKTHpaHe (HampuMep eHaTa WHXKEKIHS B JSICHOTO Oenpo, a
Jpyrara — B JISBOTO) U TY HAIIPaBETE €HA CIIE]l IPYTa;

TOBA € MMPABUIIHOTO JICKAPCTBO;

CPOKBT Ha TOJHOCT HE € U3TEKBJI;

MpeIBAPUTEITHO HAITBIIHEHATA CIIPUHIIOBKA HE € MTOBPEJICHA;

pPa3TBOPBT B CIPHUHIIOBKATA € OE3IBETEH 0 OJICHOXKBIT M OUCTHP MI0 JIEKO OTAJICCIIEHTEH;
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. Pa3TBOPHT B CIIPUHIIOBKATA HE € C MPOMEHEH IIBST WX MBTCH U HE ChIBPIKA BUIMMHU YACTHIH;
. Pa3TBOPHT B CIIPUHIIOBKATA HE € 3aMpPBh3HAIL.

CrbepeTe BcHUKH MaTepHalli, OT KOUTO C€ HYXIaeTe U I'M IOCTaBeTe BhPXY YHCTa MOBBPXHOCT. Te
BKJIFOYBAT QaHTUCENTHYHU KbPITUYKH, TAMYYHH TAMIIOHU WIA Mapiii U KOHTCHHEP 3a U3XBBLPIISHE HA

OCTpH NPEAMETH. brb

2. N30epeTe 1 MOATrOTBETE MSICTOTO 32 MH/KEKTHPaHe: Q/

H30epete MscTO Ha MHXKEKTUpaHe (BXK. Gurypa 2) &Q

. ABSIMKY ce npunara upe3 HHXEKIHUS M0 KoxaTa (TIOAKOKHO). O

. [oaxonsamum MecTa 3a MH)KEKTUPAHe ca TOpHATa yacT Ha OeapoTo uin odnacTra @o Kopema
Ha pa3CTOsTHUE Hall-MaJIKo 5 CM OT ITbIIa.

. AKO € Bb3MOXHO, HE M3M0JI3BaiiTe 001aCTH OT KOXKaTa ¢ MPU3HALY Ha TICOP c.

. Ako HAKOH Bu nmomara npu nmoctaBsHETO Ha HHKEKIHATA, TOH/TS MOXKE ‘sg‘pe U TOpHaTa
YacT Ha pbKaTa KaTo MSCTO HA HHKCKTHPAHE. Q\

*30HHUTE B CHBO Ca npen@qBaHHTe MecTa 32 HHKEKTUpaHe.

O
‘@ Qurypa 2
O
{_

IloarorBere MSACTOTO 3a HHXKEKTUPAHE
. H3muiite pplieTe cu M %oGpe ChC CallyH M TOIUIA BOJA.

. [Touncrere KOXKaTa HA MACTOTO HA MHXKEKTHPAHE C aHTHCENITUYHA KhPITHYKA.
. He nokocBaiite Hée Ta3u 00JIACT IO ITOCTABSIHETO HA MHYKEKIIMATA.

3. CBanere Kanath Ha uriaara (Bx. purypa 3):
T

° Kamaukara aTa He TpSI6Ba Ja C€ CBaJId, JOKATO HE CTC T'OTOBU Jda MHKCKTUPATC A03aTa.
° Bzemere CABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA U XBAHCTEC TAJIOTO HC ¢Ha PbKa.
° Ps3ko pnaﬁTe Kalia4ykKaTa Ha urjiaTa B IIpaBa MOCOKA U A U3XBBPJICTEC. HOKaTO MIpaBUTC

TOBaQy JIOKOCBaiTe OyTanoTo.

,OQ(J
&
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Qurypa 3 Q/

Moske n1a 3abeexuTe Bb3AyLIEH MEXYp B IPEABAPUTEITHO H&H’I:I@—IaTa CTIPUHIIOBKA MJIH KaIka
TEYHOCT Ha BbpXa Ha Uriara. ToBa € HOpMaIHO U HE € HeoOX 0 J1a ce OTCTpaHsBaT.

He noxocBaiiTe urnata u He s JONUPAUTE B APYTHU MOBBPX .

He m3nosn3Baiite npegBapuTeTHO HAITBIHEHATA CIIPHHIIO }@KO e Omia u3mycHara 6e3
MIOCTaBEHA Kallayka Ha UriaTta. AKO TOBA Ce CIIy4H, ce CBhPKeTe ¢ Bamms nexap nim
(hapmarieBT.

WmxexTupaiiTe 103aTa BeAHAra, OM CBAlMTE KalffKaTa Ha UIJIATa.

4. NnkexTHpaiiTe no03ara:

XBaHeTe MpeIBapUTEITHO HAIThJIHEHATA CIPURITOBKA MEX/Ty CPEIHUS MPBCT U MOKa3ayera Ha
eHaTa pbKa M MOCTABETE MaJjielia CH BbpPXY F1aBaTa Ha OyTaioTo, a ¢ Apyrara pbKa JEKO
3aXBaHeTe MOYMCTCHATA KOXKa MEXKILY r@ua u nokasaseria. He ctuckaiite cuiHo.

He usrernsiite 6yranoTo.

C enHo OBP30 JBHKEHHE BLBenSTg(anTa B KOJKaTa, IOKBIETO MOe (BXK. (hurypa 4).

¢

&@ Qurypa 4

eKTUpaiTe IsI0TO KOJIMYECTBO OT JIEKAPCTBOTO, KATO HAaTHCKaTe OyTanoTo, JOKaTo
aBara My JIOCTUTHE MEXJly CTpaHHILIUTE Ha TpeIa3uTesst Ha uriata (Bx. ¢purypa 5).
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CrtpaHHIH Ha
TIpeNasHTeNId Ha HITIaTa

Qurypa 5

Korato 6yTanoTo cTurHe 10 Kpasi, He OTIyCKalTe HATHCKA BBPXY aTa My, U3BaJICTe UIJIaTa
U TyCHeTe Koxara (Bxk. ¢purypa 6).

CIIPUHIIOBKA Ja C€ MPHUIBIKH pe, TOKaTo IpsIaTa Uriia ce MOKPHUe ¢ MPEATa3uTesi, KaKTo €

baBHO oTcTpaHeTe nanena cu (@%Bam Ha OyTasnoTo, 3a ja MO3BOJIMTE HA ITpa3HaTa
MOKa3aHo Ha ¢urypa 7: s&

L

(J Qurypa 7

5. Q@nnmelﬂnpaﬂe:

@

[IputncHeTe aHTUCENTHYHA KbPIIMUKA BEPXY MSCTOTO Ha MH)KEKTHPaHE B NIPOJBIDKEHNE Ha
HSKOJIKO CEKYH]IU, CIIE/] KaTO MOCTABUTE MH)KEKIIHUATA.
BB3MOXKHO € Ha MSACTOTO Ha MH)KEKTHPAHE Ja NMa MaJIKO KOJIMYEeCTBO KPBB WM TedHOCT. ToBa
€ HOpMaJIHO.
Moske 1a MPUTUCHETE MACTOTO Ha MH)KEKTHpaHe ¢ TaMy4eH TaMIIOH WM MapJis U Ja
3aabpxuTe 10 cekyHu.
He pa3tbpkBaiite KoKaTa Ha MSICTOTO Ha MHXKEKTHPaHe. AKO € HE0OXOMMO, MOXKE J]a CIIOKUTE
MaJKa JIENEHKa BbpXY MACTOTO Ha MHKEKTHPAHE.
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6. N3xBbpIsiHe:

o W3nomn3BaHnuTe COPUHIIOBKY TPSIOBA 1 CE TIOCTaBAT B HEMPOOMBaeM KOHTEHHEp, KaTo
KOHTelHepa 3a ocTpu nipeaMeTH (BK. Gurypa 8). 3a Bamara 6e30macHOCT U 31paBe U 3a
0e3omacHOCTTa Ha APYruTe, HUKOTa He W3M0J3BaiiTe MOBTOPHO CIIpUHIOBKUTE. W3XBBHpIsiiTe
Bammms koHTeiHep 32 N3XBBPISTHE HA OCTPHU NMPEAMETH B ChOTBETCTBUE C MECTHHUTE Pa3IopenOl.

o AHTHCENTHYHUTE KBPIIUYKU U APYTH KOHCYMAaTHBU MOJKE J1a C€ U3XBBPIIAT B OOIIH 60Kny%

<
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JlncroBka: undopmanusi 3a NoTpeduTENA

ABSIMKY 90 mg uH:KeKIIMOHEH PAa3TBOP B MPeJBAPUTEIHO HATbJIHEHA CIPUHIIOBKA
yerekunyma6b (ustekinumab)

V Tozu JICKApCTBEH MPOIYKT MOJICKH Ha TOIMBIHUTETHO HabmoaeHue. Tosa 1e mo3Boiau 0bp3 fb
YCTaHOBSIBAHE HAa HOBAa MH(OpPMAIUsl OTHOCHO Oe30MacHOCTTa. MOoXkeTe Ja JaieTe CBOSI PUHOC
CHOOIINTE BCSIKA HEYKEaHaA PEeaKIns, KOSITO CTe MOMYYIIM. 32 HauWHa Ha ChOOIIaBaHe Ha Hex@m&
peakiiy BI)KTE Kpast Ha TOYKa 4. é

IIpoueTeTe BHMMATEIHO USVIATA JIMCTOBKA, PN 1 3aM0YHETe 12 U3M0JI3BaTe T
JIEKapCTBO, Thil KATO TS ChAbLPKA BaxkHA 3a Bac undopmanus.

Ta3u n1ucTOBKA € HANKMCAHA 32 MALMEHTA, KOHTO MpHeMa JIeKapCTBOTO. AKO G} poaUTE] WM
HACTONHMK, KoiiTO m1e mpuiara ABSIMKY na nere, MoJisi mpouerere BH:Q;TeJmO Ta3u

uHdopmanus. Qj

- 3anazere Ta3u JUCTOBKA. MOXe 1a c€ HANOXKU /1a s IPOYETETE O

- AKO MMate HIKaKBH JIOBIHATETHA BBIIPOCH, TTonnTaiiTe Bammys fekap wimu GpapmarieBT.

- Toga nekapcTBo € nmpeanucano Ju4Ho Ha Bac. He ro npeotc QﬁTe Ha JIpyru xopa. To Moxe
Ja UM HaBpE€aAH, HE3aBUCHUMO Y€ IMPU3HAIIUTE HA TAXHOTO 3$B3HC ca ChbIIMUTE KAaTO Bammre.

- AKO TIONTy4HTe HIKaKBH HEXEIIAHU PEaKIlnu, YBEAOMETE %m/m nekap win papmarnent. ToBa
BKJIFOYUBAa U BCUYKHU Bb3MOXXHH HCKCIAaHU pE€aKIIuu, H WCAHU B Ta3u JIMCTOBKa. BuxkTte

TOouKa 4.
Q

KakBo cbabp:ka Ta3u JHCTOBKA *2\

Kakso npencrasnsisa ABSIMKY u 3a kakBo ®43HOH3B3
Kakso Tpa6Ba ja 3HaeTe, npeu aa u3nonsegre ABSIMKY
Kaxk na msnonssare ABSIMKY @

BB3MOXHU HEKETIaHU PEAKIIUU

Kak na cexpanssare ABSIMKY

CwappikaHre Ha ONIAKOBKAaTa U Bo&gmenﬂa nHpOpMAITIL

®)

1. Kakso npeacraBiassa AB KY u 3a kakBo ce u3moJji3Ba

\
Kakso npencraBassa ABSI Y
ABSIMKY cbabpixa amn% 0 BEIIECTBO ,,yCTEKUHYMa0”, KOETO € MOHOKJIOHAJIHO aHTHUTSLIO.
MOHOKJIOHATHHTE amm@ a IPOTEWHU, KOUTO Pa3MO3HABAT M CBBP3BaT OIpE/IeNIeH! crienrupuaHn
MPOTEUHU B OPraHU3M

oL E

ABSIMKY anHa@e;H KBM I'pyTia JIeKapcTBa, HapeueH! ,,MMyHocynpecopu”. Te3u nekapcTBa
NeicTBaT, KaTO HAMAJIABAT aKTUBHOCTTA Ha YacT OT UMYHHATa CHCTEMA.

3a KakBoO nmo3Ba ABSIMKY

ABSIMK(( € M3I10JI13Ba 3a JI€UEHHE Ha CIIEAHUTE Bh3IAIUTEIHU 3200 IIBaHU:

° OB MICOPUA3HUC - TP B3PACTHH U JIella Ha Bb3PAcT OT 6 TOAMHU U MO-TOJIEMHU
° OpUaTHYEH apTPUT — IIPU Bh3PaCTHU

° \&_IDYMepeHa 110 Texka 0ostecT Ha KpoH — Ipu Bb3pacTHH

Q/ YMepeH 70 TEKBK YIIEPO3eH KOJUT — IPH Bb3PACTHU

Ql_[.]'[aKOB nmcopuasuc

,»1 ITAKOB TICOpHa3uc” € KOXKHO 3a00JIsIBaHe, KOSTO BOJU JI0 BB3MAJICHHE, 3acATaI0 KOXaTa U HOKTUTE.
ABSIMKY nHamaisiBa Bb3MaJICHUETO U IPYTUTE IPU3HALIK Ha 3a00JISIBAHETO.

ABSIMKY ce uznon3sa npu Bb3pacTHH C YMEPEH 10 TeXbK [UIAKOB IICOPHA3HC, KOUTO HE MOTaT Aa
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H3M0JI3BAT HMUKIIOCIIOPHUH, METOTPEKCAT UIIN Q)OTOTepaHHH, WJIA KOTaTO TE3H JICUSHHS HE JIeHCTBAT.

ABSIMKY ce nznon3sa npu Jena 1 IOHOIIHN Ha Bb3pacT 6 TOAWHU U TO-TOJIEMH C YMEPEH A0 TeXKbK
TUIAKOB TICOPHA3NC, KOUTO MMAT HETTOHOCUMOCT KbM (POTOTEpanysl MK APYTU CUCTEMHHU TEPATNH, WIN
KOTaTo TEe3H JICUCHH He JIeiicTBar.

IlcopuaTnyeH apTpuT b
[IcopuaruueH apTpuT € Bb3MAINTEIHO 3a00Is1BaHEe HA CTABUTE, OONKHOBEHO CHITBTCTBAHO OT Q/
ncopuasuc. AKo UMaTe akTUBEH IICOPUAaTUYEH apTPUT, IbPBO 1ie Bu nekysat ¢ apyru nekap, $ . Ako

HE ce TOBJIHsETE JOCTaThUHO A00pe OT Te3H JeKapcTBa, MOXe 1a Bu ce mpennuie ABSIIV@ 3a 1a
ce:

o HAMaJIAT MPU3HANNTE M CUMITOMHTE Ha 3abosisiBaneTo Bu; A

. rogo0pu pusnyeckoTo Bu cherosHuE; ’b

. 3a0aBu yBpekaHeTo Ha BamuTe craBu. O)

Bosect Ha Kpon “2\

Bonecrra va Kpon e Bp3nanurenHo 3abonsBane Ha yepBara. AKo umate 0 Ha KpoH nbpBo 111€e
Bu ce manmat apyru nexapcrBa. AKO He ce TIOBIUSETE JOCTATHYHO WIIH HETIOHOCUMOCT KbM Te31
nexapcTBa, Moxe 1a Bu ce nane ABSIMKY 3a namansiBane Ha mpu3 € ¥ CHMIITOMUTE Ha
3abomsiBaneTo Bu. 0)

Yauepo3eH KoJIUT fb
VYIIepo3HUAT KOJIUT € BB3NAIUTENHO 3a00JIsIBaHe Ha YepBaTa, AK0 UMaTe YILEPO3eH KOJIUT, TbPBO
e Bu ce magat apyru nekapctBa. AKO HE ce IIOBJIMSABATE z[og!e WM UMaTe HEOHOCUMOCT KbM T€3U
nekapcTBa, Mmoxe na Bu ce mage ABSIMKY 3a HaManﬂB@Ha MIpU3HAINTE U CUMITTOMHTE Ha BameTto
3a00JIsIBaHe.

<

2. KakBo TpsioBa 1a 3HaeTe, npeau Aa H3r@maTe ABSIMKY

He n3nomsBaiite ABSIMKY

° AKO cTe ajIepru4Hu KbM yCTeKv;& 0 WM HAKOS OT OCTAaHAJIHUTE ChCTABKH HA TOBA
JIeKapcTBO (M30pOSHU B TOUKA 61&
° AKO MMaTe aKTHBHA an)eE , kosiTo Baiudr siekap Hamupa 3a 3HauuMma.

AKO He CTe CUTYpHH Tl H;{Kg T H30pOEHHTE MO-Tope ce oTHacs 3a Bac, mockBeTBaiite ce ¢ Bamms
JieKap uiu GpapMaresr, npeﬂs ma m3nonseate ABSIMKY.

Mpexynpe:xnennst u np. %HH MEpPKH

I'oBopere ¢ Bamus e %H ¢apmanest npeau aa m3nonssare ABSIMKY. Bamust nekap me
MIPOBEPHU CHCTOSHHE U TIpeliu BCsKo JiedeHue. TpsaoBa 1a cre CHIypHH, Ye CTe yBeJOMWIN Barus
JIeKap 3a BCAKO 32 aHe, KOETO uMare, rpeau Besiko JedeHne. Chiio Taka nHpopmupaiite Bamms
JIeKap, aKo HACKQPO CTe OMJIM B KOHTAKT C YOBEK, KOUTO MOJKe J1a MMa TyOepKyo3a. Bammusr nekap
e Bu npernggau 1me HanpaBu u3cienBaHe 3a TyOepKys03a, npeau na uznonszsare ABSIMKY. Ako

Bamwusr ne MSTa, Ye CTE U3JI0KEHH Ha PHCK OT TyOepKy03a, MOKe Ja Bu npeanuie nexkapcTsa
3a neqeﬁyg

Cue 32 CEPUO3HH HEKEJIAHU PeaKIuu

A Y Moe /1a Ipeu3BUKa CEpUO3HN HEeXEIaH! PEaKIIiH, BKITIOUNTETHO aJepIHIHU PEaKIui 1

exuun. TpsOBa 1a cnenuTe 3a oNpeneNeH Ipu3Haly Ha 3a00JIsIBaHuUs, JOKAaTO pueMare
SIMKY. Buxre ,,Cepro3HN HeXeNaHH Peakiuy’ B TOUKA 4 3a ITBJIHUS CIIUCHK HA Te3H HEXKEJIaHH
peaxuuu.

Mpeaun na uznomsare ABSIMKY undopmupaiite Bamus nexap:
. AKO HSIKOTa cTe HMaJIu ajiepruvyHa peakuus kbM ABSIMKY. Ako He cTe CUr'ypHH,
nonuraiite Bamus nexap.
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. AKO HAKOra cTe HMaJIM HAKAKbB BH/ PaK — TOBA €, 3al[0TO UIMYHOCYIIPECOPUTE KaTo
ABSIMKY orcna0OBat yacT oT IMyHHAaTa cucteMa. ToBa MOXKe Jia TIOBUIIIN PUCKA OT PakK.

. AKO cTe JJeKyBaHH 32 ICOPUA3MC C IPYTrd OMOJOTHYHH JIEKAPCTBA (JIeKapcTBo,
NMPOU3BeIeHO OT OHOJOrHYeH U3TOYHUK M 00MKHOBEHO MPUJIATAHO Ype3 HHKEKIHA) -
PHUCKBT OT paK MOXKE JIa € IO-BHCOK.

. AKO UMaTe WJIN HACKOPO cTe MMAJIH HH(eKIU. bfb
AKO UMaTe HOBU WJIM MPOMEHSIIIM ce JIe3MU B yUaCTHIUTE C TICOPHUA3UC HITH 110

HE3accrHarara Koxa. %‘-
u

o AKo noJiyyaBaTe APYro JiedeHue 3a MCOPHA3UC H/HIIH MICOPUATHYEH apTPHUT — Kaia&a
MMYyHOCYIIpecopH WiH (hOToTeparus (KoraTo TsUIOTO C€ JIEKyBa C THII YITPABHOJIET @(UV)
cBeTNMHA). Te3u JeueHHs ChUI0 MOXKE /1a OTCNIA0AT YacT OT UMyHHATa CUCTEMa. JI3BAHETO
Ha Te3u Jieuenus 3aeqHo cs¢c ABSIMKY He e n3cnensano. Be3moxkHo e obade, a yBEIU4YU
pHcKa OT 3a00JIIBaHNUS, CBEP3aHH C OTCIa0BaHEe HA UMyHHATa CHCTEMA.

. AKO NMOJTy4yaBaTe WIH HIAKOTa CTe MOJYy4YaBaJIU HHKEKLIMH 32 JedeHne ﬁbaﬂeprnn —Hee
n3BectHo nanu ABSIMKY moxe na okake BIUSIHHE BBPXY THX.

° AKO cTe Ha ¥ HaJ 65 rOAMHM — MO>KE J1a CTE MO-CKIOHHH KBM Hﬂq)ed

AKO He cTe CHTYpHH JIAJIH HIKOE OT ropen30poeHnTe ce oTHacs 3a Bac, BeTBaiiTe ce ¢ Bamus

nekap uinu papmarieBT, npeau na m3nonzsate ABSIMKY. Q

Hsixon mauueHTH nosxydaBaT JyMyc-II0A00HU peaKiuy, BKJHOIMT@O KOJKEH JIYIIyC epUTEMATOAEC U
JyIyc-mogo0eH CUHAPOM, IT0 BpeMe Ha jieueHue ¢ ycrekunymad, J'oBopere Bennara ¢ Bamms nekap,
aKo MOJYYHTE YePBEH, HAJAUTHAT, JIOLIEI ce OOpPUB, HOH)IK%C MO-THbMHHU T'PaHUIIM, B U3J0KEHHUTE
Ha CITBHIIE YYaCTBIM HA KOKAaTa MIIM CTaBHU OOJIKH. Q/

Copaeven HHQAPKT U MHCYJITH ‘2\

WudapkT 1 HHCYNTH ca HaOI0AaBaHU B npoy%am@n MAIMEeHTH C IICOPUA3NC, JIEKYBaHH C
ycTeKrnHyMa0. BammsT jgekap pegoBHO 1ie mpoBe pHCKOBHTE (haKTOPH 32 ChPACYHO 3a00IIBaHE U
uHCYAT 1pH Bac, 3a 1a e curypHo, 4e Te ce JieK 1o roxo 1 HaunH. He3abaBHO moThpcere

MEIIUIIMHCKA IOMOIII, aKO TIOy4nuTe 60IKa B UTE, CIIa00CT WM HEOOMUYAHHO yCcelaHe OT eHaTa
CTpaHa Ha TSJIOTO, OTITyCHATOCT Ha nnuen@m TOBOPHHU WJIH 3PUTEITHU CMYIIICHUSI.

J
Jena u roHOIH ¢

ABSIMKY He ce nperopbuBa 3a 'y @eGa TIpH JieTia Ha BB3PaCT MOJ] 6 TOJAWHU C TICOPUAZHC WITH TIPH
JieTia Ha Bb3pact 1o 18 roqunu ¢ H€opuatnyeH apTput, ¢ 6onect Ha KpoH mim ¢ ymrepo3eH KOIuT,
3aI[0TO HE € MPOYYBaH MPH TaKBQBpaCTOBa rpyma.

Jlpyru JexapcTBa, BakcH ABSIMKY

Tpsabsa na kaxere Ha Ba?a TIeKap WM GpapMalesT:

. Axo npuemare, @ 0pO CTE TPUEeMalIi WK € Bb3MOXKHO JIa TIPHEMETE JPYTH JICKapCTBa.

. AKO HacKopQ Q)e npaBeHa WM IIaHupare Jia Bu ce npaBu BakcuHaus. JlokaTo u3nonspare
ABSIMKY/ Y BHJIOBE BAaKCHHU (JKUBH BAaKCHHH) HE TPsIOBA J1a ce MpuIiarar.

. Ako cTe yaaBaii ABSIMKY 1o Bpeme Ha OpeMeHHOCTTa, TpsIOBa Jla KaKeTe Ha JieKaps Ha
Oeber 3a neyenueto cs¢ ABSIMKY, npenu 1o na mony4u KakBaTo U J1a € BAKCHHA,
BKIMGIMTEIIHO XMBU BakcuHU, kato BL)K BakcrHa (M3no3Bana 3a npenna3BaHe oT
T Kyno3a). JKuBuTe BakCHHH HE ce MpernopbuBaT 3a Bamiero 6e6e npe3 aBaHageceT mecT

1a cieJ| paxaaneTo, ako cre monyyasanu ABSIMKY no Bpeme Ha OpeMeHHOCTTa, OCBEH
,b 0 JekapAaT Ha Baiero 6e0e He npemnopbya apyro.

@ MEHHOCT U KbpMeHe
Ako cre OpeMeHHa, cMsATaTe, Y€ MOKe J1a cTe OpeMeHHa WU IJIaHupaTe OpEeMEeHHOCT,
nochBeTBaliTe ce ¢ Bamms nexap npean ynorpebara Ha TOBa JIEKAPCTBO.

. He e naOnroaBan mo-BHUCOK PUCK OT BpoJieHH AedekTH npu 6edeta, n3noxenn Ha ABSIMKY B
yrpobara. [lannute ot ynorpedara Ha ABSIMKY npu Opemennu sxeHu o6aue ca OrpaHHYECHH.
[Topaau ToBa € 3a mpeanoYnTane Aa ce u3dsraa ynorpedara Ha ABSIMKY 1o Bpeme Ha
OpEeMEHHOCT.
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. AXO cTe XKeHa C IeTepoIeH IMOTEHINAT, KEeTaTeTHO € JIa He 3a0peMEeHsIBaTe U JIa U3M0JI3BaTe
[TOAXO/IAII IPOTHBO3aYaThueH MeTo [, Koraro usnonssare ABSIMKY u mone 15 ceamunu cien
mocieAHoTo npuiaaraie Ha ABSIMKY.,

. ABSIMKY wmoxe fa npeMHHe Ipe3 IIaleHTara B HepoAeHoTo 0ede. AKO CTe moaydaBain
ABSIMKY mno Bpeme Ha OpeMeHHOCTTa cH, OebeTo Bu Moske 1a MMa Mo-BHCOK PUCK OT
HHEKITH. fb

. BaxxHo e 1a kaxkere Ha JiekapuTe Ha Bamiero 6ebe v Apyru METUITMHCKHY CIICIIHATIICTH, aK
nony4aBamun ABSIMKY mo Bpeme Ha OpeMeHHOCTTA cH, TIpeir 6e0eTo Jla MoyYH KakB na
e BakcuHa. JKuBu BakcuHH, kaTo BLIDK BakcuHa (M3mon3BaHa 3a mpemnasBaHe oT Tyoe 3a),
He ce IpenopbyuBar 3a Bamero 6ebe npe3 mbpBUTE ABAaHAECET Mecela ClIek pamﬂal@), aKo
cre nonyuaBanu ABSIMKY o Bpeme Ha OpeMEHHOCTTA, OCBEH aKO JICKapsT Ha TO OcOe
HE Mpenopbya Ipyro.

. YcreknnyMad Moe Jja MpeMUHe B KbpMaTa B MHOTO MAJIKH KOJIMYECTBaA. Ho@eTBaﬁTe cec
Bamms nekap, ako KbpMUTE WK aKko IIaHUpaTte 1a KbpMmute. Bue u BamHﬁ)jeKap TpsiOBa n1a
pemmTe nanu TpsadBa ga kepmute win aa m3noi3sate ABSIMKY - e n@em U JIBETE.

lo¢upane u padora ¢ MAIIMHHA QQJ
"

ABSIMKY He moBnwsiBa Wiv MOBIHSABA MTPEHEOPEKNUMO CITOCOOHOCTTA (hupane u padora c

MallvHH. Q

ABSIMKY cbabp:ka noamcopdat 80 fb

ABSIMKY coabpka 0,04 mg mosnmcop6ar 80 BbB BCsIKa 1034, TO ca exBuBasieHTHH Ha 0,04 mg/ml.
[MomucopbaTuTe MOTaT Ja MPUYUHAT AICPTHYHU PEAKIIUH. T@6B Ia Kaxete Ha Bamms jekap, ako
HUMaTeC YyCTaAaHOBCHU AJICPTHU. @

NS

3. Kak na nznonssare ABSIMKY Qj

ABSIMKY e npennasnaueH 3a ynorpeda mnoji phKeBOICTBOTO U KOHTPOJIA HA JIEKap C OIHUT B
JIUEHUETO Ha 3a00JIIBaHUS, 32 KOUTO € HOKas@ABSIMKY.

Bunaru uznonsBaiite ToBa 1€KapcTBO TO)(Q;KaKTo Bu e xazan Bammsr nekap. AKo He cTe CHTYpHH B
Helo, nonuTaiite Bammus nekap. [loc Baiite ce ¢ Bammus nekap 3a ToBa, kora me Bu ce moctaBsit
UHKEKI[MUTE U KOora IIe ca cnezu;au\&@ KOHTPOJTHU TIPETJICIN.

Kakso koaudectBo ABSIMKYY ce nmpuiara
Bamusr nekap 1e pemu Kak nyectBo ABSIMKY TpsiOBa na mosiyuuTe U 3a KakbB [IEPHO OT

BpeEME. A

Bb3pacTau Ha 18 ro Qmm Mo-roJieMu

Icopuasuc nam nc THYeH apTPUT

. [Ipenoppru Ta HavanHa a03a e 45 mg ABSIMKY . ITanuenTu ¢ Terno Haj
100 xunorpama (kg) moxe na 3amoyHar c¢ 1o3a 90 mg Bmecro 45 mg.

. Cren HaTa 103a, cieaBamara Bu no3a me 0bae 4 ceAMUIM MO-KBCHO M CIIEJ TOBA Ha
BCE cenmuny. Creapamure 1031 OOMKHOBEHO ca ChIUTE, KaTO HayaJHaTa J03a.

Bo.necTGy Kpon wim yjanepo3eH KoJIUT
BpeMe Ha JiedeHneTo Bammst nekap mie Bu npunnoku mbpBaTa 103a OT NPUOIU3UTEITHO
@6 mg/kg ABSIMKY upe3 kankoBo BIMBaHE BbB BeHa Ha pbKaTa (MHTPaBEeHO3HA UH(DY3Hs).
Q/\% Cnen HavaaHaTta 7034, 11e nojay4ure cieasaiiara go3a 90 mg ABSIMKY cnen 8 cenmuiiy,
Q cienx ToBa mpe3 12 cenMuIm upe3 MHXKEKITHS 0T KoxaTa (TIOAK0KHO).
. [Ipu HsIKOM MaLMeHTH, ciel mbpBaTa noakoxkHa nmkekuus, 90 mg ABSIMKY moxe na ce
npuiara mnpes 8§ ceAMUIM. BammsT gekap me pemy Kkora TpsiOoBa Aa NOJIy4uTe CileqBaaTa cH
703a.
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Jena v 10HOIIM HA 6 TONMHU WJIH MO-TOJeMH

Ilcopuasuc

. JlekapsT TpsiOBa a onpeaeny NpaBUiIHATa 32 Bac 7032, BKIIIOYUTEIHO U KOIHYECTBOTO (00eMa)
ABSIMKY, xo#iTo TpsibBa 1a ce NHKEKTHUPA, 3a Aa € MpaBHiIHa go3aTa. [IpaBuiHara no3a 3a
Bac mie 3aBucu ot BameTo TenecHo Terio mo Bpeme Ha BCsiKa J103a.

. Axo TexxunTe mo-manko ot 60 Kg, asma mozosa dopma 3a ABSIMKY 3a mena ¢ TemecHo Ter fb
mox 60 kg, mopaan koeTo TpssOBa Ja ce M3MOA3BAT APYTH MPOIYKTH, ChIBPIKAIINA YCTEKUH

. Axko texure ot 60 kg no 100 kg, npenopruntennara go3za e 45 mg ABSIMKY.

o~

. Axko texure nmoseue oT 100 kg, mpenoppunrennata qo3za e 90 mg ABSIMKY.

o Cren mavyannara fo3a, ciieaBamiara Bu go3a me 0b/11e 4 ceMHLIN MTO-KBCHO U ClIe Ha
BcekH 12 cenmunu. A

Kak ce npuiara ABSIMKY

. ABSIMKY ce mpuiara kaTo HHXEKIHsI [TO]1 Koxata (oIK0KHO). B Haqan@ Ha Bamero
neuenue, ABSIMKY Moske a ce MHXKEKTHpa OT JIeKap WM MEIUIIMHCKAEeCTpa.

° Bue u Bammst nexap ob6aue Mosxe na pemute, ue Bue camu Moxe aa H)XEKTUpaTe
ABSIMKY. B takbB ciny4aii e npeMrHeTe 00y4eHre Kak Jia cu H@KTI/IpaTC ABSIMKY
CaMOCTOSITEIHO.

. 3a ykazanus kak na nmkektupate ABSIMKY BmxTe ,,YKaBaHQ&@HpI/IHOX(GHI/IG” B Kpas Ha
Ta3M JIUCTOBKA. O)

I'oBopete ¢ Bamms nekap, ako umare BBIIPOCH OTHOCHO TOBa Ka U JIa TIOCTaBSTEe WHKEKIIUSATA.

AKO cTe U3M0JI3BAJIM MOBEY€e OT He00X0AMMAaTa 1032 AB?MK
AKO cTe M3MoN3BaNy Wi ca Bu npunoxuinu noBede ot HgoOXoaumaTa no3a ABSIMKY , HezabaBHO ce
MOChBETBANTE C JeKap Wi (hapmaieBT. BuHaru Hocete &c KapTOHEHAaTa OMaKOBKa Ha JICKAPCTBOTO,
JIOpH | J1a € TIpa3Ha. ‘2\

AKO cTe mpomycHaJm 1a u3nojassare ABSIM KON
AKO cTe MpoIlyCHaIH 1033, CBBbpKeTe ce ¢ Ba @mexap wn (hapmaneBt. He npunaraiite aBoiina
71032, 3a Ja KOMIIEHCHpaTe NpoIycHaTaTa 103

Ako cte cnpesn ynorpe6ara Ha ABS| P@&
He e onmacHo na cnpere ynorpebara H&\&BSIMKY. Axko obaue s cipete, BamuTte cuMnToMu MOXe J1a

ce Bb300OHOBST. !

AKO UMaTe HIKaKBH normmmgrqxl BBIIPOCH, CBBP3aHHU C yroTpedaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamus nexap wiu Q)apMaueBs.

K\

4. Bn3mo:xkHu He U peakuuu

KakTo Bcmuku H@@T:Sa, TOBA JICKAPCTBO MOXE J1a IPCAU3BHUKA HEXKCIIaHU PCAKINHU, BBIIPEKH Y€ HE
BCCKH I'l nonygzga.

Cepuosn eJJaHU peakuun
Hsixon Z HTH MOKE J]a UMaT CEpUO3HU HEXeJlaHU Peakiy, IPY KOUTO J1a ce Hajlara CIIeIIHO

neqelb
\@Anepmqﬂn peaKknuu — Moske 1a M3MCKBAT clenrHo JedeHue. UHpopmupaiite Bamus
Q/ JIeKap WiId He3a0aBHO MOThpceTe CNelIHA MeJUIINHCKA NMOMOIIL, AKO0 3a0esIeKnTe HAKOM 0T
cJIeIHUTe MPU3HAIIN.
Q . Cepuro3HHTE aNepruyHu peakyi (,,aHaQuiakcus’”) ca peJKH Mpu Xopa, MprueManiy
ABSIMKY (mosxe na 3acersar g0 1 va 1 000 gymm). [TpusHanuTe BKIOYBAT:
o 3aTpyJHEHO AMILIAHE UIIH MpETIblaHe
o HHUCKO KPBBHO HaJIsiraHe, KOETO MOJKE Jla IPUYMHHU 3aMassHOCT WM CBETOBBPTEX
o IIOJyBaHE Ha JIMIIETO, YCTHUTE, yCTaTa WU I'bPIIOTO.
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o YecTrTe NpU3HALM Ha QJICPTUYHA PEAKIHs BKIIOYBAT KOXKEH OOPUB U YPTHKApHs (MOXKe
na 3acersat 1o 1 mva 100 qymm).

B peaxu caydyan ce cp00maBar ajileprudHm 0e10Apo0HM peaknuu u 0e10ApodHO
Bb3NaJeHUe IPU NALeHTH, KOUTO NOJIy4YaBaT ycrekuHyMao. Tpsaodsa na kaxere BeHara

Ha Bamus jexap, ako mojiyyuTe CMMIITOMH KATO KAILTUIA, 33yX U BUCOKA b
TeMmeparypa. Q/
AKO TIONy4HTE CEprO3Ha alleprudHa peaknys, Bammsar ekap Moxe 1a perm, ue Bue ;Q si0Ba
na ynotpebsisate ABSIMKY otHOBO. O
Nudexnum — Moske 1a U3UCKBAT clielliHo JeueHue. HesabaBHo m{q)opanai* amms
JeKap, ako 3a0ejie;KuTe HAKOH OT cIeHUTE MPU3HALM.
. MH(DEKIMUTE Ha HOCA WIX T'BPJIOTO U MPOCTY/IaTa ca 4eCTH (MOXKe HW&FH&T no 1 Ha
10 nymm)
) WH(EKIUNTE Ha JOTHUTE AUXATEITHH MHTUINA (TPBIHH HHq)eKuI@)ba HedecTH (MoXKe Ja
3acerHar 70 1 Ha 100 mymmm)
. BB3MAJICHUETO Ha TIOJJKO’KHATA THKaH (IETYJINT) € HeUeCTo, e ma 3acerse 70 | Ha
100 mymmm)
. xepriec 3octep (Bu 00Jie3HEH OOPUB C MEXYPH) © Heqegjgaome Jia 3acerde 1o 1 Ha
100 mymm) fb

ABSIMKY wmoxe na nHamanu ciocodHoctTa Bu na ce %e ¢ uadexun. Hakon nabekmm
MOJKE€ Ja CTaHaT CCPUO3HU U MOKEC 1a BKJIIIOYBAT UH C@Z/H/I, IIPUYINHCHHA OT BUPYCH, F'L6I/I‘-IKI/I,
OakTepuu (BKJIIOUUTEIIHO TyOEpKyJ103a) UK Map , BKJIFOUMTEITHO UH(EKIIUU, KOUTO
BB3HUKBAT MIPEIUMHO TIPH XOpa ¢ oTciIadeHa mv;%ha cuctema (OTMOPTIOHUCTHYHN HH(EKITHHN).
[Tpn manmeHTy, NoTy4YaBay yCTeKUHyMao, HOOIIaBAT ONMOPTIOHUCTHYHN HH(PEKIINU Ha
MO3bKa (eHIe(aTnuT, MCHUHTUT), OesnTe I[RQBG Y OYHTE.

Hoxkaro ynorpebssare ABSIMKY, Tpﬂ@ Jla CIeIUTe 3a MpU3HAIM Ha nHpeknus. Te
BKJTIOYBAT:

o BHCOKa TeMIieparypa, rplbnaﬁpuo6HH CHMIITOMH, HOIIIHO TIOTEHE, 3ary0a Ha TerJio

o yMopa W 33/yX, YIIOpH HITHLQ

. TOIIIa, 3a4epBeHa 1 00 €Ha KOXKa MM 00JIe3HEH KOXKEH 00PUB C MEXypH

o napeHe npu ypuHupa

° auapus \

o 3PHUTEITHO CMY ¢ WK 3ary0a Ha 3peHHe

o FﬂaBO6OHHe, BAaHOCT Ha BpaTa, YyBCTBUTCIIHOCT KbM CBCTJIMHA, TAACHE U
00BpKaHOCTS

I/IH(bopMHpa“'QE'aHH/m JieKap BeJHAara, ako 3a0elie)kuTe HAKOM OT Te3 MPHU3HAIY Ha
uHpekus. ¢ Morat 1a ObAaT MpU3HaLK Ha MHOEKIMKA KaTo rPbIHN UHPEKIINH, KOKHU
MH(GEKIEPNXEPIIEC 30CTEP WU OMOPTIOHUCTHYHHN HH(EKIIUN, KOUTO MOTAT Jia JOBEJAT JI0
cepno@ ycnoxaenus. Madopmupaiite Bamus nekap, ako uMarte HIKaKBa yIIOPUTA WA
TI0B a ce HHQeKus. BamusaT gexkap MoXke 1a peliy, ye He TpsiOBa aa yrnoTpedsBaTe
MKY, nokaro un(eknusra He Ob/ie U3IeKyBaHa. Y BenoMmere Bammmst nexap, 1 ako umate
PEHU paHU WM HapaHsSBaHWUs, ThI KATO MOXeE Ja c€ MHPEKTHpaT.

JIromeHe Ha KOkaTa — HHTEH3UBHOTO 3a4ePBsIBaHe H JIIOIIEHE HA KOXKATa Ha MO0-T0JIsIM
YYACTBK OT TSVIOTO MO’Ke 12 ¢a CHMIITOMH HA epUTPOJePMHUYEH IICOPUAZHC MIIH
exchoMaTHBEH IePMATHT, KOUTO €A CEPHO3HH KOKHH 3200/1sIBaHNs. AKO 3a0eJiesKuTe
HSAKOMH OT Te3W NMPU3HALM, TPsI0Ba Aa uHpopMupaTe Bammus nexap He3adaBHo.
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Jlpyru HeKeJIaHH peaKiuu

YecTu HexeJaHU peakuuu (Moxe aa 3acertar a0 1 Ha 10 gymm):
THAPHST
rajieHe

MOBpBIIIAHE b’b
yMopa Q/

3aMastHOCT Q
riIaBoOoIme &
chpOex (IpypuTycC) O
00JjKa B rppOa, MyCKyJTUTE UM CTABUTE Q
BB3MAJIEHO I'bPII0 A
3ayepBsBaHe U 00JIKA HAa MSICTOTO HA MHXEKTHPaHE ’O
nHGEKIHS Ha CHHYCHUTE O)

oS

HeuecTu Hexkenanu peakuunu (Moxe na 3acersHat 1o 1 Ha 100 qym

. WHQEKIMH Ha 350HTe

. BarvHaJIHA HHQEKIUS, TIPUYNHEHA OT THONYKH Q/

. JeTIpecust Q

. 3aIlyIlIeH HOC WJIM Xpema 0)

. KbpBEHE, MOCHHSBAaHE, BTBbPASBAHE, II0lyBaHE U K Ha MSCTOTO Ha WH)KCKTUPAHE

. ycelaHe 3a ciaadbocT g@

. CIaJIaHe Ha KJienaya U W3KPUBSIBAHE HA MYCKYJIMPC Ha €JHaTa MOJIOBHHA Ha JIUICTO
(,yiMIIeBa mapann3a” Wik ,,l1apain3a Ha Een’@)(omo O0OMKHOBEHO € BpeMEHHA

. MPOMSIHA Ha TICOPHA3HUCA ChC 3aUePBIBAH OBH MAJTKH, XXBITH WK OEJIN MEXypH TI0
KOXKaTa, TIOHAKOTa MPUIPYKEHH ¢ TeMpeparypa (IyCTyI03¢H ICOPHA3HC)

. OeneHe Ha KoXkaTta (eKcqomramnus H&Ta)

. aKHe Q
<

Penku HexxenaHu JieKapCTBEHH pe@unn (moxe na 3acerHat 1o 1 Ha 1 000 xymn)

. 3auepBsiBaHE U JIIOIICHE a&maTa Ha MO-TOJISIM YYaCThK OT TSUIOTO, KOUTO MOXKE J1a
ChPOST WM Ja ca 60ne3He@r (exconmuaTrpeH aepMatT). [10J00HN CUMIITOMU TIOHSKOTA
Ce pa3BUBAT KaTo ecTe a MpoMsIHA Ha BUJIa HA CHMIITOMHTE Ha IICOPHA3UC
(eputponepmuueH HCO&H&BI/IC).

. Br3nanenne Ha MQIKTE KPHBOHOCHH CHJI0BE, KOCTO MOXKE /1a JIOBE/IE 110 KOKCH 00puB C
MAaJIKA YePBEHH \21_ JUIIABH [TOJTyTHHH, TEMIIepaTypa Wi 00JIKa B CTaBHUTE (BACKYJIHT).

MHoro peaku He %HH JiekapcTBeHH peakiun (Moxxe aa 3acerrar a0 1 Ha 10 000 mymm)

. O6pa3yBa® a MeXypH TI0 KoKaTa, KOsITO MOXe Jia ObJie 3a4epBeHa, ChpOsIa 1

GOHCSHQ_,(6}’HO3CH neMQuron).

. Kox yC epUTEMAaTOoIeC U JIYyC-T0100€H CUHAPOM (YepBEH, HaJUTHAT, JIIOLIEL] ce
OOPMB B M3JI0KEHUTE HA CIBHLE YUaCThLHU Ha KOXKaTa, KOWTO MOXKE J1a € MIPUAPYKEH OT
& B CTaBUTE).

Cx¥ogiaBaHe Ha HeKeJaHU peaKINu
Axko WTE HAKAKBY HEXeJIaHW JIEKapCTBEHH PEeaKLuy, yBegoMeTe Bamms exkap unu ¢papmanesT.
Tos, 04YBa 1 BCUYKU BH3MOXHHU HECOIIMCAHU B Ta3u JIMCTOBKA HEXKEIIAaHNU pCaKIHH. Moxete ChIIIO
na1@6mme HEXEJIaH! PeakIiy IUPEKTHO Ype3 HallMOHAIHATa CHCTeMa 3a ChoOIaBaHe, IOCOYeHa B
Apunoxenue V. Karo crobmaBare HexxenaHU peakLil, MOXKETe J1a 1aieTe CBOsI IPUHOC 32
QuonyanaHe Ha roBeue HHPOPMAaLUs OTHOCHO O€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansBate ABSIMKY
. Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 32 JieTa.
. Ja ce cexpanssa B xmammiauK (2°C—8°C). Jla He ce 3ampassba.
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. ChxpaHsBaliTe peIBAPUTEIHO HAIThIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a JIa ce
MPEe/a3y OT CBETIIHHA.

. AKO ¢ He00X0IUMO, OTIACIHUTE MIPEeIBAPUTEIHO HanmbiIHeHH cupuHioBku ABSIMKY moxke
CBIIO JIa Ce ChbXpaHsIBAT NpH craifna Temrepatypa 10 30°C eqHOKpaTHO 3a MEePHOT MAKCHMYM
10 30 mHM B OpUTHHATIHATA KAPTOHEHA OMAaKOBKa, 32 J1a ce Mpeanas3sT OT CBETIUHA. 3anuiieTe
Jarata, Ha KOSITO TIPEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA € M3BaJICHa 32 IIbPBH BT OT fb
XJIQJIMJTHYKA ¥ J]aTaTa Ha U3XBBPIISTHE HA 0003HAUYECHUTE HA BHHITHATA KAPTOHEHA OTIAKOB
MecTa. [larata Ha U3XBBPISHE HE TPIOBa Ja € Clie/] OPUTHHATIHUSI CPOK Ha TOJHOCT, OTII H
BBPXY KapTOHEHAaTa onakoBka. CiieJ] KaTo BEAHBXK CIIPUHIIOBKATA ¢ Onia csxpaHaBaHa(g
craiina temneparypa (10 30°C), Ts He TpsiOBa J1a ce BpbIla B XJIAMITHHUKA. I/szm,pn@
CIPUHIIOBKATa, aKO HE CE€ M3MO0JI3Ba CJIe]] ChXpAaHCHUE MIPH CTaiiHa TeMIepaTypa B KHUTC Ha
30 mHM WM ciie U3THYAHE Ha OPUTHHAIHMSI CPOK HA TOJHOCT, B 3aBUCUMOCT OP<6Ba, KO OT

JIBETE HACTBIIN TI0-PaAHO.
. He pasknarnaiite npeaBapureIHO HabJIHEHUTE cripuHIoBKH ABSIMKY . BIDKUTEITHOTO
CHEPTUYHO pa3KIIalllaHe MOXKE JIa MIOBPEIM JIEKAPCTBOTO. ‘2\

Q

He u3nos3BaiiTe TOBa J1eKaApPCTBO:

. CJIe/l CpOKa Ha TOJTHOCT, OTOENA3aH BhPXY €TUKETa M KapTOHEHAT KOBKA CJIE]
»EXP*/,,T'onen no:“. CpoKbT Ha TOTHOCT OTrOBaps HA MOCTE] €H OT IOCOYEHUS MECEIL;

. aKO TEYHOCTTA € C MPOMEHEH IIBST, MbTHA WJIM B HEsl CE 3a6enj T TUTYBAIX 9YK]IHA 4aCTUIH
(Bmwxre TOuka 6 ,,Kak nsrnexnaa ABSIMKY u kakBo cwu;p@ OmakoBKarta“);

. aKo 3HaeTe WM CMsTaTe, Ye MOXKe /1a € OrIa u3I0)KeHa HQKCTpeMHI/I TeMIiepatypu (KaTo
MHITUICHTHO 3aMPh3BaHe WU 3arpsBaHe); @

° aKo MPOAYKTHT € OUJI CHEPrUIHO Pa3KIIaTeH.

Q

ABSIMKY e camo 3a emHOKpaTHa ynotpeba. Hensnon38aHUAT NpoayKT, OCTaHANI B CIIPHHIIOBKATA,
TpsiOBa 1a ce u3XBHpaK. He uzxpwpisiite neKapCTB@B KaHaJIM3aLUATa WIK B KOHTEHHEpa 3a
JoMaiHy oTnaasliy. IlonuTaiite Bamms (l)apMau@i KaK J1a U3XBBPJIITE JIEKapCTBaTa, KOUTO BE4e HE
n3nosssare. Te3n MEpKH 1€ CIOMOTHAT 3a OIa € Ha OKOJIHAaTa cpeJia.

6. Chbabp:kaHHe HA OIIAKOBKATA 3. MLﬂHnTeJma uHopmanus

Kakso cpabpxxa ABSIMKY O
. AKTHBHO BEILIECTBO: yCTeKthn'waG. Besika npeiBapUTEITHO HATBJIHEHA CITPUHIIOBKA ChIbPKa

90 mg ycrexunyma6 B 1 /qll\
. Jpyru chbCTaBKU: L-XI{%F}I 1H, L-XHUCTUINHOB XUAPOXJIOPUI MOHOXHIPAT, monrcopoar 80
3a

(E433), 3axapo3a u WHKCKIINH.
Kaxk u3raexna ABSI U KaKBO ChIbP7Ka OMAKOBKATA
ABSIMKY e 6e3uB JI0 OJIETOXKBIT ¥ OUCTHP JI0 JIEKO ONalieClieHTeH pa3TBop. JlocTass ce B

KapTOHEHA OMaKOBKa} ChAbpiKallla e{Ha CTHKIICHA IIPEIBAPUTEITHO HAITBIIHEHA CIIPUHIIOBKA OT 1 ml ¢
€MHUYHA 1103a~.§csn<a NpeBApUTEITHO HAITbJIHEHA CIIPUHIIOBKA Chbpika 90 mg ycrekuraymad B 1 ml
HH)KeKuHOHe@ 3TBOP.

Hpnw»ﬁea HA pa3pelnieHueTo 3a ynorpeda
Accor althcare S.L.U.

Wo rade Center, Moll de Barcelona, s/n
Edifiel Est, 6a Planta
39 Barcelona
CIIaHUA

IIpoussoaure

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice
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ITomma

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht,

Hunepnannus b’b
Q

3a mompIHUTETHA WHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS
MpeCTaBUTEN Ha IPUTEXKATENs Ha pa3pelieHHeTo 3a ynorpeoda: ,&

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

Accord Healthcare S.L.U. /;;b
Tel: +34 93 301 00 64 sz\

Q

EL
Win Medica A.E. &
TnA: +30 210 74 88 821 QI

JaTa Ha mocjeHO npepasriexaaHe HA JUCTOBKATA {MM/ITFg?

[MonpoGHa uHDOpMaIKs 3a TOBA JIEKAPCTBO € PeOoCTaBeHA Ha%caﬁm Ha EBpornelickara areHuus
1o JiekapcTBaTa https://www.ema.europa.eu/.
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Yka3zanus 3a NMPUJIO0KCHUE

B Havanoto Ha neueHueTo Bammsar 7oCcTaBYMK HAa MEIUITMHCKY TPIDKY 11ie By ocTaBu mepBaTa
nKekusa. Bue n Bammsar nekap obade Moxe aa pemmnre, 4e Bue camMu MoXe 1a CH HHXKEKTHpaTe
ABSIMKY. B takbB cnyvail me npemuHeTe o0ydeHune kak a nmkekrupate ABSIMKY. T'oBopeTe ¢

Bamms nekap, ako umarte BBIIPOCH OTHOCHO MOCTABSIHETO Ha WHXKEKLUATA. Q
. He cmecaiite ABSIMKY ¢ npyru HHXEKIIMOHHU Pa3TBOPH.
. He paszknamaiite npeasaputento HambiHeHuTe cnpuHIoBkd ABSIMKY . Ilpuunnara 3 ae,

4e CHJIHOTO pa3KIalllaHe MOKe Jia TOBpeau JiekapcTBoTo. He ynorpeOsBaiite ﬂeKapCTyQ aKo
€ OWITO CHITHO pa3KiIaTeHo.

Ha (1)I/Irypa 1 e moxa3aHo Kak U3TJICKAa MPEABAPUTECIIHO HAITBJIHCHATA CIIPUHIIOBKA. A
Tpyxena Ha %
OpemasHTens

¥ 73 HA
Tamo Etmxer T3
4

’bma
——— VIRmHEHED MACTO 33
Bytamo

OPEBCTHTE
Crodn Ha Q

npe;maslrn-_u

Ma MTIATa @

Kpuma 53
OpednasHTELd
Ha HTTI3Ta

I

Inaza ma
GyTaneTo

N

q)nry@l

1. HpOBepeTe 6p0ﬂ Ha MPpEeABAPUTEIHO HAII'D HUTEC CHIPUHIOBKHU U MOATOTBETC MATCPHAJINTE:

HOHFOTOBK& 3a U3I0JI3BaHC Ha IPEABAPUTEIL ITbJIHCHATa CIIPUHIIOBKA:
o I/IsBaz[eTe MMpEABApUTCIHO HaH’LHHeIﬁa HpI/IHI_IOBKa/ CIIPUHIOBKH OT XJIaAWJTHUKA. OcraBeTte s
Aa MpeCTOU OKOJIO ITOJIOBUH 4YacC U KyTHusTa. Topa 1€ MO3BOJIM HA TCYHOCTTA Ja JOCTHUTHE

MOAXO/AIIA TEMIIepaTypa 3a I/I% paHe (cTaitna Temnepatypa). He camnsiiTe kama4ukaTa Ha
WrjiaTa JIOKaTo TeYHOCTTa He ;@ THE cTaifHa TeMIleparypa.

° XBaHeTe TSUI0TO Ha CIIPUHIL Ta Taka, 4e MOKPUTATA C Karayka Uria Ja CO4d Harope.

° He xBamaiite rmaBara Ha OyTasioTo, OyTanoTo, Kpuimara Ha Mpena3uTelns Ha UriiaTa Ui
Kamaykara Ha urjaTa.

. He u3gppmBaiite Oyrat@To.

° He cBansiite kara, Ha uriara oT CIPUHIOBKATA, JOKATO HE MPOYETETE B MHCTPYKIUATA 32
TOBA. vs

° He HOKOCBaﬁ'c?fTHBHpamme CKOOM Ha mpena3uTess Ha uriaTa, 3a 1a n30erHere
Hpemnegpen@s TO MMOKPUBAHE Ha UIJIaTa C Npe/na3uTers.

IIposepete g};apnrem{o HANIBJTHEHATA CIPUHIIOBKA/CIIPHHIIOBKH, 32 1A Ce YBePHUTE, Ye:
o 6p0 MMPEABAPUTEIIHO HAITBJIIHEHUTE CIIPUHIOBKU U KOJIMYECTBOTO HA aKTUBHOTO BEHICCTBO
B 363082 CMHNUIIA Ca BEPHU:
ako Bamata no3a e 90 mg, me noxyunte exna 90 mg npeaBapuTeTHO HATBITHEHA
cnpuniopka ABSIMKY;
. TOBa € TMPABIITHOTO JIEKAPCTBO;
Q% CPOKBT Ha T'OJAHOCT HE € U3TCKBJI;
Qg MpeIBAPUTEITHO HAITbIIHEHATA CIIPUHIIOBKA HE € MTOBPEJIeHa;
. pPa3TBOPBT B CIIPUHIIOBKATA € OMCTHP O JIEKO OMAJIECICHTEH (C TIepiicH OJIICHK) U O6€31BETEH 10
0J1e10 JKBJIT;
. Pa3TBOPHT B CIIPUHIIOBKATA HE € C MPOMEHEH IIBST MJIX MBTCH U HE CHIBPIKA BUIMMHU YACTHIH;
Pa3TBOPHT B CIIPUHIIOBKATA HE € 3aMpPBh3HAIL.
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CrbepeTe BCHUKH MaTepHalii, OT KOUTO C€ HYXIaeTe, U TH [TOCTaBeTe BbPXY YHCTa MOBBPXHOCT. Te
BKJIFOYBAT AaHTUCENTHYHU KBbPITUIKH, TAMyYHH TAMIIOHH WJIK Mapiii ¥ KOHTEWHEp 32 U3XBBHPIISTHE HA
OCTpH NPEAMETH.

2. N36epeTe u MOATr0TBETE MSICTOTO 32 WHIKEKTHPAHE:

W30epete MscTO Ha MHXKEKTUpaHe (BXK. Gurypa 2) rb
ABSIMKY ce npuara upe3 WHXEKIUS MO Koxkarta (TIOAKOKHO). b
[Moxxomsamm MecTa 3a MHKEKTHPAHE ca TOPHATA YacT Ha OEIPOTO WM 00JacTTa OKOJIO a
Ha pa3CTOSHUE Hali-MaJIKO 5 CM OT IThIIa. &

AXO € Bb3MOXKHO, HE U3IONI3BAiTe 00JIACTH OT KOXKATa C MPU3HAIM Ha IICOPUA3HC. O
AKxo HAKO¥W By mmoMara npu ImocTaBsSHETO Ha HHXKEKIIHSITA, TOW/TS MOXe aa nu3oep opHaTa

4JacCT Ha pbKaTa KaTo MACTO Ha MHXXCKTHPAHE.

,,)’b

A
o |

Q

*30HUTE B CUBO ca npenoquBaHﬂ%‘MeCTa 33 UH)KEKTHPaHE.

Dned 2

<

HOILFOTBCTG MSICTOTO Ha UHIKCKTHUPAHC @

Wzmuiite ppiieTe cu MHOTO JOOpe CEC\CAIlyH M TOIUIA BOJA.
Touncrere koxaTa Ha MACTOTO HAWHKCKTHPAHE C AHTHCENITHYHA KbPITHIKA.
He noxocpaiiTe moseue Tazu o T J10 IOCTABSHETO HA MHKXEKLHUATA.

3. CBajeTe KanaykarTa Ha MmaTh&l'mc. ¢urypa 3):

Kamaukara Ha uriara H@qGBa Ja €€ CBaJId, AOKATO HE CTC I'OTOBU [1da MHXXCKTUPATE 103aTa.
Bzemere npeaBapuTe HaITbJIHCHATA CIIPHUHIIOBKA U XBAHETEC TAJIOTO HC ¢IHa PbKa.

Ps3ko H3I[’BpHaﬁTe adKaTa Ha Urjiata B IIpaBa IIOCOKa U s U3XBBPJIICTEC. I[OKB,TO IpaBUTC
TOBa, HE ﬂOKOCBa@ aJIOTO.

Qurypa 3
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. Moxe Ja 3a0enexxnuTe Bh3AYIIEeH MEXyp B MPEIBAPUTEITHO HAITBJIHEHATA CITPUHIIOBKA MITH KaIlKa
TEYHOCT Ha BhpXa Ha uriaTta. ToBa € HOpMAITHO U HE € HEOOXOAMMO /1a C€ OTCTPaHsBAT.

. He noxocBaiiTe uriara u He 51 JONUPANTE B IPYTU NOBBPXHOCTH.
He m3non3BaiiTe mpeaBapuTEIHO HATBIIHEHATA CIPUHIIOBKA, aKO € Onia n3imycHara 6e3
[IOCTaBeHa Kalavka Ha uriara. AKO TOBa ce CIIydH, ce CBhpkeTe ¢ Bamms nexap nimn

(hapmarieBT. brb

. Wmxektupaiite 103aTa BeAHATA, OM CBATUTE KaNaykaTa Ha UIJIaTa. Qj

4. Un:xeKTHpAaiiTe K03aTa: &2

. XBaHeTe NPEABAPUTEITHO HAIIBJIHCHATA CITPHHIIOBKA MKy CPEIHUS MPBCT U TIOKA @ua Ha
eHaTa pbKa 1 MOCTaBeTe Majiela Cu BbpXY IJlaBaTa Ha OyTanoTo, a ¢ Apyrara pb KO

3axBaHETE MOYUCTEHATa KoyKa MeX Iy najiena u nokaszanena. He ctuckaiite cu
. He m3rernsiite 6yranoTo.
C emno OBP30 IBIKEHHUE BHBEIETE UTJIaTa B KOXKaTa, JOKBIETO MOKE (B}K.@yrypa 4).

@H% 4

. WmxekTupaiiTe 151I0TO KOJINYECTBO OT4JBKAapCTBOTO, KATO HATUCKAaTe OyTajIoTo, TOKATO
ryiaBaTa My JOCTHIHE MEXIY CTpaHMﬁ:}mHa npennasuress Ha uriara (Bx. urypa 5).

H Ha

i ’gnesm Ha HTIaTa
. -

&Q ®dwurypa 5

. rato OyTaJoTO CTUTHE JI0 Kpasi, He OTIyCKaiiTe HaTUCKa BBPXY IJlaBaTa My, U3BaJeTe Uriiata
ycHeTe Koxata (BK. ¢purypa 6).
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5. Cnen nHkeKTHpaHE:

®urypa 6

baBHO oTcTpaHeTe nanena cu OT IJaBaTa Ha OyTanoTo, 3a Ja I03BOJIUTE Ha npa:,@
CTIPUHIIOBKA JIa c€ PUABUKH Harope, A0KaTo Isj1aTa Uriia ce MOKpHUE ¢ MPeNHa3uTeIsl, KaKTo €
MokaszaHo Ha ¢urypa 7: O)

[IpuTHCcHETE aHTHCENTUYHA KBPITUYKA Bb SICTOTO Ha WHXEKTHUPAHE B MPOIBIDKEHHNE Ha
HSKOJIKO CEKYHJIH, CJIE/] KaTO MOCTABUT eKIIHATA.

BB3MOXKHO € Ha MACTOTO Ha MH)KEKTHPAHE Aa NMa MaJIKO KOJIMYECTBO KPbB WK TeyHOCT. ToBa
€ HOPMAJTHO. @)

Moxe Ja IPUTHCHETE MSICTOTO J@h)}(emnpaﬁe C IMaMy4eH TaMIIOH WJIM MapJis U Ja
3aabpkure 10 cekyHau.

He pa3rppkBaiite KoxaTa Ha MICTOTO Ha MHXKEKTHPaHe. AKO € HE0OXOMMO, MOXKE J]a CIIOXKUTE
MaJKa JIEIeHKa BbpXY MICTOTO Ha MHKEKTHUpPAHE.

AN

6. I3xBbpIsine: s&

Wznon3BanuTte CIpHiOBKY TPsIOBa J1a ce MOCTABAT B HENMPOOMBAeM KOHTEHHEP KaTo
KOHTEHepa 3a o peameru (Bxk. (urypa 8). 3a Bamarta 6e3omacHoCT U 31paBe U 3a
0€30IacHOCTT: pyTHTE, HUKOTa HE U3M0J3BATE IOBTOPHO CIPUHIIOBKUTE. M3XBBpIsiiTe
Bammus xon P 32 U3XBBPIISIHE HA OCTPH MPEIMETH B ChOTBETCTBUE C MECTHHUTE Pa3nope0u.
AHTHCENTUYHNTE KBPIUYKH U IPYTH KOHCYMaTHBH MOXKE J]a C€ M3XBBPJIAT B OOLIHS OOKITYK.

<

@
Q
o

QQJ
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Qurypa 8
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