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Enun hakoH ceabpixa 75 mg omalizumab.

Cnex pasteapsise GuakoHsT cpAbpka 125 mg/ml omalizumab (75 mg 8 0.6 ml)

Omaliumab ¢ XyMaHH3HPaHO MOHOKIIOHAJIHO aHTHTAJIO, HOMy4YeHo ypes pexoMbuHanTHa JTHK Texnonorus
OBapuanHa KIeTHYHA THHKUA ot 6o3alinnk — Kuraticku xamctep (CHO).

Xolair 75 mg npax B pa3TBOPHTEN 38 HIDKEKIIHOHEH PasTBop

3a MBJIHKA CHHCHK Ha NIOMOIHUTE BEINECTBa, BK. pasnen 6.1.

3. JEKAPCTBEHA ®OPMA

IIpax 1 pazTBOpHTe 3a HHKEKIMOHEH Pa3TROP.
Xolair e cBeTI0CHB THODHIH3HUPAH Npax.

4. KJHHYHA JAHHH

4.1 TepaneBTHYHU HOKA3aAHHSA

Xolair e mokasas XaTo JONBAHKUTENHA Tepamisd 3a NonodpsBaHe HA KOHTPONa Ha ACTMATA YIPY BE3PacTHH H
HoApacTBaliK NatHenTH (Hay 12-roaumHa Bb3pacT) ¢ TeXKa NePCHCTHpAIIA allepTHYHA aCcTMa, C TIONOXKHTENeH
KOXKEH TECT MM in Vitro peakTHBHOCT KBbM IENIOrOAHINHN BE3YIIHY allepreHi 1 ¢ HamManena 6enoapobua
¢yukima (PEO;<80%), uecTu JHEBHH CHMIOTOMH HIH CH0YKAaHHS [IPe3 HOIITA, H C MHOXECTBO
JOKYMEHTHPaHH TeXKH ek3arepOanuu Ha acTMara, HE3aBHCHMO OT BHCOKATA JHEBHa 1033 Ha HHXallaTOPHH
KOPTHKOCTEPOHAH IUIIOC ABITOASHCTRALL HHXATIATOPEeH GeTa,-aroHucT. Jlevernero ¢ Xolair tpabea na ce
06CHKA SAHACTBEHO NPH NANMEHTH ¢ yOeaurenuu nanuy 3a IgE megunpana actMa (Bix. paspen 4.2).

4.2 J{o3HpoBKa X HAYHH HA NPHJIOKEHHE

Vrnorpefa npy_BR3PACTHH M HonpacTeamy (Han-12 roxunina BB3pacT)

Jleuenuero ¢ Xolair TpsOBa Aa ce 3ano4sa OT JA€KapH ¢ ONUT B QHATHO3aTa ¥ JICUEHHETO Ha TeXXKaTa
HepCHCTHPALa acTMa.

IoaxopaAmaTa 103a 1 4€CTOTa Ha fo3upane Ha Xolair ce onpefend ot uaxoguoto Huso #a IgE (IU/ml),
onpeneNeno Npeay 3a04BaHe Ha JeUeHHeTo, 1 TeNecHoTo Terno (kg). Ilpenn npunaraHeTo Ha MBPBATa 1034
HuBoTo Ha IgE Ha nauuenTHTe TpaGBa fia GBe YCTAHOBEHO Ypes HAKOH OT THPrOBCKHTE TecTope 3a 061 IgE B
cepyMa. Bb3 OCHOBa Ha Te3n pesyNITaTH 3a BCAKO IPHIaraHe Moxke Jia ca Heobxoamma 75-375 mg Xolair B 1-3
HEDKEKIIH,

IIpz nanuentute ¢ IgE non 76 IU/ml BeposirHoCTTa 33 106HP eeKT OT ISIEHMETO € Mo-Manka (BK. pasnen
51.

Jlexapurte, IpeANACBAIIM IEKAPCTREHUS NPOAYKT, TpiOBa Aa ca CurypHy, ye nanpenture ¢ IgE nox 76 TU/ml
HMMAaT HeChMHEHa in vitro peaktuBHOCT (RAST) KBM LeNOrofHINeH ajepred npeau 3aloysage Ha Tepanuara.

Binx Tab6muna 1. 3a cxemara 3a npeHsunciasade u Tabmumu 2. 1 3. 3a cxeMuTe 34 ONpeHeNsHe Ha J03aTa.

TlanpenTHTe, YHATO W3XOAHH HHBA Ha IgE Hu TelecHO TErIo B KMIIOrpaMH ca H3ED
3a 03HTe, He TPAOBa Na nomyJaeat Xolair.

Maxkcumangara npenopbypaHa fo3a e 375 mg omalizumab Ha BCEKH ABe CeaM
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Camo 3a noaKoKHO npuaoxkenye. Jla He ce mpHiara HHTPABCHO3EHO HIIH MYCKYITHO,

Wxexnuuure ce npuiiarat NOAKOMKHO B AENTOHAHATa 00nacT Ha MUIIHMLATa. KaTo anTepHaTHRa, HIDKSKIMHTE
MOJKe fa ce Ipuarar B 6eipoTo, aKo HMa NIPHYHHA, BE3NPENSTCTBAIA NPUIICKCHHETO B JenronHara o0aacT.

OmUTET ¢he caMoHIKekTUpaHe Ha Xolair e orpainyeH. 3aTopa JEKapeTBEHUAT NPOAYKT € MpeAHa3sHayeH 3a
IPHIIarafe OT 3/PaBeH CIIeHanKCT.

32 ungopMaLsa OTHOCHO pasTeapsiero Ha Xolair , B pasgen 6.6,

Tabnuna 1.: Hpeusuncaasane 0T 7032 KbM 6poii ¢raxonn, Gpoil HEKeKnEN 7 001 NHKEKTHPAH obem 32
BCEKO HpHJarafe

Hoza (mg) Bpoti daxonn Bpoii nrxexnu O6m nxexTHpaH obem (1nl)
75mg® 150 mg®

75 1° 0 1 0.6

150 0 1 1 1.2

225 1° 1 2 1.8

300 0 2 2 24

375 1° 2 3 3.0

0.6 ml = maxcumManeH nonyyeH obeM Ha draxoH (Xolair 75 mg).
®1.2 ml = MaxcuManes nomyyes obeM Ha diakoH (Xolair 150 mg).
®unu ga ce usom3sa 0.6 ml or 150 mg ¢naxona

Taéanna 2.: IIPHJIATAHE HA BCEKH 4 CEAMHIIA. Moz Ha Xolair (mg/no3a), npuiarasn upes
HOAKOKHA HIGKEKITHA HA BeeKH 4 CeIMHEHN

Tenecno Terao (kg)

Hszxogno

HEBO HA

IgE >90- >125-
(U/ml) >20-25 >25-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 125 150
>30--100 75 75 75 150 150 150 150 150 300 300

>100-200 150 150 150 300 300 300 300 300

>200-300 150 150 225 300 300

>300-400 225 225 300

>400-500 | 225 300 TIPAIATAHE HA BCEKHW 2 CEJMULIH
BIK. TABJHIIA 3.

>500-600 300 300

>600-700 300




Tadmana 3.;: TIPMJIATAHE HA BCEKH 2 CEAMUIIN. Ho3n a2 Xolair (ng/ no3a), npuaaranyg gpes
HONKOKHA HHKEKIMS HA BCeKH 2 ceaMHiy

Tenecuo Terao (kg)
HsxogHo
HHBO Ha
IgE >90-  >125-
AU/ml) >20-25 >25-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 125 150
>30-100 TIPUIATAHE HA BCEKH 4 CEIIMHAIL
>100-200 BJ(. TAB A2, 225 300
>200-300 225 225 225 300 375
>300-400 225 225 225 300 300
>4(0-500 225 225 300 300 375 375
>500-600 225 300 300 375 ITA HE CE ITPHTIAT'A — suziceaT

JaHHY, 33 Ig Ce npenophya io3a

>600-700 225 225 300 375 ;

HEOEBHJKHTGHHOG’I‘ H2 TEYEHHEeTO, MOHHTOPHPAHE W IIPOMAHA Ha HO3aTa

IpexparapaHeTo Ha AedeHHeTo ¢ Xolair 0OOMKHOBEHO BOMH A0 BB3CTAHOBABAHE HA NOBHINEHUTE HUBA HA
cpoOofpen Igk n cepp3anuTe ¢ TAX CHMIITOMHU.

16 cenmMunM crex 3anouBade Ha neyennero ¢ Xolair narmentire TpaGBa g2 6BaT NperieaaHy OT JIeKaps UM 3a
OLIEHKA Ha e)eKTHBHOCTTA OT JIEYEHHETO NPENH Ja Ce MPUIAraT HO-HATaTHIIHHN HEDKeKIHU. Pemennero fa ce
nponsoku Xolair Tpsa6Ba Aa ce ocHOBaBa Ha TOBa JAH ¢e HabIloAapa 3Ha4HTENHO NoAo0peHIe Ha IAIOCTHHS
KOHTpOI Ha acTMaTa (Bik. pasgen 5.1; Llanocrua oneHKa Ha Nlekaps 32 e(peKTHBHOCTTA Ha JISUEHHETO).

Hwurata Ha o6mus IgE ca noBRmienn No BpeMe Ha TeYeHHETO ¥ OCTaBaT NOBHUIISHH A0 €AHA FOJHHA CHel
HpeKpaTABaHe Ha JIeYeHHeTO. 3aToRa, HOBTOPHOTO ONpeeiane Ha HuBaTa Ha IgE, ne moxe Aa ce n3nonssa
KATO HACOK4 32 OnpefAensHe Ha Ao3ata. OnpeAensHeTo Ha 03aTa cllell IPpeKbCBaHMA Ha JISYSHHETO ¢
ApOABIBKUTENHOCT MO eHa rofkka TpAOBa Ja ce OCHOBABAT Ha CEpYMHMTE HEBa Ha IgE, nomyyenu mpu
IIEPBOHAYANHOTO ONpefelisHe Ha no3ata. CepyMEH HHBa Ha 06w IgE Moxe fa ce M3CHeABAT IOBTOPHO 32
OnpefenaHe Ha 03474, aKko nedeHneTo ¢ Xolair e OHII0 IpekhCHATO 33 €1BA TOHHA MIH NOBeYe.

Tosure TpaGBa Aa ce afANTHpAT IPH 3HAUYUTENHI IPOMEHH B TefiecHoTO Terno (Bx. Tabnmmm 2. u 3.).

Xopa g Hanipennana Bp3pact (Han 65-ropMNIHA BH3PACT)

Vi3BecTHHM Ca OrpaHAYeHH JaHHM 3a ynorpebara Ha Xolair npy NallMeHTH HA BL3pacT Haj 63 FONUHH, HO HAMA
JIOKA3aTENICTBA, Ye NAlHeHTHTE B HaNpeaHana Bp3pacT H3HCKBAT [10-PasIMiHa JO3HPOBKA OT OCTaHANNTe
BB3PACTHH MAIHEHTH.

Hena (se3pact non_12 roguHn)

BesonacrocTta 1 eMKacHOCTTa IPH AeNa Ha BH3PacT HOZA 12 FOAMHH He c2 YCTAHOBEHH H 3aTOBa He ce
npernopruBa ynorpedara Ha Xolair npH Te3H NalHeHTH.

4.3 TipoTheonoxKaszanus
CBpBXIyBRCTBHTENHOCT KM aKTHBHOTO BEIIECTBO HJIH HAKOS OT NMOMOIIHHTE Belle

4.4 Cpopepmaann Bpegynpe:xIeHns N peanasHy MepKkd 32 ynorpeba
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Obwu
Xolair He e TIOKa3aH 32 NeveHue HA OCTPH eK3aueplanuy Ha acTMa, 0CTHP OPOHXOCHAYEM MK status

asthmaticus.

Xolair ne € npoy4BaH MpPH NaHEHTH ¢ XHIepUMyHOrIo0ynHaH E CHHAPOM MM anepritiHa OpOHXOmy/IMOHANIHA
acHepruiosa ¥y 3a NpPeBeHIMA Ha aHaQUIaKTHYHE PeakniiH, BKIIOYMTETHO NPOBOKHPAHHTE OT XpaBHTEIHA
aneprud.

Jleuenuero ¢ Xolair He e NPOYYBAHO [IPH NALMEHTH ¢ 2BTOMMYHHH 3a60MsBaHEA, MMYHO-KOMIUIEKCHH OonecTH
WM npeaxoxaanio 660peyno win yepHoapobHo yBpexaane. Tpabea ga ce MOAX0sKAa NPEeATasIHBO HpU
npunarase Ha Xolair IpH Te3y rpymd HalHeHTH.

He ce npenopbuBa BHE3AMHOTO CNHpaHe Ha CHCTEMHHTE HAH HHXAIATOPHH KOPTHKOCTEPORAH CIIS]] 3alI04YBaHe
Ha Tepanug ¢ Xolair. Hamanseauero Ha J03uUTe Ha KOPTHKOCTEPORAKTe TpaOBa ia ce H3BEPIIBA N0 CTPOTHs
KOHTpOI Ha JieKap M MOXe Jia Ce HaJIOXKH Jia C& 0CBHIIECTBH NOCTEHEHHO.

TIpr nauHeHTHTe Che 3axapeH Auaber, CUHAPOM Ha MIIOK030-ralIakTo3Ha ManabcopOmid, (GpyKTo3Ha
HEMOHOCHMOCT HiIH 3aXapa3o-H3oMalraseH Ne(uUMT TpaGBa jia ce MMa IpeABH, Ye nozarta oT 75 mg Xolair
chabpKa 54 mg 3axaposa.

AJnepriyHy peakimy
Kaxto mpH BceKH GeNTHK MOTAT Ja ¢& NOABRAT JOKATHH UITH CHCTEMHH aneprH4HH PeaKikH, BKIIOYHTETHO

anaguiakcHs. 3aTora neyenueTo ¢ Xolair Tps0ea Ja ce npoBesk/ia B 3ApaBHM 3aBeACHHA, KBIETO HMa
HeoOXOAMMHTE YCIIOBHSA 32 HeveHye Ha aHauIakTHYHA peakuis U aHadwiakTHyeH mwok. Ianuenture Tpabea
na ca nadopMEpaHH, Ue TAKHBA Peakl|y ca BB3MOKHHU W TPsOBa ia ce MOTEPCH He3a0aBHO KOHTAKT C IEKap, B
CiTyyaif, 5e BE3HUKHAT alepPrHYHY peaklun. AHa(HIaKTHYHITE PEAKUMH OPH KIHHUYHATE HPOy4YBaHHI ca
penxu (Bx. paznen 4.8).

KaxTo npH BcHYKM XyMAaHH3UpaHH MOHOKIOHAITHY aHTHTENIa, TONy4eHH ype3 pexombunanTHa JJHK
TEXHOJIOrUA, NaLMEHTHTE B PEJKH CITyYad MOKe ja obpasypar aHTHTeNa KbM omalizumab.

Hapasmoau (XeIIMHABETO3M )

IgE MosKe a YUacTBa B MMYHOJIOTHYHMSA OTTOBOP IPY HAKOM XGIMUMHTO3M. TIpH NalMeHTHTE ¢ XPOHWYSH BUCOK
PHCK OT XeIMHMHTO032 €IHO ILiale00-KOHTPOIHPaHO NPOYYBaHe IOKa3Ba JIEKO OBHUICHHE Ha YECTOTATa Ha Te3H
HH(eKIMH nipy ynoTpe6a Ha omalizumab, BEIpekH ye B X0ja Ha NPOYUBaHETO, TEXKECTTa U OTTOBOpA KbM
je4eHHeTOo Ha HH(EeKNuATa, He ce npoMeBsAT. JecToTa Ha XeAMHHTO3UTE B 1sUIaTa IpOrpaMa Ha KIHANIHH
NpOyuBaHuNs, KOATO He e Giia manupaHa Ja OTKpHBa CAEUHaTHO TakkBa uHbexmiy, € mo-Mako or 1 Ha 1 000
nanuenTy. Benpekd ToBa e HeoOX0HMO TOBHIIEHO BHIMAHKE IIPH MALUEHTHTE C PUCK OT XEeIMHMHTO3H,
0co6eHO IPY IETYBAHE B PAifOHH, KBASTO XSAMHHTOZMTE ca eHAeMIYNY 3a00/19BanNa. AKO NANMENTHTE HE
OTroBapAT Ha NpPelopHYBAHOTO 2aHTHXEIMHHTHO JTeyesne, Tpsabba Ja ce o0chu crupaHeTo Ha Xolair.

3roxauecTBEHH 3a00NABAHKS
Ho speme Ha KIMHHYHETE NPOYUBAHKA € HMAJO YHCIIeH AHCOANAHC B pakoBHTE 3a60J11B2aHH, BH3HHKBALIH B
TepaneBTHYHATA Ipyna Ha Xolair B cpaBHeHMe ¢ KOHTpOJHATa Fpyna. YectoTara Ha HabAIofaBanuTe CIyyau e
pucka (<1/100) kakTo B rpynara ¢ aKTMBHO JISUeHHE, TaKa ¥ B KOHTPOJIHATA TPynia, T.€. 25 Cliy4au Ha PaK MpH
5 015 manMenTH, NexyBasH ¢ Xolair (0,5%) u 5 ciydan npe 2 854 naumenta B kouTpondara rpyna (0,18%).
PasnooOpasuero B HAOMIOAABaHHTE BHAOBE Pak, CPABHHTENHO KbCATa 110 NPOABIKHTEAHOCT eKCIO3HIMA U
KAMHMYHUTE XaPaKTePHCTHKH Ha OTASNTHUTE CIIy4aH ONpENeaT NPHYMHHO-CASACTEEHATA BPL3Ka KaTo MaJIKo
BeposarHa. Obimara HabonaBana 3a00NeBaeMOCT OT MaNUIHEHH 3aDonaBaHHA B YIpOrpamaTa 3a KAHHHIHH
npoyusanus Ha Xolair e cpaBHHMa ckC chOOLIaBaHaTa 3a 00LIATA TOMYJIALHA.

4,5 BianmojeiicTBHE C APYIH JIEKAPCTBEHH HPOAYKTH H APYrH (pOpMH HA B3

Huroxpom P450 enzumure, equryKcHHTe IOMIIH H NPOTEUH-CBEP3BALIHTS MEXaHUg!
Ha omalizumab; 1 cleqOBaTEeNHO CHUIECTRYBA MATKA BEPOATHOCT 32 MEXTY IEKAPCY

ca IPOBEXAAHN HHKAKBH O(HIHANHE NpoyusaHug ¢ Xolair 3a B3aHMOASHCTBHSA ©
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Bakcued. HaMa (apMaKoJOrHyHa NpH4HHA [a ce 0YaKBa, ye Hak-4ecTo NpeANHCBaHHTe JeKapCTBa,
H3MOA3BAHH NIPH JICYSHHETO Ha 4CTMAaTa, Iue B3auMopeiicTear ¢ omalizumab.

Tlpu kIHHHYHETe Apoyusanus Xolair ce H3non3sa 0OUKHOBEHO 3a¢IHO ¢ HHXAATOPHH HJIH HepOpaHK
KOPTHKOCTEPOMIH, HHXAIaTOPHH KPaTKOAEHCTBAINH Wil NbIrOAcHCTBAINY 6€Ta aroHUCTH, IEBKOTPHEHOBH
MOJIyJIATOPH, TEO(QWIHNHE H NEPOpATHH aHTHXHUCTaMHHOBH cpefcTha. Hama nannm, e esomacuoctra Ha Xolair
C& NPOMEHs OT Te3d 00WYaiiHO H3MOA3BaHHU JIeKapCeTBa 3a acTMa. FI3BeCTHH ca OrpaHMYeHH JAaHHH 33
ynotpebara na Xolair B koMGuHamus ¢bc crnenubHyIHa MMyHOTepanua (xunoceHcnbunnsans). He e
ycTaHoBeHa e(h)HKACHOCTTA Ha JleuerreTo ¢ Xolair B KoMOUHANMA CBC CIeHHHYHA HMYHOTEPAIIHA.
HacTosuTe JaHHH NOKa3BaT, Ye He ca HeoOXOAUME HUKAKBM NPOMeHH Ha Ao3ara Ha Xolair npu naunesTH cbe
3arMoYHaTa XHIOCeHCHOWTH3Npala Tepamnus.

4.6 BpeMeHHOCT N JJaKTanns

Hsama focTaThuHO AaHHM 32 ynotpebara Ha omalizumab npu GpeMeHEH sxeHH. ExcniepuMeHTanHuTe
HpOy4BAHUA MPK SKMBOTHHA He TIOKa3BaT NPAKO WIH HENpAKO BPEAHO BE3ACHCTEBHE BEPXY OpeMeHHOCTTa,
eMOpHOHATIHOTO/ eTanHo pasBUTHE, PRKIAHETO WM [I0CTHATANIHOTO pasBUTHE (Bx. pasaen 5.3). Omalizumab
npeMpHaBa [UlalieHTapHaTa 0apuepa, HO He e AOKa3aHO yBpexJaHe Ha deryca. Omalizumab e cBep3aH ¢
BB3pacTOBO 3aBECHMO IIOHIDKEHE Ha TPOMOOHMTHTE B KPHBTA ITPH HEUOBEKOMOA00HH NpHMaTH, C 0-BHCOKA
OTHOCHTEIIHA YyBCTBUTENIOCT IPH MIIaHTe XUBOTHH (RK. pasnen 5.3). Xolair ve Tpabpa Na ce u3n0/13Ba 1O
BpeMe Ha 6peMEHHOCT OCBEH B Ciiydall Ha KaTeropH4Ha HeoOxoauMocT. He e uspecTHO Aanu omalizumab ce
eKCKpeTHpa B yoBepIKaTa KbpMa. Omalizumab ce ekckperrpa B KbpMaTa Ha HEYOBEKOIIOZOOHN IpUMaTH ¢ He
MOJKe Z1a ¢ H3KIoYH e(eKT BBpXY KbpMadero. Malkikure He TpaOBa a KEPMAT IO BpeMe Ha JISUCHHETO C
Xolair.

4.7 EdexTn pppXy cioce0HOCTTA 33 modmpane B padoTa ¢ MAIMHHK

He ce cpobmjasar HuKaKBH HexellaHA e()eKTH BBpXY CHOCOGHOCTTA 33 IogHpaHne | paboTa ¢ MAINKHY, HO
MalHeHTHTE, NonyyaBauy Xolair TpsA0Ba Na 6paar HPEAYNPENEHH, U aKo JIOYYBCTBAT 3aMasHOCT, YMOpa,
cnaboCT WM CEHIHBOCT, He Tpabpa Ja modHpar Wik Aa H30J3BaT MallkHU,

4.8 Hexenann JeKAPCTBEHH peaKIEN

ITo BpeMe Ha KINMHUYHUTE [IPOYIBAHHA Hal-4eCTHTE HeXXeTaHd PpeaKilHy ¢a Te3H Ha MIDKeKLHOHHOTO MACTO,
BKJIOYHTETHO G0JIKa B MACTOTO HA HIGKEKTHpaHe, MOAYBaHe, epHTeM M PYPHUTYC, KaKTO X IiapobonHe.
IToBeueTo peakiyy ca €K IO YMEPEeHH N0 TEXKEeCT.

Tabmuma 4. n36posapa HesKeNAHNTe PEaKIilHH 10 CHCTEMH U 110 HeCTOT4, HaOIIoAaBaHH NpH KITHHHYHITE
npoyusasHis B o6wara rpyma 3a 6e30NacHOCT NAIMEeHTH, eKyBaHH ¢ Xolair, HectoTara Ha peakHHTe c€

nedHHAPA KakTo clefea: yectd (>1/100; <1/10), wevectu (>1/1 000; <1/100) u penxu (<1/1000).

Taoauna 4. Hesxerann peaxiguu

Hgexnua 1 Dapa3nTo3y

Pemxn Hapazutosu

Hapywennsi Ha HEMYHHATA CHCTEMA

Penru AnadunakTayHa peakuys, APYrH CEPUO3HH alepruiii
CBCTOSHHS

HapymeHnns Ha HepBHATA CHCTeMA

Yectn I'maeoGonmne

Heuectn 3amasHocT, COMHOJEHTHOCT, IApeCcTE3 s, CHHKOI

CoI0BH HADYIICHMS

Heuectu | HocTypanua XHIOTOHHS, 3a4epBsSBAHE HA IMLETO

PecnupaTopan, FrPpEAHE B MeEXHACTHHAIHA HAPYIICHIA

Hegectn DapHHrUT, KAUIHIA, aTeprudeH 6poHXocnassM

Penxu Ortok Ha apHHKCa
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CTroMaIHO-1peBHH HADYIIEHHS

Heuect Iamene, nuapus, IUCOEOTHYHH NPHU3HALE H CUMIOTOMH

HapylueHns Ha K0XaTa H HOAKOKHATA THKAH

Heuectn VYpruxapusa, o0OpHB, OpypHTYC, GOTOIYBCTBUTENHOCT

Penxu Anrvoenem

O01A HAPYHNIEHHUY H ¢eKTH Ha MACTOTO Ha NPHIOMKEHNE

Yeetu Peaxnpy na MESKEKIIHOHHOTO MACTO XaTo Ooika, epHTeM,
TIPYPHTYC U TIOyBaHe

Hegectn Hanzapane Ha Terno, yMOpa, IOAyBaHE Ha PhiieTe,
FPUNIONOAOOHH CHMITTOMU

3mokayecTBeHH 3a00NIBAHKA
O6marta Habnroapana 3aboneBaeMOCT OT 3710KayecTREHH 3a00NABaHus B IpOrpaMara OT KITHHHYHH NPOYYBaHHA
ra Xolair, e cpaBHHMa B¢ ¢h00IaBaHaTa 3a 001IaTa nomynamya (Bx. pasgen 4.4).

TpomOonuT
TIpu KIHHEYHATE NPOYYBAHKA MATBK 6poii nauuenTH uMat TpoMOonTen 6poii ox MonHaTa rpaHMlia Ha

HOpMasHHTe TaGopaTOpHK NoKa3aTens. HHTO eHa 0T Te3W NPOMEHH He € CBBp3aHa C eNv300H Ha KPhBOH3IHBA
WM NOHIDKEHHe Ha XeMornoOuna, [IpH Xopa He ce ¢po0IuaBa 32 NPOARLKHTEIHO MIOHIKEHHE Ha
TpoMBOUMTHEA Gpoit Moo6HO Ha HaBIOAABAHOTO NIPH HEYOBEKONONOGHY NIpuMaTH (BiK. pasaen 5.3).

IlapasyTosn
IIpu natyieHTHTe ¢ XPOHHYHO BHCOK PHCK OT XeIIMMHTO3a, Iaile60-KOHTPOIMPaHO NpoyIBaHe N0Ka3Ba AEKO

MOBHINEHHE HA YeCTOTA HA Te3M MHQEKIMH NpH ynotpeba Ha omalizumab, k0eTo He € CTATUCTHYECKH 3HATHMO.
XombT, TEKECTTA H OTTOBOPET KbM JICUCHHETO HA HH(EKIpsITa He ce MpoMEHAT (Bik. pasaen 4.4).

4.9 Jipenosupane

Hama cboblerns 3a ciiydan Ha npegosupase. He e onipejienena MaxcHMafHaTa IIoHOCHMa Jiosa Ha Xolair, Ha
NANHEHTH ca Tpujarasu nosu fo 4 000 mg Ge3 gokazaTeNcTBa 3a AO3OMMMUTHPALLA TOKCHYHOCT. Haii-
BHCOKATA KyMyNaTHBHA 033, IpUIArana Ha nanuenTs, ¢ 44 000 mg 3a neprog o1 20 cefMuIM ¥ TasH [03a He
BOZH IO HEKaKBH OCTPH Hexelranu eeKTH.

5.  @®APMAKOJOrHYHH CBOHCTBA
51 @apmaxogHHAMHYHH CEOHCTEA

dapmMaKoTepaneBTHYHA IPYIia: APy CHCTEMHH CPENCTBa 3a 00CTPYKTHBHH 3a60NABAHNS Ha NUXATETHATS
merama, ATC ko RO3DX05

Omalizumab € XyMaHM3HPaHO MOHOKJIOHANHO AHTHTAIO, IIOMy4eHO ype3 pekoMOuHanTHa JIHK Texwonorns,
KOeTo ce cBEp3Ba H3buparento kbM woBemkus uMyHornodynun E (IgE). AuTHTanoTo e ot Tun IgG; Kanma |
CHABPIKA PAMKHpALIM YOBEINKH Y4acThUH, a OpeIe/sIMTe KOMIUIEMEHTAPHOCTTa YJacTRIH €a OT
POIMTENICKOTO MMIUE aHTHTANO, KoeTo ce cprp3Ba ¢ IgE.

Omalizumab ce ceep3Ba ¢ IgE 1 npefoTepatsaea cesp3BaHero Ha IgE ¢ BucoxoadumureTnma FCeRI peuentop,
KAaTO IO TO34 HAYMH HaMajsABa KOAHYeCcTBOTO Ha cBobonHus IgE, KOHTO € B HAMHYHOCT IIPH OTKNIOYBAHE HA
aneprudHaTa Kackaza. JleseHueTo Ha JINNa ¢ aTonyd ¢ omalizumab sofu 10 H3paseHO HAMAABAHE HA FCeRI
penenTopuTe BBpXY Gasodumure. OceH TOBA i vitro ocBOGOKAABAHETO HA XHCTAMUH OT Gasoduure,
H30JIHpaHH OT JiekyBaHH ¢ Xolair nuua, e HamaneHo ¢ NpuGu3uTenHo 90% cien cTuMynanus ¢ anepren B
CpaBHEHHE ChC CTOHHOCTHTE TIPEV ICUEHHETO.

€HOHH Y4C CICH IBPBaTA 034 H ¢ 3a71a3BaT HHCKH MEKAY OTACIIHATC NO3H. Enua roguna




neuenneto ¢ Xolair, IgE ce Bprma o HuBaTa OT MpeiH AevenneTo Ge3 Aa ce HabmoAaBa puKkomeTeH edexT
chey, OTMHBaHe Ha JIEKapCTBEHHA IPOAYKT.

KnaygeH onur

E¢uxacHoctra 1 GesonacHocrra Ha Xolair ca NpociencHH B Xoaa Ha 28-ceAMEYHO ABOHHO-CIANO MIanebo-
KOHTPOHPaHO Npoy4BaHe (npoyusaHe 1), prinodsamo 419 naupenTH ¢ TeXKa anepruyHa acTMa, Ha Bs3pact
12-79 roaunwu, cbe cHikeHa OenonpobHa Gynxnus (PEO, 40-80% or npefsrAeHNs) H JIOLI KOHTPOI Ha
CHMITTOMHATE Ha acCTMAaTa He3aBUCHMO OT NIOJTy4YaBAHETO HA BUCOKA 1032 MHXANATOPHH KOPTHKOCTEPOHIM H
meaArofeicTeany Geray-aroHucT. [TanpeHTrTe, BRIIOYEHH B POYYBaHETO ca UMa MHOKECTBO, YacT OT KOHTO
TEIKKH, aCTMATHYHY eK3auepbalHe npe3 nocleQHaTa rofuHa, Hanaramy Je4eHHe ¢hC CHCTEMHH
KOPTHKOCTEPOHIH HIH XOCITHTANM3ALHSA, HITH OCEIIEHHE Ha UEHTED 3a CHELIHa [I0MOLL, HE3aBHCHMO OT
TIPOABIIKHTETHOTO JISUEHHE ¢ BHCOKH JO3Y MHXAATOPHH KOPTHKOCTEPOMA# M ApNTofekCTRAI OeTa;-aTOHUCT.
Ipunarauy ca nopkoskHo Xolair wiy ninaneGo kaTo JONBIHHTEIHa Tepanus KbM >1 000 Mukporpama
beclomethasone dipropionate (K eKBHBAJICHT) ILTOC FBATOACHCTBaN] GeTaz-aronuct. 11o3soneHo e
HOAEEPIKANIO euerte ¢ Nepopany KOPTKMKOCTEPOIAH, TEO(MMIRH ¥ NCBKOTPUEHOBY MOIYIATOPH (CHOTEETHO
npH 22%, 27% u 35% 0T nalMeHTHTE).

ITspsuteH KpasH KPHTEPHIL, € YeCcTOTaTa Ha aCTMATHYHNTE ex3anepballi, Hanaraiy Ae4eHue ¢ IyJICoBe OT
CHCTeMHH koprrkocTepouan. Omalizamab HamangBa yecToTara Ha ekzauepbanyure Ha actMara ¢ 19% (p =
0,153). TTo-HaTaTBUIHKTE HPOYYBaHKA, KOUTO OKA3BaT CTATHCTHYECKA 35auuMocT (p<0,05) B nonsa Ha Xolair
BITIOHBAT HAMAIABAHE HA TEXKKHTE ex3anepbauud (¢ Hamanena GenoapobHa $ynxnua nond 60% or Hail-
nobpara cobeTsena 3a OOJHHA H HafaTama JieYeHHe ChC CHCTEMHI KOPTHKOCTEPOHAN) H HA CEBP3aHHTe C
acTMara MOCEIISH S 10 CISHIHOCT (XOCITHTAH3aLH, IICHTPOBE 32 CHeHa IIOMOI] K HelUIaHHPaHH NOCELIeH s
Ha JieKap), KaKTo U nogobperne ua [lamocTHATa olleHKa Ha jieKkaps 3a e(eKTHBHOCTTA Ha fiCUEHHETO,
BanpocHuka 3a KauecTBo Ha »xuBoT Asthma-related Quality of Life (AQL), cuMInToMHTE Ha acTMaTa #
Oenonpobnara QyHKUMA.

ITpu noATrpyNoBHA aHaMH3 nauredTaTe ¢ o6 IgE 276 IU/ml npeay neyenHeTo ca ¢ Mo-rojamMa BEpoATHOCT g
HOAy4aT 3HaUMMAa KIMHKHYHA non3a of Xolair. ITpy Te3u nanpenTn B ipoyysane 1, Xolair namansasa yecorara
Ha exzanepbarure Ha actmarta ¢ 40% (p = 0,002). OcBen ToBa, HOREYE NALUMEHTH UMAT KIAHMYHO 3HATHMH
OTTOBOPH B rpymnata ¢ o6 IgE =76 1U/ml mo Bpeme Ha nporpamara 3a mnursase Ha Xolair npu Texxa actMa.
Tabnuua 5. BKIOYEA pe3yaATaTUTe OT rpynaTta Ha npoy4sase 1.

Tab6auna 5.: Peayararn ot npoyusane 1.

Ilsna rpyna Ha ipoy4eane 1

Xolair Taauebo
N=209 N=210
Exsanep6anun ma actMa
Yecrora 33 28-ceAMHYHNS NEpHOR 0,74 0,92
% HaMalieHue, P-CTOHHOCT 3a 19,4%, p= 0,153
CHOTHOLIEHHETO Ha HeCTOTATa
Texin eK3anepOéaliy HA ACTMA
Yeerora 32 28-ceqMHYHNA NIEPHON 0,24 0,48
% HaMareHue, p-CTOHHOCT 3a 50,1%, p = 0,002
CBEOTHOIIEHHETO Ha YECTOTaTa
Hocemenns no cnemuoct
YectoTa 3a 28-ceqMUYHHA IEPHOL 0,24 0,43
% HamaleHue, P-CTOHHOCT 3a 43.9%, p=0,038
CBOTHOIIEHHETO Ha YeCTOTATa
O061a oBeHKA HA JieKaps
% oTropopuIH* 60,5% 42 8%
p-cToiiHOCT** <0,001

TiopoGpenne B AQL




% oT naumeHTHTE ¢ =0.5 60,8% 47.8%
nopopeHHe

P-CTOHHOCT 0,008

*  3HauNTENHO MOACOPEeHHe UITH ITBIEH KOHTPOJI
*% p-cTOHHOCT 32 HANOCTHOTO pasnpeAcieHHE Ha OLEHKHTE

Ipoyusane 2 onenspa ehHKacHOCTTa ¥ fesonacHocTTa Ha Xolair B rpyna ot 312 nanpeHTH ¢ TeXKa alepraysa
acTMa, KOMTO CHOTBETCTBAT Ha rpynara oT npoyusane 1. Jleuenunero ¢ Xolair 1ipy ToBa OTKPHTO HpOyYBaHe
BOAM 10 61% MoHIKCHNE Ha KIHHAYHO 3HAYUMUTE eK3anepOalny Ha acTMara b CpaBHeHHE ¢ HacToAMmaTa
AHTHACTMATHYHa TePanus KaTo CaMOCTOATENHO JIeUeHHe.

Yerupy Apyru roneMH mianeGo-KOHTPOAHpAHH NPOYYBaHHA Ha MOIABPIKAIIATA TEPATHs C HPOXBIDKUTEIHOCT
oT 28 A0 52 ceamuity, BKimouBamy 1 722 pE3pacTHE U nofapacTeaigy (Ipoyueanus 3, 4, 5, 6) olleHaBar
epuKacHoCTTa B GezonacHocTTa Ha Xolair py NanMeHTH ¢ TeXKa nepcucTupata actMa. Ilosedero nmanmentn
ca ¢ HeIOCTATHYEH KOHTPO, HO ¢a MOTyYaBaIi No-caaba Tepanus 3a acTMaTa OT HaHEeHTHTE 10 IPoyYBaHHuA 1
u 2, Ilpoyusanus 3-5 H3monzsaT exk3auepOalliiTe KaT0 OCHOBEH KPHUTEpHIt, IOKATO NpoyvBaHe 6 ONeHARa
MpEUMHO OTPaHH2BaHETO Ha KOPTHKOCTEPOMIMTE.

Ipu npoyusanms 3, 4 ¥ 5 nanueHrHTe, leKyBaHu ¢ Xolair, HMaT ChOTBETHO NOHIDKEHHE HA YECTOTATa Ha
exsanepbanuure Ha acTMata oT 37,5% (p=0,027), 40,3% (p<0,001) 1 57,6 (p<0,001) B cpaBrenne ¢ miaueto.

ITpu nipoyusane 6, 3HAYUTETHO NO-TOMAM IPOLISHT NAIHEHTH C TEKKA alepPridHa acTMa JeKyBaHH ¢ Xolair,
VCIABAT Ja NoHIWKAT Kozara Ha fluticasone o <500 Mukporpama/men 6e3 BiioniaBane Ha KOHTPONA Ha aCTMaTa
cu (60,3%), B cpaBHeHHe ¢ Iianebo rpynara (45,8, p<0,05).

TouKOBHTE OIEHKY 3a KAYECTBOTO Ha XKHBOT Ca H3MEPeHH ¢ H3NoN3BaHe Ha BRIpocHUKA Juniper Asthma-
related Quality of Life Questionnaire. BB BCHUKHTE 1IECT POYUBAHHSA HMA CTATHCTHYECKH 3HAYMMO
nonoGpenue cnpaMoO H3XOJHOTO HUBO Ha OLEHKHTE 33 KaYeCTBOTO Ha XKHMBOT 3a NanueHTHTe Ha Xolair cripamo
Te3H Ha nrane6o wiv B KOHTPOJIHATA IPYIIA.

HHJIOCTHa OLICHKA Ha JICKap:d 34 CCIJGKI‘PIBHOGTTa Ha ICYCHHUETO!

IanocTHa olelka Ha NeKaps e OCHIIECTBeHA NPH IIET OT TOPHHATE IIPOYYBAHMA KATO IHPOKA MAPKa 33
KOHTpOJIA Ha ACTMaTa, H3BBPILEHa OT JIeKyBalus Jiekap. JlekapsaT e MMan BE3MOXHOCT J1a oiek BE],
JHEBHUTE H HOIHKTE CHMIITOMH, YIIOTpeGaTa Ha CIIaCHTEHO JISUEHHE, CIIMPOMETP#ATA H eK3aliepbanuuTe.
Hpu scnyxuTe et NPOy4YBaHHA € IPeLeHEHO, Ye 3HAYHTENHO NIO-TOJAMA HacT oT nanpeATHTe Ha Xolair ca
TIOCTUIHAJIH 3HAYHMO HOLOOPEHN e WK ITB/IeH KOHTPOJ Ha aCTMATa, B CPaBHEeHHe ¢ NANUEHTHTE Ha Ialebo.

5.2 d@dapmMaxkoKHHETHYHH CBOHCTEA

OapMakoKiHeTHKATA Ha omalizumab e uzcsenBaHa MpH MAUMEHTH ¢ alepruvHa acTMa.

Abcopbring
Cnex noaxosxHo npiioxkenue omalizumab ce aGecopbupa cbe cpenna abcomorra GHonanuaHocT ot 62%. Criex

TIOJKOXHO MPIIATAHE HA eHHHYHA J03a NPH BH3PACTHH H NOAPAcTBANIH NAlMEeHTH ¢ acTMa omalizumab ce
26copbupa 6aBHO M AOCTHIa UK HAa CEPYMHHTE KOHLEHTpaUH# ciell cpefiHo 7-8 nuy dapMakOKHHETHKATA HA
omalizumab e nuHeiina npu Ao3u Hap 0,5 mg'kg. Cnex npwiarane Ha MBEOTOKPAaTHH 034 omalizumab,
obnactTa HoA KpHBATA 32 CEpyMHaTa KOHLEHTpalua BbB BpeMero ot Jlen 0 go Jlen 14, B paBHOBECHO
CHCTOsHIE, € 0 6 IIFTH [T0-BHCOKA OT TasH, CIIeZ MbpBara J03a.

PaznpenenieHue

paznpeleneHHe YIpH NANHEHTHTE CIeN TIOAKOKHO Npuiokexne e 78 = 32 ml/kg.

EnuMuHupase




KnupsHesT Ha omalizumab srmousa IgG nponecy Ha KIHPBHC, KAKTO H KIHPBHC 4pe3 CHELHM(HYHO CBEp3BaHe
4 o6pasyBaHe Ha KOMIUIEKCH ¢ TapreTHus My muradz IgE. EnumunHpanero upes uephus apob ma IgG Biimousa
pasrpaKHaHe B peTHKYJIO-HIOTeNHATa CHCTeMA M CHAOTelHuTe KieTku, MuTakTen IgG ce exckperpa CBIIO ¢
ATBUKaTa. [IpH acTMATHIM eMMAHAUHOHHUAT [OTYKHBOT Ha omalizumab ot cepyMa € CpeaHo 26 RHM KaTo
MIPUBUSHAST KIHPEHC e cpenno 2,4 + 1,1 ml/kg/nen. Oceen ToB2 yABOABAHETO HA TENECHOTO TEIIIO MIOYTH
YABOSBA NPHBUAHAA KIHPBHC.

XapaxTepHCTHKHY HA TAHMCHTHTE
Bwspacm, Pacos/Emniecku npousxod, Ilon

Awnanusupana e nonynanuonsara (papMakoxunerika xa Xolair, 3a ca ce oHeHAT eheKTHTE Ha AeMorpadCKiTe
XApAKTEPHCTHKH. AHATIM3UTE HA Te3H OrpaHi4eHH HaHHH NpelloAarar, Ye He ¢a HeoOXOMHMH HHKaKBY
NpOMeHH B {o3aTa criopes Be3pactra (12-76 roauHu), pacaTa, ETHHIECKHA IPOM3XOA WM [101a.

Bvbpeuno u ueprnodpobro yspeoicoare
JIMNICRAT NAHHM 32 PAPMAKOKMHETHKATA Wi (HapMaKOAMHAMUKATA TIPH TlalMeRTH ¢ 6x0pedno rm
4epHOIPOOHO YBpEKAAHE.

53 IHpegxauuu4HH JaHHK 32 (e30macHOCT

BesonacHoctTa Ha omalizumab e mpoydsana npu JBIroonamar Maxax, ThH kato omalizumab ce ceBp3Ba ¢
IgE na JIpnroonamar Makax H Ha 4OBEK ChC CXOJeH adMHATET. AHTHTeNa KeM omalizumab ce OTKpHBAT IpH
HAKOM MalMyHH ciiefl IOBTOPHO NMOAKOKHO MIIH HHTPABEeHO3HO NpiiokeH#e. Brnpeku Toa He ce Habmonara
TOKCHYHOCT, KOMILIEMEHT-3aBMCHMA HUTOTOKCHYHOCT M MMYHOKOMIDIEKCHH Gontecty. JIMIICBaT AoKasaTeNncTea
32 aHAQUNAKTHYEH OTFOBOP FOPaH AeTpaHyalys Ha MACTOLMTHATE NpH JIBAroonamary Makarm.

XpoHU4HOTO NpHIcKeHHe Ha omalizumab e ¢ [o6pa NOHOCHMOCT TIPH HEHOBEKOTION00HK MaliMyHH C
H3KITIOMEHNE Ha JO30-3aBHCHMHTO M Bh3PACT-3aBHCHMOTO NOHMKEHHE Ha TPOMOOLMTHTE B KPBBTa, KOETO € ¢
110-BHCOK2 YYBCTBUTENIHOCT PH MiaauTe xusotHH. CepyMHaTa KOHIEHTpalua, Heodxoauma 3a 50% crnazaue
Ha TPOMOOLIMTHTE CIIPAMO H3XOAHOTO HHUBO MPH BF3pacTHY [pAroonaluaTH Makaiy, € okojio 4 go 20 nbTH mo-
BHCOKA OT 0YaKBaHHTE MaKCHMAJIHH CEPYMHH KOHLISHTPAIMY B KIHHHYHH YCHOBHs. OCBEH TOBA NIpH
Jlearoonamary Makaiy ¢e HaGMofasaT OCTPH KPHEOMRANEY U BLaNaNeHNd Ha MIDKCKIMOHHKTES MeCTa.

He ce rpoBexxaaHi 0hHIMAIHN Mpoy4BaHus ¢ omalizumab 3a KapIHHOreHHOCT,

B npoyuBanusTa 32 PENPOAYKTHBHA TOKCHYHOCT HPH JIBIroornamaTH MaKkaiy oAKoxHENTe o3k o 75 mg/kg
(oxono 12-kpaTHO CHOTHOLIEHME Ha eKCIIO3UNHATA Bh3 OCHOBA Ha crolinocTure 3a AUC Ha 28 neH nipu 75
mg/ke CHpsMo KIHAMYHATA MAKCHMAJIHA H034) He Pa3KPUBAT TOKCHYHOCT 32 Malixara, eMOPHOTOKCHYHOCT HITH
TEPaTOreHHOCT, AKO ¢ IIPHAATAHH 110 BpeMe Ha OpraHOTeHe3ara, H He NOKasBaT HexeNIaHH edeKTH BEpXY
deTanHus ¥ HEOHATATHUA PACTEX, aKO Ce MPHNArarT 110 BpeMe Ha KhcHaTa OPEMEHHOCT, PRKAAHETO |
KBEPMEHETO.

Omalizumab ce exckpeTnpa B kbpMaTa Ha Jniroonamary Makamy, FHueara Ha omalizumab B kepMara ca 1,5%
OT KpERHATa KOHIEHTPaNKsa B MaiKaTa,

6. @APMANEBTHYHH JAHHNA

6.1 CnMcex HA NOMOIIHHATE BellecTBa

ITpax:

Sucrose

Histidine

Histidine hydrochloride monohydrate
Polysorbate 20

PasteopHTEL:
Bona 3a nHxekimH




6.2 ODOH3UKO-XHMHYHHM HECHBMECTHMOCTH

TosH NexapcTBEH HPOXYKT He TPAGRa Ja ce cMeCha ¢ JIPYTH JIKapCTBeHH NPOAYKTH, C H3KIIIOUeHHEe Ha Te3y,
NOCOuSHH! B pazpen 6.6.

6.3 Cpox Ha rogsocT
4 roguaH

Crnex pasteapsine: XuMugsaTa 1 (rspunaTa crabMnHOCT Ha Pa3TBOPEHMA IPOAYKT CE 3aMa3pa B PAMKHTE Ha 8
yaca NIpy crXpaHeHue npu Temieparypa ot 2°C Ao 8°C u 3a 4 waca npu cexpanenne nox 30°C.

Ot MEKpOGHOAOTHYHA IVIeIHAa TOYKa, NPOAYKTHT TpADBa Aa ce M3I0NI3Ba HEIOCPeACTBEHO Clief| pasTRapsHe.
AKO He ce M3M0Ji3Ba BeAHara, OTpeOHTeNAT e OTTOBOPEH 3a BpeMETO H YCIIOBHATa 32 ChXpHEeHHE NpeyH
ynoTpefa H HopMan#o He 61 TpaGBaNo na npesrwasat § yaca npu Temmeparypa ot 2°C go 8°C wim 1o 4 yaca
1ipu TeMnepaTypa nox 30°C.

6.4 ChnemHajJHH NpeANa3HA MEPKH HPH chbXpaHeHne

Ja ce cexparsisa B xnampiauk (2°C — 8°C).
Jla He ce zaMpazibpa.
Ila ce cpxpaHABa B OPHIHHAJIHATA ONIAKOBKA.

6.5 Bunu cheTaB Ha KOHETelHepa

®jsiaxon ¢ npax: IIpospayen (uiakoH oT Ge3UBETHO CTHIIO THH I, ¢ GYTHIIOB2 ryMeHA 3alyluanka ¥ CHBa
oTAenuMa miomba.

Awmryna ¢ pasreopurer: IIpospadsa amiyiia oT 6e31BETHO CTHIUIO THII I, chapprkama 2 mi Boja 3a HHKEKIHH.
OnakoBKaTa CBABPIKA: €IHH (DJAKOH C Tpax 33 MIKEKI{HOHEH pa3TBOP H eqHa aMITyJia ¢ BOAA 33 HIDKEKUHH.
6.6 Coenuanny NpeANa3ZHH MEPKH PN A3XBELPJAHE

JInohunmspupasuaT HpOMYKT n3kcksa 15-20 MuHyT# 32 pasTRapsHe, BHIPEKU Ue B HAKOH CITy4aH TOBa MOXKE Nia
OTHeMe rogeye BpeMe. Hanenso pa3sTBOPEHHST NPOAYKT H3MTIexKAa OHCTEP KM JIEKO MBTEH H MO 1a HMa
HAKOJNKO MAIKH MEXypyeTa Wid IIFHA 1o pr0a Ha ¢nakoHa. ITopaiH BECKO3HTETA HA PA3TBOPEHI NPOXYKT,
Tpa6Ba na ce Buumasa JIA CE U3TEINIA IAJIOTO KOJIAYECTBO ITPOLVKT or duakona npefu na ce
H3FOHH BB3[YX4a HIIH H3JIHIIHKS PasTBOp, 32 Aa ce nomyyar 0,6 mi.

3a ma noaroteure (rakonute Xolair 75 mg 3a NOAKOKHO NPIIOKEHHE, MOJIA NPHABPIKATE C& KBM CHEIHUTES
yKa3aHus:

1. Harernere 0,9 mi Boja 3a HIKEKLIHM OT AMIYJATa B CIIPHHIOBKA C MIJI4, WHpoKa 18G.

2. B uznpasesus BHPXY [UIafKa TMORBPXHOCT QIAakoH, BKapaiTe HINaTa ¥ NMpexXsspiere BOKATA 32
HIDKEKIHH BB (DaKoHa, ChABPIKAI AHOMWIN3HPAHHUA NIPaX KATO CIIEBATE CTAHAAPTHUTE TEXHHKH 33
acerTTHEA, HACOUBaliKE BOJATA 32 HIDKEKIUH AHUPEKTHO BHPXY fipaxa.

3. Karo anpxuTe (iaKOHA B H3TIPaBEHO HONOKEHIE EHEPIHYHO o BhpTeTe (He ro Kiatete), B
NpOABIDKEHHE Ha MPUONN3HTENHO | MEHYTa A0 PABHOMEPHO OBIAXHABAHE Ha Ipaxa.

4. 3a ja ylecHdTe pasTBApSHETO Clie] W3IIBJIHEHHE Ha CTHIKA 3., JIeko 3apbpTatite (uiakoHa B
NPOABIDKeHNE Ha 5-10 ceKYHIM NPUONMEUTERHO HA BCBKU 5 MUHYTH, 32 d CE PAsTROPAT e
OCTATHLH.

HmaiiTe npeBus, ye B HAKOHM CIIyuay MOXe Ja ca HeoGXoHMH Nobeye oT 20 MH
pa3TBOPH HAITBJIHO Npaxa. B To3u ciyJal MOBTOpeTe CTHIIKA 4. JOKATO HAMA HU
renonoao0HH YacTHIM B Pa3TBOpa.

i0




KoraTo npofyKTHT € HaIllBIHO Pa3TBOPEH He TpsOBa Ja MMa HHKAKBH IeICN0OZ00HHN YacTHLH B
pasTeopa. MankuTe MexypyeTa WM 1isHa o pefa Ha ¢naxona ca yecTH. Pa3TBOPEHHAT NPOAYKT
u3rnexaa GHCTHP W JIeko MBTeH. Jla He ce H3M0NI3Ba NPY HAIHYHE HA TBEPAH YaCTHLUH.
5. O6bprete (rakoHa 3a NoHe 15 ceKyHaM, Taka Y€ Aa MOXKE PAa3TBOPBT [a Ce CTeyYe KbM 3allyllajKara.
Karo H3mon3Bare HOBa 3 MIJIHIINTPOBA CIHPHHIIOBKA ¢ UIIa, MpoKa 18G, pKapaliTe urjata B
obbpHaTHa durakos. JIpwkte ¢rakoHa B 00BpHATO [TONIOXKEHHE H BhpXa Ha HIT[ATa HA CaMOTO IBHO Ha
pasTeOpa BBB ()IAaKOHA, JOKATO M3TEIVIATe pa3TBopa B cIpuHIoBKaTa, IIpeau na OTCTpaHHUTE UIVIATA OT
CIIPMHLIOBKATA H3TeryeTe OyTalnoTo Haszan 0 Kpas Ha IRUIHHAEDA Ha CIIPMHIIOBKATA, 33 Ja H3TErHTe
LIENHA pasTBOP OT 0OBEPHATHN (DHAKOH.
3amenere 18G urnara ¢ 25G uria 2a MOAKOKHA HEDKEKLIHH.
Haronere BB3MyXa, TONIEMHTE MEXYPH M H3IHMIIHUS Pa3TBOP, 33 Aa NONyUiTe HyXHaTa go3a ot 0,6 ml.
Ha pBpXa HA pasTBOpa B CIIPUHIOBKATA MOJKe Aa OCTaHe THHBK CJIOM OT Mankm mexypuera. Thi Kato
Pa3TBOPET € C JIeKo BUCKO3eH, MoKe Ia ca HeoOxoanmu 5-10 cexynnm, 3a Aa ce BEBE/IC Ype3 MOAKOKHA
HHDKEeKLIHS,
®nakonsT ocurypaea 0,6 ml (75 mg) Xolair,
8. MmKeKiMHTe e IPHAraT TOAKOKHO B ASATOMAHATa 06IaCT Ha MMIUHMLATA Wik B 6&ApOTO.

e

Xolair 75 mg npax 3a MIDKEKIHOHEH PasTBOP Ce OCTaBs BbB (IAKOH 3a eJHOKpaTHa YNoTpeba 1 He ChABPIKA
arnbakTepHaTHH KOHCEPBAHTH.

Ot MuKpobHoOriTHa IeIHA TOUKA Pa3TRBOPET TPAOBA Jia Ce H3MONI3Ba HeNOCPEACTBEHO CIe]| PAsTBapsiHe (BK.
pazgen 6.3).

Heusnonssauuar NPOAYKT UAH OTIIaABbYHUTE MaTePHANH TpﬂGBa J& Ce& H3XBBPAAT B CHOTBETCTBHE ¢ MCCTHHTE
H3HCKBAHHA.

7. AME ¥ ATTIPEC A TIPUTEXATEJISI HA PASPEINERWETO 3A YIIOTPEBA

Novartis Pharma Service Inc.
Lichtstrasse 35, CH-4056 Basel, Switzerland

IlpeacTaBHTeN HA NPHTEXATENS HA paspemennero 3a ynorpeda B brarapusa:
Novartis Pharma Services Inc.

Busnec Ilapk Copua

Crpaga 11A, er. 1, Mnagoct 4

Cohua 1715

Tem: 02/976 98 28

®axc: 02/976 98 29

8. PETHCTPAITAOHEH HOMEP B PEFICTHPA IXO YJI. 28 3TAXM

9. IATA HA OIHPBOTO PA3SPEINEHHUE 3A YHOTPESA HA JEKAPCTBEHHSA IPOAYKT B
BhJTAPHSE

10. JATA HA YACTHYHA AKTYAJM3AIIVA HA TEKCTA
09.02.2006 r.
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