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Es—E&
B HREL TORWRE () B L THWRWRE (B)
CPMP Committee for Proprietary Medicinal Products RMNEHELEES
FceR1 Fc epsilon receptor 1 BRI IgE AR
FEV,,/FEV,  forced expiratory volume in one second BAHEEED 1 BE
GINA global initiative for asthma T EEEOEEEH
IgE immunoglobulin E s u7 ) E
IgG, immunoglobulin G, REITTY G
IL-4 interleukin-4 A v E—afF4
IL-5 interleukin-5 A E—uafXx-5
IL-13 interleukin-13 AVEHE—aAfFL-13
JGL asthma prevention and management guideline, Japan BERFR - EETA KT A
PEF peak expiratory flow EAMHERE, -7 T7u—
QoL quality of life EEDE
Th2 type2 helper t cell 2 B~V S—T #BBE
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1 ERXITRROER

SUTRETER UT, AFEEH) X, v MeevAHie b IgE £/ 7 u—FA5iETHS

F=) X< (EEFlfz) CF, <) X7 L) 2151 72025 mg FLRT
EHARATH D,
RIS u 7Y E (IgE) BT VAFR—HEERBOFEREFTHLIZ BMbh, £/ 70—
FAFURIERIEAT A 1970 ERICHESL L7218, IgE OBREMMZRETH D FeeRI AT D IgE
oz N2 BE ) 7 v —F A HUERB B S L7z [Baniyash, et al 1984][Baniyash, et al
1988], Genentech, Inc. (Novartis Pharma AG O #RIBIFRES) 1L, & bOT LAXF—MHREADE
BEABRTLEMT, MBEELICES L IgE 28T, ZhBEIBT 74 5% —%2 &
BLARWKETF7 4 7% —D~TZHE b IgE £/ 7 v —FUHEOEMICEF Lz, %4
R Ehiz~vUAHik b IgE £/ 7 2—FAHE MaEll (21, MUBEEICIDST VAF— i
REORERDY, ZOMELZERT 572D, b MO L TRERMEZE L2V e MIOK IgE
FUEBERL X N[ Vaswani, et al 1998], ZOHNLEAMOIET 7 4 T —ihifkE LA~
VX7 HBIR LT,

Fel XwTNX, FxA=—ANLAZ—IREREFMRCTEELESND, VAL b IgE £/
7 v —FVHUROMAMHERERE, WOZE b 1gG IKHXTIEFBRRT L—L T —7 EHn
5725t Mevw v RHie b IgE £/ 7 v —F Bk (5 FER 149,000, 7 X B8 1,338 &N D
RHHEERE) TH A[Boulet, et al 1997][Fahy, et al 1997][Milgrom, et al 1999],

F= ) X< 7 OEREFT, MmA5EEE IgE @ Ce3 AL (FesRI ~DFESEMD) AT A Z L
W& Y, IgE OB, FEEREVOERKEMRADOEEEEETSZZLTHY, TOKR
LT, KEMBOTEEAEMHL, ERAZI, vl a b VEDOREERAT 4 =—F—0
BEEIET 5, S 5IZ, Th2 YA MU o OfHIH, FEEREOME], KT FeeRI DB
FIER LA TR, 2O OEABFROEEER LY, £FO 1 87 LAX—RE~OFEL
L, TLAXF—MHBERECEREZXRE LT, KEIZBWTIX Genentech, Inc.28, FRMIZE
VT Novartis Pharma AG 23, AFUZBNWTIX ) ST 4 R 7 7 —<vBERASHEDS AR & FRA Lz,

2 SKEXWBIZONT

2.1 [EXHRORE & EF
KEX MG RBIIKEOBRERERRBTHY, KBHRE L UEERBMEDOTUE, £ L TRKRIZIX
BVIRLEZ 2%, W, MRS CHEST Oh, TOREY, REICFETLIT VS IC
KT AR IgE OFELERHATEAT VAN EEATERWET LAF—HIZHEIND,
T UAF—EORE I EBE T, AN TEASNEZNESEED IgE NI, PEREER
MR EoEmBFE IgE ZAME (FeeRD IS L, FUROHFERAICK VMR EIZES LTV IgE
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DEBEN, CAFIV, e a b)) VEORENAT 4 =— ¥ —ORBERIKCPES, K[
RERUMGBIERBEREIND, 72, BALEZREAKEOTER MR EICE RIS D &,
T MBAPNEMEILENT, Th2 A "hA1 > (IL-4, IL-5, IL-13) 2EAT S, InbHA bAoA
Yk, FEEERDSL - B, IgE DOFEA, BERTFORBLZERL, JERECHEELZLZHT,
M3 F# IgE f & KOE BB IZBERFED LTV 5 & O [Sears, et al 19911, hiBILERE
TITREBBROEEABIZEE L TV AMIRIZ FeeRI ORINEE 2 T\ 5 L D45 [Fregonese,
et al 200413H 0, I HOWMEIX, KJEBBELE - HMERIE-—MEFLEL WO RBEE T L 5
BORERIZ, gERESBESET2ZLERETIHDTHD,
ERNCTEREE 222 L KBEXIWEEREEIT 2002 EORAFBE OFET 107 T A L HE
ENTWBR[EEFEE 2002], EEOBEHIIZD 3~4 FIIHFETILERBELONTVAE
SE, fth 2005], FRADOERE XM B OFERIITESFITHEML TEBY, 1960 FRIZ 1%FTH-
b0, BIE 3%REE THMLE L OBEN D H[4Er, fh 2003], BRAMEDFEEIFAIL,
60 Maf % Iz 50~T70 ARIZE K AN AEHAAH D [FKIL, fil 1998], FIEFEIZ OV TiX 20
~30BARICORREEENEVL DD, FEHITH - TIZIFE LWHEE CTH 58, i 2003],
mEEIIBFEEDORBRTH Y, MEIZ KB ITHEEIL 2004 £ T 3283 A[EAFBE 2004] , 2007
FT 2533 4 [BEAFBE 20071 L MESIN TN,

2.2 K[EXMSDAR

KELMEOEE - BB OV TIX, ENTIE 1998 FEiZr BT - BBIA KT 4
[JGL1998) AIEFE SN, 2003 iz TIGL2003 ] [HLEF, fL 2003] 3 FEK Zh, 2006 £
[JGL2006) [KH, fft 2006] X EFTDOHTA RT A4 ThHD, BRKTHE, WMEFTEOEERH
(Global Initiative for Asthma, GINA) [O'Byrne, et al 200518 A< BE S, ZRINLTW3,
[REXIMBITBEOFRAZEENZEBRTHY, WROBREIZL - TEADIBEEZBRETZ &
XREELRBRCTH B, FE, BELI D EEXLNIEH - BRI, [JEBRECKEOELE - &
x, [IRHIREZERTHEFOREREE - BrE, 7 L TEYIREC LD REOIE & SOEIEICL B
SOEBEME L [URSIROBER, - EMThHD, JGL2003 Tik, WMEBEOBEEL LT MEHALE
bLRVWAREABERENRSZ L), TEFICEVERELZHERTIZL], [REPLRHAOKS
FEIREREEAS 72 <+ RIEIR S FIREZ2 Z & |, TWREREREZ LRV L), [hEIEDEEE]
BN NEEEICLDEHMERAR VW L 2ZHRELTWS, ZhbOIERBZEIZMIT CTEL O E
BRESHERIN TV AR, ZNOIIRMEEERORERRECKISh, WEOEEEIZIS
UT 4 BRI ERENRE Y7 RS TW5, REEEEKL, WEREORERL
MHEIL, WEEZaY bua— AT 5200RFTHY, RIEHEFRRERY, RHEEROHERIZH D)
boPfmBrar bue—L LERT, WMERELRALZBAICERTIEATHD, EEEIL,
TR BRI ORER K ORI EE, BEDRENEN DREIIRE ZI, 0% 3 » ARE, i
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ROBBERNEZBRLEIZATHEERARAT v 7T v T XIIRAT v Ay TBH5ZLE LTS
[2.5.1.1.3]

72, GINA ZBWTH, MEOEEEIDLN UBRMEDERE TS U RRAINTEY, B
FEEOHIE, RFEFMERATIEA B RIMEOMEMITIEFITHREIIH L DD, HRLEKIZEBITS
RE T BICKT AIERESHIMERER TH 5, AAIX, GINA2006 (2B WT, HROIBRAR
EWRTHIRRAT v 7S ORMEEE L L THRHAIA TNV,

2.3 HEDKEXmRARICE T SBER

M RIBETA FTA4 VICBWTE—RIREL LTRART oA FEIERIN, Z0oEkE L
HIZAMEREIZ L AMmMEIE, 720 AR BIAEZZESBD L TE TRV I 00, ERN
TOMBIETE (10 FAX) 11X 2004 T 2.6 ATH Y [[EEFBE 2004], BRKIZEETHEWD
KYETH BRI, Ml 2005], 1998~2003 £ 6 FERZFAELR L LI BRI EESORE
[, fib2004]ic X% &, FECHIOWMEBDOEREEIL, FIE 53%, FEIE 37%& PEEL LB
D 9IEEED, T, MBIZIVEL LEZBED I b, 26%ITBEICEIL2nm BRIELRR L,
S1%IXEEOMEREIZLAAREZRRLIZLE A5, Tough HiE, BEORXERELET IR
YEDRBRC AP DRRERA, Mg EJIEXC near-death BIEDMGEREFTH D Z L 2HE L TH Y [Tough,
et al 1998][Tumer, et al 1998], EMIZBW TS, EEENEWVI &ERCBEICEE O BRIEL R
LTW3Z LI BIEDBREFTH D LB TWD,

SEEMEBRE 8034 (A 4014, /NR 4024) 2xs e L EREFEFELS, 1 2002]
WCRBWT, FAEXNGEE D 40%205 JGL1998 BEFTRTH AT » 7 4 (BEEFHA) XiXAT v 7 3
(PERERHGRD 125% Lz, ER=2 Y b r— ROV TIE, RARERED 52%ICBHF 0
B EERDFED b, Bl 1 FROTFENDOZE (Abt, BRBEZET) ORBRIT 41%I2, ¥
BT KBRS - RIEDOKRERIT 30%ICHBO b, £z, 70%H BHEABIZRIT 5EBORICM S
PORIKEZRE L TRY, AEDE (QOL) METLTWE, XbiZ, BEERSRGEBED 21%, F
SHERERIBED 1%, HOOWEEROEERAL 2 hr—LRE EFE L TV 2[R,
fll 2002], REBOEEEF ML RDIEY, BRHRLEEED (BIERFROFERIERO B AT,
FE - FLEOEH, B - B, KEREK ~0BEREDLN, QOL BAELLEEINL TN
BDERBH LN E 2o TOA[RKIL, fill 1998], b, BRAPDMEMPOHD L, 1 FHICABER
VOB EZLERR LICBEOOSANFIXENENR 30 TAKRD 100 TALH#FTIHh, WHE
HEIZ LA AR URENRZ 2R ERMBICS 2 28T 3,350 BHIZOIED EHEEIRT
WA[BSE, fit2005],

MEI Y br— AR+ TRVEERENMER L LTELFETIERICE, HWREERT %
SERICENE - BRETHIZENRETHAZ LITMAT, TR TIXEEREICKT 2 EKYIHETE
DAL TRNZ ERBETF NG, T7hbb, EEREICNL L, BARXRT A FEZHEELT
b DA RN H B 1EH[Harrison, et al 2004], EEODREBHIFTE HDIL 6~9 » ARE
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Th D L HEZN TV 5[Bateman, et al 2004], I T, MORMEBRELZEZOLLZHIFRICLS
BERBEEIND D, BFORMEBEY LRETIZLICIVB/BONIPDRIIT OTILTHY
[Robinson, et al 2001], /RO RA7T A FEEZBML THRELRIIHEEREZ 2 br—VT5 2
CIIREETH B[FR 2004], S HIZ, THHLDOBETIIRERZIZBIFANERE SN, BARXT
oA FEORHERTIL, BIFME, $ERE, BHERE, 7y U JERR LV o 2 S HRIE
o, BUHHEHORBRY X 78K EORBED H 5[Karagas, et al 2001, AT v 7 4 DR
B CTOOREREGEONLRVGEAICEMERZEE TS L SN TWAHEFENRE (&FF) o
BFrIDA =T /740Y) ik KEIMBOBESEZALTELY, BAREREEMCEE
BIERIE: E O EEREWEANEET SRS H D,

INHLDZ ENnD, BEOK[EXMEEEER T, FCEEREICKT HHES T4 TR
TENRIMDRB,

3 S OER

AFNOERNMZBIT AHRIE, TOEAEBFELID T LAF—HREROT LIXF—HER~D
WHREZ b, EAREITT B TCED N, T X—EmBIcET 2BREORER %X
1.53-11277,

FRARRBRIZIESL D, REOREMERVOANELZEME AVTHRFT2 BHT, DJEL Y R
KRB (CRERABR, EYEIEROUEMRER) % Genentech, Inc.¥3E L7z, 728, I~ X</
Xt b IgE x5 AEFME L IZIERISOEMMEE T =7 4 PO IgE TRT I & 5[243.3.2],
=T A FATA~ ) A7 OFBRFHDED 2BMETH D LB, FBRRRBRTIIVI=72
APV EFIER L,

3.1 HERELEEDER

AFIDORFES, BEOBEFIEDEE[23.5.2 (6)| R UEALST DEF[2.3.P.2 (2Q)%1To T,
a0k, 49, Rz sBEnsh ey, RS osERc, BERENS L
¥, 8K =— K G120BB DA (A~ U X~T7 ORE |JngmL) » 540 =2— K G129BK @
BRERENA (<) X<=T ORE (Jngnl) ~EFLEZ, Zobx, FEOMEZBWT
+, I % -, A~ ) %~ s e o,
comiakemrsaE (P v A rvevy—rorer bz Lz IR
Bk ~EE LT, £, 8ERr—A (1)L A7 —A»bQR)L RAFr—A~ERE LKL, Zhbo
K, BERVRECREFELEFICL DA~ ) X~ T OEYBENER KN ZNER~DEEL,
NI APV TORDHERRICI VR LEER, EEICIH3EEEIRODNALR o7
[2.648.1.1}, EH6iZ, BRICHIREM~DEEL =7 4 VAL TORBREFEERRENY
FTORFREERBRICBW TR LZBR, B2 07 7 A ~DOFBLRBO oNRPo T
[2.6.6.2.3][2.6.6.7.11.

¥ TR BRIRA I B X ] 7
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F2RESOVERIZXY, Fa—F GI29BK 2 bA5 22— F GI36H OBEAERIRE
HE (<) A<T7ORE : 100 mgmL) ~DEEEIToTz, TOERILLDA~) X<vT DI
WMBRE R O STZRMER~DEELE 1 =7 4 Vv E AWV RYEERRICE O TR LR,
BRI AEEBIRD NN -72[2.64.8.12],

MEREEN A 2 REORE L LN, 19BB*4EIC Genentech, Inc., |G c:
iz, RWT, 200E I BEORIERFTA, Genentech, Inc., - ~BENT,
CTD2.3.8.2 (6) METROHBORETRT L ST, 19BB*EITHEY S BUE T & 2 AT
DEEFE (19AAE) TRESNA~ ) X7 Tk, ZOHEHEOTe T 7 A MIZENRD S
Nice Tk, b OFRENNLEE LA Z AW CEYPHRSERRE E/RL, Mk
B DAL FRIRISM 2 /SR L72[2.7.1.3.2.3],

AN, 52— K GI36H O, M =— K GI58BP, G158BZ K} GI58CF ~¢ER I
B, THBIX, AN TANOBERELEDOTR TCARRRLREDART, BREZOEKRPOA<Y
Aw7 ORE (125 mgmL) RORMFIOREIRICL22bDTH B,

TR FERANL, 45 =— K GIS8CF & R UALE OFEGBEERFIT, A TANOBEE S
EE L4 2— K GAISS8CF Th 5,

*  FIEKRFRRMEICB SR
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1.5 BREX TR R DEFER UREDORE

3.2 B TORRER

WA CIE, RAERBRE LT, PHEU ELORART 24 ROERKRE LW AERBIERLR B, H
WEOMER UIEHFERICBWTHIERBEE LRWHRSEEN O BERGA DT L L X —Hig
BEZEERGBIT, 2 DOEELCESHRY S BRI TR LB I AR5 (008 & Tr 009
RE) 2EHELZ, WTHORRIZEBWTH, AFBILT 7 AR L R RIEBEEZE
Bl b s®s - LRESNEZ 2, chbrEERBAE&Z: LT 2l <
Genentech, Inc. 23K E 238V T, Novartis Pharma AG 23BRMNIZEBWT, FNENARERELZITo T,
ZOFER, KETIX 2003 4 6 i BART v A FORZIZE2D L FTIERPRE LR 12
LA E D REREN b BEERELO T LV ¥ — R B BFIC R 2 BEEEE OME] OIS T
ARERE Lz, —77, 1997 5 2000 FTHT Tl BOEMERTEEIIES L, 2000 4B

X, BIERO 008 BN 009 RERICSIN L BE L ARZEEEOBEL, BRARRMERES,
FIEEEDOMOEBELZITOND L IR > T\, 20X 5 BRERREOETLERE 2, BRM
2B TiE, Committee for Proprietary Medicinal Products (CPMP) & OHEIC LD, KAlZ L -
TERDY AT RRXT7 4 v MRBONDBEEAT, RbEERBRIIBN T o RBRIE
DFELRRY, WEIEY X7 ORWBEEFAICHRTRETHL L OmERT, £IT, HiF
PEDTIF5 &b, Fi-RRIERBRE LT, GINA2002 TA FT7A4 VTCEREINDARAT v
AVERR, Tbbda b 3 y AMERAERART uA FERAEREIERE 8, RIEES A
LThH, 2 B EOMEELD LSIEEOHEBEBLERR LABEFGEREOT LLX—HHE
BEER L LEERLE_ESRY T A B TRELERR (2306 35) % 20 .H
FVERLE, ZOBR, YZBEBIIRBWTYH, AFIC X 2mEHEEEAE OMHZIR IR
nizz ens, 0EIE cEFEIIR: 7, 20054 10 Bic [EAERART oA Rk
AERRBERA B, AL A L T3 I2b b o PFEERBOMEOHEL XL, HEEO
B HRER S L IXERIEE & & b ICRERIEREDIRT (FEV, R FRIEFEMED 80%AH) %5 12
LA EDEIERGER O T L VX — MR BRE IR T 2 EEROBED D OBMKIE] OIS
THERERE L,

21, 20ER5 orckcoxReEECz, TN
s = o crF 7o, [ - -
O - . 5 32 7>

BINGOBFEEIXRY FTiIFTna,

T, RERGROBEFADREY X7 2HFT 272012, KEICBWT, PEERRREK
DBEEFFEROT LAX—EmBREEZRE Lz 5 EHORTM & 28— MFE (Q2948g &
8) z 20l L EELTVBR.553.1],

2008 4F 8 ABIfE, 7T LAX—MMGRIAEEL LT, XE, BN, =X F V7, &%
Cé LTHR 70 7 BB W TEARETREZ L TWA[1.6], £77, GINA2006 2BV TIE, H&EAD



Page 12
1.5 BEXFHRROREERURREDREE

VEENARHEETAREAT v 7 5 DEMBERO—o> L LTEASNTRY, KMP0HE
[Goodman & Gilman 20052 B W T HF7= M BIEEE L L TR EN TN S,

3.3 BN T ORRER

AicpTix, 199 £ A 25 0llE iz, BERABTFEASRICE 1HERR (1101 3
BR) ZFERL, Hﬁkf@$ﬁ@§éﬁ&@ﬁ§ﬁ KyghEemR Lz, £7- 1101 RAB L
SERAVABR (006 RER) I2BWT, RFOIKWENRE L i PR [gE RE T 5 FEEZRIT
ANEDOEBEWZ X w%%ﬁiﬁm;kéﬁmb,%@ﬁ%_%o%,@%mfﬁ%&\ DERE
ENFHBRERARR RS ERERZENBRARICHEIS LT, UBORBZEDDZLLL
7

1101 RERE T, wMERRBEEZ B AA~ET 5 aaetsic o < R+ =
i B3 Gl ERESAUNEaorr e
]
N, — >\ C R
T35 Xy Eman, &b, NG
. 5 — &,
I, 5~ &, FCOWT D
BErT & H L LTHETFbRE[5.4.1] :

R OWEBREROEREERE 2, I ToT LA RRE LR LERTERR (I
Bl 07 v r7RqBELT, BN 1301 RBREERLE, HREEL, PHEUALOR
ARTuA ROBEAES & BATRERERE B, RIBEE D LER SUIEHERIZI W THER® L
ELRWT LAX—HOKEXIMEBREL L, WMEBEEEL TEFMER E LTT 7R ex
mickgms Lz, Lo L, N
. - astE R ENOERERICE DRSO TH oo
L PLHBREOHMAANNSTE T, FTEERERORERNTET T 2NCHARE 1 L,

FZT, BAOERERICEDREFMEZITS Z L2 ERIZBWT, FleRBERRLE LT
2003 £E 2 A2 2005 4F 5 AT T 1304 B Z Ef U7z, RBRT VA VIZEEREL_EERT
YR RAATHERI BB & L, BEFIBRICARI 2B L & & OF R R 2% 7 L
7ro XIEREBHEIX, JGL1998 THEE IN D IHEIZB WV THIERNEZE LRWPEIEN & EiERFRE
LW ENTET VAT —HOKEIHEREL L, BRAEBERART oA FIZMZT 1 AU EOR
HEEEL A VIRAAT A, FEHFRALTNWE Z L 2RREED—D L Lz, HERBRICBIT
% BB T B IEEE OMEISER 2 BT 2 X EMOFMBEAKNETHY, 512, T
B REF OBEAANBREETH S L FRENLZ LD, MEaY hr— L OoRREZEH

R L, AIICBWV T EBRREOENHEICEENICANOR TV ARO Y -7 7u—

(PEF) #FXEHMEER & Lz, BWRAFEMIER & Lo MREE[E (KD PEF, %) e
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FERABAREDAaTHE, VAFXa—RKOEARKREEZRE L, SHICHEEECIETS
HEE LT, WEEEC L 2RBRTILEFASE HIEE TOHRE, WEBREORRE L BREN
WCEMl L7z, ZF0fER, TEIMMER THIEO PEFIX7 7R LB L THEICHEL, TD
O PFRIR S RECIER D, M BHEEOCMH 2 LICBWTH AR OFMEN R ENT, Bz
DONWTHE, BREICHEL 25 X5 2AEFRORBACHERBEMEOEENIBO b Rho Tz
[2.51

Fio, AFOREMBRESICL2REMEFTMTI L 2BMNE LT 48 BEFFEHRAR (1307 &
Bh) % 2003411 ALV ERELE,

i, EET LAax—akxegcET % 1 ERRE T, 1IN
L pbujiieeyeill B3 BN R PR
L, zoER I

LOBEEF/, SbIg,

& DEEBR[5.42] |

IO IcESE, BRATCORYEEROEENROBGEZFEMICERL, BHEORE
DOERMEERIET 2720, BARALSNEATOEBRLRRER (2206 BB ZFEH 5 Likic, E
PO EERRBR O K ENE K KR T — ¥ 2 AW EREFICE S < BEREDBIE — KEL)
RO &£ LTz, £ORBE, AROEWEE—EEHRIL, REMDLIET E BELEKED
PERRE, TOMONEERKEHERE VREDEVOEELZITI RV LZHEAL, BIER
RRBEE CRESNZBAERAERER RS ERARTENBERRRICER T2 LoxYtk
EHER L2272, T HIZ, BN TORBBUSEIMET MCBREOENDOEREERLZEE 2, BE
FRRICBOTHIERDEZETTEIMERFENSZ LWEEL, mEHEICL2mEEDY Ry
BENZ LD, KEOEBROMBIZRD EEZ, 1304 RBRIGEZANEZEHEREDOS b,
JGL2003 1T B AT v 7 4 OIEEEZIT TV AICHL 0 b TIERR BIZE % B TE TRV HEER
Er, RBOV RS - X749 MBBONIBELEZ, BERH2FHMEToT. ETOBR, X
DEEEOBWVERICBNTY, AROFENRENT,

MOl haein 5 Gl el 00
oW ER L, FORE,

N - - x4 ez 22, 2, I
|
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1.5 ERXEERDEER UVREDORE

1
I - oA 2R, & 5
e
N S 687, k7o, AR CORRBEE
i U< I
. == BhE b8 72[5.43]

UEORELY, ARCBNTHIEN LA, BEFER CHRRA T+ REE MBI L,
AEIOBFRAMEIIER SN LHWT L, BETAICE-T, 48 BEEHREROLREMER E LM
R L TCWAERA 1307 RERICOWVWTIE, 24 BROHFEEFHEREZ - THEFEL, HFHEHE, 48
BEo®EREzEE L. 28, 20525 2“7 =< - 7 <EXN
1304 R O* 1307 RABrEER LY, RBETE, - 5 FEREOZHHE L
(1360137, =7, NG5 5 >\ Tk, B CORBRREEE 2, BESH
7o 72 BRRRABRI T FHE « 328 L TV, \

BEET, AMTBNOTEH 285 £ OMRBEICAFNITRE XN, TOAIERCREMENRE
nTns, bz, miREGHEE LT, TRE#RE BESHRTOBRREICNL, £61%
W& E L-BEFERARERE (B ZEE L WAL,

4 BHERUARKL

BEOREXWMBIARARICIB T 2EHAERART 21 FRMOBEOIBEREOHATTDH
Bt iR B 2 BRERE XM EBE T, thomEERE LERL T, mEHEE, ARKOE
COVRIBEL, FNOHDOY AT ZEBT HI-DIZFRER IR D OIRERRALND bODOEHE
REETHY, WEEREML DI+ TRV ORBRTH S, AFIL, ik b IgE £/ 7
a—FAGETHY, mPERE E CRENICES L, TnENELTIZ b, MEBRIC
U CBEFOTRRE L IXR R WP I L VIR ETT,

ENERRRBICBW T, BEFRER CORAN 472 P EED b BEDOXE X B BE 256812,
AE % ERELTRE L L EOFMMERVOREMERT Lz, RBEAEMD > S, EHER
ART A RROMOBEOBREOHAT CHLRBNZERY H 2 HERE M EBEHIE
BT 2R ORR, UTFOXT7 1 v b EF/E,

o AEFNX, BFHERICBVTHERNRESTEBINGRFENZ LWEEORE X HERE

DOIFRISRE S ET 5

B 5 BARRED D OB PEF OEHEEIL, AFIBE 13.92 L/min, 77 BARHE 3.15 L/min & B¥
f7£1% 10.77 L/min TH Y, #ID PEF #ERICHKE Lz, E51Z, B0 PEF oW, JGL2003
B ENTWAS Y — VAT 1 BB EOBERE D DIV HEBRE OFISIL, AHIFE 15.7%,
TS ERE44%TH Y, KRBT — U PUELEREN S 1o T,



1.5 BEXZERDEER VRFEDORIE

o AFIL, BEFHEICBVTHERSZETTEIMNEGRFENZ LVWEEOKE XS BE
DO SIEEORBLAHIHIT 5
M EIEEIC LA P IEFIEIY, AFIBE 570 4, TTBFREE 991 &L, AABETHRL, EBIC
k%ﬁ HREES L IPBIEOWTNOMBIER &R LB 2 EELE & TR LTk,
BB OBEEIRARECHERICD o T,
-ﬁﬁi BEFIERICIV T HER P ZEE TEBINARFR S Z LW BIEOSE X BAE
OMFRERELEL, VAXa2—ROFERAZEIIES
SERAE, BEAREAYK, HHERSEOKE T, HERICKIFN2EREIED Shan
ST, WENHARFIEECTREDOBOBRKRE DT, EWRKEN 0 THHEEY 1 BILLEER L
WERE DEIEIL, AFIBE 58.1%, 7T EREE 333%THY, FFHETHEILS o7z, &b,
Mg BRERAS 2 GERAEZ 0 &) |, [ERABOEERR (AFEAERK A |, &K
RUERA 72V (RRBERAR 0 ) |, VAR —EOFEANR] OEELZTSTHEZL
o, MEEEEIZIZFILE] BROLNAZRWVWIE%E [Controlled Week | & E & Ltﬁ%ﬁ
[Controlled Week] DML, AFBETERIZE o, £, VAF2—RKOFERENR, £AH
B -1.74 puff, 77 EFRH -035 puff T, MAFHREBEEIRD NP o720, KFBETLY
HiahoT,

—7%, VAZIZBLTIE, EBNBEERERRICBWVT, MRBRIJERS, BRYYER OCEFEMLK
SRS HEBRBEEICRED bhvle, MRBRFJERBIL, [EXWMEBEREII—RNIZHELND LD
THY, AFRESICER L2 TEEIENEE X bz, EFEIRIGE, AR CORREE
NEWERITH o720, TOEEEIMES, ENYAXIIBRICRAL, T0IFL A ERELE
WTHEMBTHEHELEZ D, RAOERAEEZER S L RFLTIIRWVWEHB L., £ofh,
FHBREITHES VR L LT, FRABEYFOREATHS 2 LCBRT 377 4 7F v —Rs
ROPLA~ ) X~ 7 HREAOFREM, EBERICE S LB N5 A RBYYE, B4
Y ORBBEE Z K I DTN, ROFERARR CRD b i/IMREBD B2 T oz, L
DULAENRDL, ZhbOFEFRIIRAMHENK, HESTRE L ORISR FRNCET R o T2,
PoT, ZNHOERBIUXLEL, EMECRBEICREL, EHECHETHZ LIZX VKA
FREIFERTEDRLDEEZTND

Pk, AENZ, BHERART A NIZEHOWBIEEELZIA L T +okmBERORZE
BESNENT VA —HOREZWMBEEIINTIBMEEE LT, BEFRV R - XX 7 4
v FONRT U A EFOBERICED CTERRERTH S,
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1.6 BIRXITH R OERR VR DEE

5 =&
ENTER L 7= ERRR TOEMERER CERNERRER D b DR EMERGE & BTk
BREtL, TRONBCTARBPEETO>ZLE L,

i

BRI

[s)

[Bs & B] YL T7TRTEA

[—BALH] 4~ ) X~T (BEFHEEEZ)

[#hRE I E(F)] KEXMmE GEFRERICL > THmEBERE Yy ha— L TERWEHE

DBFEIIRD)

[AERCHAE®R)] &8, RACEF~) X~v7 @@l z)E LT 1E 75~375 mg & 2
Xit 4 BEEICHE TIERT S, | BlHiz) 05RO HEERHRIL,
MIEHESATOMEPR gE BERVREICESE, TROBRGERER
X VBRET S,

ReBBER (1EERSE)

ABRMEERS
B ER/TOIMmIE FE (kg)

PR IGEREE | >30~ | >40~ | >50~ | >60~ | >70~ | >80~ | >90~ | >125~
(IU/mL) 40 50 60 70 80 90 125 150
>30~100 75mg | 150mg |150mg |150mg |[150mg [ 150 mg |300mg |300mg

>100~200 150 mg [ 300 mg [300mg |[300mg |300mg | 300 mg

>200~300 225mg | 300 mg | 300 mg

>300~400 300 mg

>400~500

>500~600 4 BEBEREDRIIEL LRV EAICII 2 EMEREORIIEVRET I L

>600~700

2 EMEERS

B EHO M HHE (kg

FRIGERE | >30~ | >40~ | >50~ | >60~ | >70~ | >80~ | >90~ | >125~
(IU/mL) 40 50 60 70 80 90 125 150

>30~100 2EMEREORICEY LRVWEAIIL 4 BEASREDORIC

>100~200 EnRETAZ L 225mg | 300 mg

>200~300 225mg |225mg |225mg {300mg | 375mg

>300~400 225mg |225mg |225mg |300mg |300mg

>400~500 225mg |225mg | 300mg |300mg |375mg |375mg

>500~600 225mg |300mg |300mg |375mg BE5ARA]

>600~700 225mg | 300 mg | 375 mg

BEEBBRERTIY, AHOBKEEAETHS 0.008 mg/ky/[TU/mML] LA L QBEBEE TREE) ik
0.016 mg/kg/[TU/ML] 2L E (4 BREIERRE TRER) L22 X H2BEENREIN TV,
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2B, AFIPBEEEAENS L) FTROPDEXITHRICEETIHFERA ELOER (8B) 5%
L7,

(eI RICBET 2 LR (%) ]

BHEORART a1 REREHEOMBIBRELZHA L THERSZEY T, BESEK
APURICK LTt R R L, REROPIERERIMETHR IgE BENRSERER TESRS
NAHEEZHTHEICAKEEML TRET D L,

FERNZE LRV EE, TROEROWTIIABEEL RN LERT,

M RIS T 5 B b R RS RE DR T (FEV, o S FRIEREIZA L 80%A1H)
FHMmBERIEEEINS
A 1 E EREERSEEIND

iz, AFNTEBTREACTH Y BN REOERAKIIL Y BEREERTLZ L, REEIT
WIEIFERIOME T IgE BEROCRESEICEE T2 L, MRS ERHIZH Y fliffEl
MBZE2EMELT, TROAEBEERVCHARICEETAHEALOEER () ZRE LT,
[AEROCHARCEET2EHAEOEER () ]
1. AFN1 AL TNABY 1.4 mL ©BRERAKCTERT S, BIR 1.2 mLAFv) X<7
GEf=FH# ) 150 mg IZFEY T 3,
2. BEBYNCRERRIL, VEHRERIOMEPR EERERMEEL I, BREEBBER
CEDREL, BREEBRERIIZY LRV BE~ORSIITLRNZ &,
3. AFEREPIEEREMLEEEICE, BEERBERICE SV TREEL IR EHE
EERETHIL, 2L, AFHREICLY IgE OERLEREMSER L, mEPR IgE #
ER LR T2 OTARANZS PIHEIE Lz fiE ik [gE BEIC L 5 ik - AEOHEREIIT
Pzt
4. AFBEPIIHEIEROEENRD DNEHHICRBVTH, BREERARICIVERES
NieREEZERELRNIE,
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(% 53-15 M - FRPNCATIERERHFEBR B TE LR (ABQ 105X ]

[EAE 5814 (2004)] RAF B8 KEBEEHEREA D8R - (REBFEETER - A DBIRRRER 2004
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1 SNEIZETHERAKRE

A#NZ 20|l EWA T VAX—HERmEOIBREL LT, A—X M7V 7T, XKE, KMNTER
PEE L7, A—X bT YT T 2002 4 6 Alz, TRART A FAIC L 3THEZ TR Y M
% IgE R EF L TV ARARGEIED, FHEOT LAF—HHEEOEE ] 2HEisE LTK
REN, KETIE 20034 6 A RART A ROBREIZH 2000 TERPEE LRV 125
LI b REAE D b EREFEL O T LV X — g BAE kﬁé%%ﬁﬁﬁﬁwmﬁjwﬁmfﬂ
RBEBRE LT, BKMTIX, Committee for Proprietary Medicinal Products (CPMP) & O #hi&iZ
WA cRFEE Ry T, BmRsE £k, 0j)F 7 IcFEARBHE LTV, 2005 E
10H:F%ﬁ%%ﬂ%rn%bk%ﬂﬁﬁﬁwmm%zﬂﬁﬁ%ﬁ%waén%w#baf@
BEOWEOHELRERL, HEOBFERD L IXBREE & & b ICFFREREDIET (FEV,
DFHEFMED 80%AKM) %45 12 M LOEERREOT LA-X— G BEE IR 2WMHE
SR DUED 72 OBIFRE] OIS TRBERE LT,

2008 4F 8 ATRFE, 7 LIAX—HEIBREL LT, XE, BN, A—X+F V7, hFF %L
T & LTHR 70 EIZBWTEARBIN TN '
FEEICBIT BRAE, £ L61-11057T, GHEICBIT 3HRES ; Xolair®)

% 1.6.1-1 FERICHITHIEERR

E% AFEA A ARRAIEY FRFRZNRE M- RE

A—RFFVT 20024 6H 138 BT 150mg Xolair X, MARXT uA Falicks HEBRERIIEVNE
BREZTTRBYNE REEX’ER 575, BERE
LTWABARUCEDED, PEE #£:R161-2
OF VAKX —ME B OFBICHEN &
ns,

RE 200346 A 20 B B TER 150mg Xolair (A=Y X<=7) 1%, 7&%E HAEBRERIHECE
~BESRERREZETIRARY 575, HERE
HFoE (128UE) 055, 1EE F£:%£161-3,161-4
Pl EoiBERE ATURIC BRI X
WX in vitro BUMEETRL, 2ol A
arFarRFuf FERB+ZIC
22 hE— VSRRV EBEFICHEL S
N3, Xolar i ZZhbDBEITBN
ThHEBEORAELETI®LZ
ERRERTWS, DT LAE—
HRBIINTAREER VAN
FESLE N TV,

AFE 2004411 5 18 ETHEM 150mg Xolair (A=Y X=7) i%, T&E HEBRERICHEVE
~EESHERELETIRARTY 573, HE®RE
HFHOE (12BUL) O35, 158E £:%X1615161-6
YU o BEER AR BHER S X
WX in vitro RIGMEETRL, »OFA
arFarRFof FCERE+FSIC
oV hr—AERRVBEICEL X
N5, Xolair I bDBEFIZEN
TWH L3 L mBEEOREEY
ETS®ZZ L EmEBERD
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=

E4 ABEAR ATAIT AFRANEE v ik - RE

O— L ERETEZENRENTY
Bo EDOT LAX—REIZHTSD
REERUEME IS TV

™,
EU 20054E 10 25 B K THEA 75mg, Xolair 1%, | BEL EOBEMRA HEBRERICENE
150mg R D BHEEER L, in 543, RE®RE

vitro IISHE, TSREIET *:5161-7,16.1-8

(FEV <80%) R UMREZERENR
ERERRERALN, 2OEE
BEAaLFaRTuf FOERKR
B L RRREERAERA B2 FIEED
R LD LT EEOREEER
BYIRLADNDEERRET L
F—HR B ORARCEIE (12

B omEay hu— L rKkE
T5-H0OBMKEE LTEESR
%, Xolair D 51X, 1gE S 7EMNG
BLEZILNDBETORRETS
&,

2006 £E 4 A 27 AFHAE

% 1.6.1-2 BERBNE (F—Z FSUT) : BARUEDE 128HE) OFLIL
X—IREEREADETENIZ &L S Xolair D5

R—RF5 4 4 BRI 7 0 IZSE 72 Xolair D5 E (mg)
D IgE BE HE (k)

(IU/mL) >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 >90-150
>30-100 150 150 150 150 150 150 300
>100-200 150 300 300 300 300 300 450
>200-300 300 300 300 450 450 450 600
>300-400 300 450 450 450 600 600
>400-500 450 450 600 600 750 750
>500-600 450 600 600 750
>600-700 450 600 750
>700-800 600 750 B
>800-900 600 750 4 BBBY =0 OREN 300 mg LLTOHFEIL, 48T 1 BEES
>900-1000 750 35,
>1000-1100 750 ARRBIBY7ZY ORS00 mg B2 28B61%, 205 LTC2H
>1100-1200 FIZERHETOKRETS (T72bbE 600 mg i 2 BEIZ 300 mg
>1200-1300 EACE
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#1.6.1-3 BERBEER CKE) : 4 BRREES. MEORARURDERE (1280
L) 1237 % 4 BEORTEFZ&L S Xolair DFER (mg)

B BRI M IgE FE ()

RE (IU/mL) 30-60 >60-70 >70-90 >90-150

>30-100 150 150 150 300

>100-200 300 300 300

>200-300 300

>300-400 F 161488

> 400-500

>500-600

#1.6.1-4 BEREHE CKE) :28HRRS,. RBEOBARUBRDERSE (128LL
L) 12893 2 B880KRTESHIZLS Xolair DIRER (mg)

BERTO BT IgE *E (kg

#®E (IU/mL) 30-60 >60-70 >70-90 >90-150
>30-100

>100-200 225
>200-300 225 225 300
>300-400 225 225 300

> 400-500 300 300 375

> 500-600 300 375 BELRZNZ L

>600-700 375

% 1.6.1-5 ESRLEE (hT4) 4 BRRERE, 4 BEORTEREIZK 5 Xolair
OE5R (1 EEER [mg])

£ H(kg)

N—R T A D IgERE* |>20-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 >90-125 [ >125-150

>30-100 TU/mL X i
>72 -240 ng/mL

>100-200 1U /mL 3XiX
>240-480 ng/mL

>200-300 IU/mL XX
>480-720 ng/mL

>300-400 IU/mL i
>720-960 ng/mL

>400-500 IU/mL X%
>960-1200 ng/mL

>500-600 YU/mL X
>1200-1440 ng/mL

>600-700 IU/mL Xi%
>1440-1680 ng/mL

*1IU/mL=24ng/mL=24mcg/L
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+*1.6.1-6 RERBER (hT5) : 28RARERE. 2BBEORTREICE S Xolair
D5k (1EE5R [mg))

N—2F A, DIgEE | >20-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 >90-125 >125-150
)E*

230-100 IU/mL XiX
>72-240 ng/mL

>100-200 IU/mL X 1%
>240-480 ng/mL

>200-300 IU/mL XX
>480-720 ng/mL

>300-400 TU/mL XX
>720-960 ng/mL

>400-500 TU/mL XX
>960-1200 ng/mL

>500-600 YU/mL XX
>1200-1440 ng/mL

>600-700 IU/mL XX
>1440-1680 ng/mL

*1IU/mL=24ng/mlL=24mecg/L

& 1.6.1-7 BRERSER (B) : 4 BERERS. 4 BEORTREIZK S Xolair D
5ER (1 @#5E [mg])

*E (kg)
A
@ IgE B E >90- >125-
(TU/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
>300-400 225 225 300
>400-500 225 300 2 ERiRES
>500-600 300 300 *x1618H
>600-700 300
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3 1.6.1-8 BRERBER BEHN) : 2:8MRK{E. 2 B50RTREIZEL S Xolair D%
E& (1[EE%EE5R [mg])
#E (kg
Re—RF A
O IgE B E >90- >125-
(10/m1) >20-25  >25-30  >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 125 150
=30-100 .
>100-200 4 HERERS
>200-300 =161 728
>300-400 225 225 225 300 300
>400-500 225 300 300 375 375 . -
>500-600 300 300 BELRVC L RBRBCETS
>600-700 300 375 T 7= sike

1.1 SEIZE T HDOBEEIZ DT OERRKR

SAEZBWTIE, BEETIZT VALE—HER, 7 e —MHEEELOEDT LILX—Zo0n
THRRBRNEBS LTV B,
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2 NEORMAXEFOHRE

AA R JINVT 4 A Ty —<fDOEFE ST —F T — F (CCDS / Basic Prescribing Information,
20l EEE) oW ER 1.62-112, KEOHRMTE (2008 4 7 AET) DM ER 1.6.2-2
(2, EUDOHREHEE (SmPC/ Summary of Product Characteristics) (2007 4 5 H 30 H) Ol %
+ 1.6.2-3 177,

£ 1.6.2-1 CCDS D#iEg
B4, Xolair® 75 mg powder and solvent for solution for injection.
78 Xolair® 150 mg powder and solvent for solution for injection.
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7 1.6.2-2 XEOHMACEDBRE

R4 Xolair®
- 28 FEF RSB RA  150mg
Xolair (A=V X<=7) X, PHEE~EEMGEMEZETIRARCESIE (2RUE) @5
B, 1 BEU EO@EERAGURICBER KRG in viro RUSHEZE R L, M OBRA=AF 2
ZheE - 2R AFuA FEERB+HIEa2y P a— L EN20nEBFECEG SN 5, Xolairit, ZThbLDBEFI

BOWTHEHEEOERRELBTILDIZENRINTVDS, MOT VAF—HRBEIIRT2R
MR BRI STV,

Xolair (F= U X=7) 150~375mg % 2 XiZ 4 BEB IR TRET 3, ABEKEITO TR
BB, BRTIDICS~I0BEETIESNDHD, B5EmRUVRSHER, BE5MHA
BNCIE U mET# 1gE BE (UML) RUE (ko) CXVRETD., BNRAEOEID Y
TSV TIHUTOREBHER (RK1KRUFE?2) #BRIAEZV, 1EIZ2% 150mg #8 4T
BETABREITT, 1EFHZY 150mg ZBLR2VE S ICEHNEM 200 TRETDH I L,
YEEERIE O MLEMHICSWTH, BEOEREEERUME Y Fa— LD L~ LIIESx, E
HMWICEFMET 2 b0 LT 5,

*1: 4 AFRBRE
MEDRARUVEVERE (12FHULE) T2 4 BEDOE FEFIZ L S Xolair OF 5 E(ng)

BEHIOMED IgE &' (kg

RE (IU/mL) 30—60 >60—70 >70—90 >90—150
>30—100 150 150 150 300
>100—200 300 300 300

>200—300 300

>300—400 F22H

>400—500

>500—600

A AR | K22 RERERS
WEORARVESEBRE (128EE) ZX¥ 5 2 BEOK TEHNIC X S Xolair D 5-B(mg)

BEROMmEY IgE KE (kg

JRE (IU/mL) 30—60 >60—70 >70—90 >90— 150
>30—100

>100—200 225
>200—300 225 225 300
>300—400 225 225 300

>400—500 300 300 375

>500—600 300 375 BELRNT b

>600—700 375

FERM

BIGERERREDPIZERL, BEPEND 1FERRBLCHERLESEIORAEEHE, 20
2%, Xolair DFEHIZHAELE ERERARBREOREZEL LTERTAZ LIZTERY,
| ERBEOR S PHRICREZHET 28461, BOOBAERERICELNZ0EF ERE
ESWCHEFZRET S Z &, Xolair OB & HEHIEA | FLL EOBEIL, BEREOEDICM
EPRIEBELZFIELTL LW,

HERKESELLESEET, REEWMHTIZ L I RUE2EMK) .
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HERLEOESE

HHEOEE

3=

SEZITVNA, ELE, K, ZHFRSCIMED LSIXEOMEREL LTRETAT 7
4 5F—N, Xolair DRERIZEL-EHREENTWD, TF7 4 7 F% T —IF Xolair D]
EREZBHICRELTVAYR, EHORSICLAEERE?S, 1FUERBLTHrHE
LTWaAEELH5, XolairB5%IE, TT745F—0DYRIBHB720, BEYREARK
IIBEICREFEETARXTHY, Xolair ¥ RETIE, ERESEIIEMEENMLYD
TFT7457%L—2BRTIEBEZELTEBLRETHD, IDIHFRIZL, 7F747%
= DEERDERIC OV TA LY, b LERNELESHELMCHEREZITALHBELT
B (TEE, FHLOEE BEOEDDEH Z/HK)

H2

AFNCRT A EEOEBBECHERZATIBECREL CERLRY ( /BE 7F 7 rF
Fo—) ),

3=y

TFE745%v—

HRFTEEREBR L OTIRE O ERHBEICRBNT, XolarBERICT T 74 5% —B4E L L8
EENTWS, @E S22 b OEFOBERERICE, fREXTWVIA, EILE, X,
EHRBOEEL LI, FSOMSHENSENL TS, TNHFERDO—KE, AHEEN»TH
DL RoTWD, TRETERERBRICBWT, Xolar DERICL A7 T 7 4 5% —0HEER
0.1% L HEEINT, TIREOBRPETIE, XobirDERICLATF 74 F7%—DHEED,
2003 ££ 6 5 ~20064F 12 A OHBEOBEN 57,3008 L WHHERBEICESE, LK LA
FHOO2%EWESNLE, TFH7 45 % —1L Xolair IR GHBINCFA L TWDE, BB
BERZEBLTHAD, 1FEULEBBRBLTHALELTHEESLH S,

XolairIX, £HEBENLIB T T 74 5F > —DREICH LIEZDOH IEREEEN, EEOE
TOBBETREXTHS, TRIEFRRBREVCTHRECDHERE CABNET T 74 7% —
RAFCTORMEEREL, Xolhir R5ZIBEZBYLRYBBRECBETD (/FFEHA &
B BEITIX, T T 45X —OEESRERICOWVTHLE, b UERBSE L HES)
WIBERESZTALBELTRBL ( [EHLDOREE, BEDOEDDER HH) .
EEOBBRGERELEBRET, Xohir2FIb+23 ( /1BE) £2HF) .

BiiER

HERUEOMDT LF—MREBOEKRRER Tk Xolair 5 8% 4127 1% 204 (0.5%) &
Uit FRBEERE 2236 B0 5 61 (0.2%) \ZEMFAEDPBR SNz, Xohir REBEICBEsh
EHEEEOBEIISZIKIChIZoTRY, Wi, BaBEIUSCKERE, RiviiEE REERVE
TEESZFNFN 2HLU LA TZIE, TOMSEHEOBNE 1FIICELE, Zh60BED
KESIT 1 EURICBRENT-, Xolair CEHRBRE L-BE0BERUVBHEEDCY 27 B35
WEBE (] EEE, BREL) CHERLAEEOREIITRATHD ( TBIEA  BEMEE)
2R

R EOEE

SRNEER

Xolair B3M EEEZAFICEMEY A Z LITTRENL TV WD), AEOREXEER mER
EEROBRICIIERA LN L,

BE~OE#R

B BB L UUERE TS EIC, FRICBERRMOERRY A FEEL, vk 524
45, BERLTA FOLXE, AXEOKDY ICREEIN TN,

BEITIT, Xolair TXBAEMEEPTTF747%—0D V) A7 L, Xohair 5% 4BETOT
FT 4S5 F—RBERHB I FEETS, Xolirlk, ERMEEENEROE TOLRESTE
Thb, B5H%IT, BELZRECEETS, BECRT 7 4 7%V —0#ME L ERIZOWT
HHETRLS, bLIDL ) BRMEPERBETES, BONIEREZTH L H>BELTE
. (/18 7F7r>F—) BH) .,
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1.6 HEIZHITAERAKRRFICEAT 28

BERAEOER

Xolair DR EEZ T TWABREITIE, EMIC X A8 ERBRWVIRD, thommBIRRELRE
LY, BAZFIELAWE S E252 L, £, Xohir DREZEHBELTHLT SIZIIMENK
ERBLLNBRVEARHD L EBEIELDI L,

agFarFouL FORE

Xolair D S-BIERICEFHIIRA INTF I RT A FORELEK/PIELRNZ L, IF
azFuA ROREZ, EMICAEBEOERT THRLITITS 2L,

FAER (IFR) By

TR R (BlR, $d, ik, EF4) OV RZREVRELHRICLEZT T UALTIT
bz 1 EFROBERBRIZIBNT, EYORBICLVBZWHLEE, BEXELEORAT<I X
< TR EBET 3% (36/68) THo=DioxtL, 7I7ERABTIL42% (29/69) Tholz, &
Puloxbd 54 XHo SHEEMEIE 1.96, 95%E KM (0.88, 4.36) &7z, ZoORBRIZBW
T, BEAEUrBETIIRE LR omBE LA, <) X< TIRAE 0.88~4.36 5%
DofeZ TR ENT, EFROIFEIC LY 5l L 2B a g RERReR~ORIGE, 'S
BERICENR R Do, TIFMEEEERREY X7 OBWVEAFICH L, Xolar BEPFIZIN S OB
DNWTE=Z Y U TEITHIRETH D, XohirREFEHO, HREMEERRRIIS LLERE=
7)o FTHMERRET A0, +aRF—ZIBERThiN,

BRRIE

Xolair DIEE5#I21%, Xolair : IgEESEDOTAIC LY, MBEFRIgEBESER T ( /BFE
B, [HERVHE £ . OEPRIGERED ERIE, Xolair DFEFIEZRRER 1 EREIC
PlroTRR T BERHH, BEPRIEE 1 ERBICE LN ZOFERR EREXETREOME
BEQEBEELZRBELTWARWVESRH 7D, BEHBEOFIMICERA LN L,
EafaEER

Xolair # AW ER WA EERRBRIIERE S T2, Xolair & 7 LS U REEREOH
FEERl S T Rey, :
BARE, BoEE AFEEEREE

Xolair DR AR Z M T 3O OREMOBYERIIEE I LTV, 6 BEOMERKRE AWV
7o Ames BRBRTIiX, BKR 5000 gmL BEDA <) X7 2ERALTH, RENEE{LoFEIZE
b o PEEEROFIEE SN 2o T,

=7 A4 PO CHEEDOZIBEIC T2~ ) A7 OREREHshTW3, B
Tsmelkg B DA~ Y XA=T#HBELThH, BH=7 A4 PMARERHEIRD DT, FREZED
WD =2 4 FADOEFERICBEEIIRD N oTz, RABEAEOCSGHICBITAHRAEIC
ESL INHORBORZESFEEII 2~16ETH D, AUC IRES Be2Fut2~5ETh 3,
TR (b5 = U—B)

=T A PFNERWEG ) X7 OEFERRPEHE SN TS, &K 75me/ke (BEEERAE
D REBIZAEY) O~ ) A= 2REVBHLBELTETRELTY, BEEE, BREERDT
RHFFMIIEED b, &K 75Smgke ZIEREY, HEROBRAHZBL THESFLTLBRREK
CHEROERF T 2HEREEEIZDbLho T,

G A FITRBREMLEBRTZ - BN TWD, ERE 2L L7 Xolair DB 72 it iR
HBRIIEHS LTV, BEAWEAEERBROMENLE NOMRISEEICTFRITE 201
TRV, HHEPEIA LMK ERBEICOAREFEZERT/Z &,

ITIRIRBE B o

ZHAET SAEILIN, b LIXEETOH b AR I8V T, Xolair 5% 1 BITH2T =4tk
5T Xohir BEIFBORRY T —T 570, HEBEBERERREIN TS, EREES
FH51X, BHEIC 1-866-4X0OLAIR (1-866-496-5247) IWZEFE L, Xolair FIRIBESHFICEE T XL
58105, BEEEELIZOBEIERL, ARG OVWTEILRIFEREFEDI Z LNFHET
HB,

e :

Tsmg/kgBERE THRE LMD =7 A FAEZRANWTE< U X7 Ot P ~0OFeH 258 Lz,
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1.6 SAEICH 1T HERKEFICEHT 2EH

HEREOEE

FENEEEZREOEY 28 BFRICBITAEERDOA~ Y X~7 D MEHBEL, BAmEEsE
D 11%~94% ThoTe, A<V A7 OLHFREIRELFRED 1.5% Thol, & LA
D Xolair DTFEICET ARENIEBE N TRV, IgGike A TIZHEHEh DD
Xolair b & WLHEPL:#FHjéné LFRIENB, Xolair BERIBWCRIRENDZDNE I, HDHWT
IR & N7z Xolair PRIRIZEZEREEEZRITTVLEIDPRFATH A0, BIFIZ Xolair &
BRETIAHRAICITERBMLETH D,

MNR~D#RE

2 BERMO/NEBFIIRIT DEEERVCANEEIMI N T,

HEE~O&RS

ERERBRER TIE, 65 Ll EDBFE 134 1T Xolair 215 Lz, “hbORBRCIMERICEET 3

S REREZINEN -0, 65EU EOBFEURFTSTIIRWED, EMBENEER
FELRRARBETTNE D PEFALNICTAZ LIXTERN,

BIYEA

BRERRBRIC BT 3 i%ER

Xolair DEEERRB CTEUEELEERBERIL, 7F 745 —LEMBEEThT- (/&

&) B2E)  BERRICBWT, TF 74 TF—3BE3I0749 34 (01%) THRESH

oo TFT7 4 5% —iF, 24 0HBE TIX Xolair DFIEHRETEL, 14DBETIZ4EE DR
BETELR, TF7 4 7F—RKRETOEMIL, 240BEFTREZ 0D, |Z0OBETRE
®“oEEThoT,

FEPERBRIZ IV T, Xolair ¥ S BFITRD SN BMHEERAR (0.5%) 13, XREESEE
(0.2%) ICHAREEMIZE -T2,

Xolair #5-BE I E L EBHAEICEEINZEERICIE, BEFEHARE 45%) , UA VAR
(23%) , LRERLE 20%) , BIAEK (16%) , R (15%) ROEEL (11%) 3o
Tre THBDESRIT, XohairHEHE L ABHEECRBROEECREINT, ZNWbHDER
X, BBEANAA (B : Xolair D EFIE, IRERZERTLIEOOHBEORE) ZE-7
BIfER & LTHRbEEEICHE SN,

FRRBIISEXEREUHTTEREINS 2D, HEEFOBFERBR CHEEIN-BIER D3
AR, tMOEFOBRRBRTCEBLNZELEEAERTAZ N TERWVWE, BRORG TH
BEINAREREFBLTONRNI EBH 5,

EROTF—#1%, 77 R ERBR IO RE BB CREL 6 VAU EER L
1687 PR O 5% 1 4ELL LM LTz 555 Bl S AR OHEDFEBE 2076 21T 5 Xolair D
BE5E2RML T3, Xolair 5 BFEOTHERIT425%, 66 RULOBEIX14HITH- 7%,
k70, 60%A EoiE, S5%AAANTH -7, BEIZIL Xolairl50~375mg & 2 Xit 4 BEIZRS L
STREEICEI D M) DNz BEICIEBIRRE S UTERRR E VTR 2R S L,

TS ERHABRERR TADONETEEELDY L, S ERREBHE LY b Xolair R EHBEE
DFEFVREBREBER 1% U LEP - 2B EELREHE 3ITRT, AEFRIT, International Medical
Nomenclature (IMN) #EZOEARTEZAWVWTHELE, FEFNRKSRMOEEETRORE L5
BT Lz, BERNEMIRICOW TR 3 ORICTEH T 5.

#3: Xolair BEBE IRV TERRAER 1% LB HFEES
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16 MEHICHE T 2ERARREFICET 2EH

Xolair ISR Xolair ISR
N=738  N=717 N=738 N=717
BFEFESE (%) (%) HEES (%) (%)
LHEE HRER
IR 7 5 EEMED TV 3 2
I 3 2 BEERUREMN B
ERR % 5 FEAE 2 1
RAER 8 6 ERE% 2 1
£l 2 1 R
TEA 4 2 =R) 2 1
i3] 2 1
(65 BMATMDBHD) Fi, \EROUMNNFEERRREOHMECEELRIETLIEIEL
bR hoT,
TSRO SRS

ERESA RS (EEERMbARV) ORRAKL, XolirFEBE 45%, 77 #5HBE 43%
Thotr, EHREARGITIE, BE, Bk, 2K, AR, FER 755 ERBEMK,
R, B, BERUKERDT-,
BEOERSBMURGOREARE, 77ERREEE (9%) LV 1 Xohir&E58F (12%) OF
BENT,

EREM RS D RER S IT RS | BBIUNICAL, FadBE s ARmthok, —IZ, %
NS RE TIIRRENET Lz,

R

Xolair 5 BER 1723 FF 145 (<0.1%) OFIE TEAMOH Xolair AP E iz, =0
5 — &%, ELISA 7 vt A DBREREEIH Xolair FUEBEE L HEESNWZBEOEIEZ R L T
WED, Ty DRERVEREICKEEFEL TS, EbIZ, ZOT7 vEA THES
NEFEBERY, Fr7A0m0E, Fr XA ORRES, SFRERVERMERL SN
SOPDERDOEELZZ T CWAEREERHD, Z07D), F Xolair ik O HERE SO 85
T ATAERERARE BT 5 L, BEZREIBEIRARD B,

Xolair # 5 BHICHERDS, KEARUEZSEEEZSLT VAXERPBEE SN, /2, 7TV
AF—DREIMIT Y7 520 3HICB\WT, Xolair DREHB 2BERIINICT 7 4 T % —
BN ([BE: FFTs TF—) B,

HER% O B R8E

TF74FF—  BRHE L 2003 E 6 A~20064F 12 A OHIMOBER 57,3004 LV HHEE
BEEBICESE, XohitFRIZEA T T 74 TV —0OHEEIZBEOLRIED 02%I15725 L
WEENE, 7T 74 7% —02KEER, HECHEEBOERRHY, o, KEER
PIEET FEHEEROFELZEDLT) ovFns, b LIRBEEIEL, MITHERERR
RA372<, Xolair 5 L EEEMICEETIHE6 L L, 2hb0oBESNERAOBECERIC
i, KREXZTWRA, BILE, kM, ZES, TEOTOMERE, FREZ, wi, RWEL
X, BENEERBEERD T, WERIT 89%DEFTHRE Shi, KiESPEMIL 14%DEH]
THE SN, BESNLEMND D B 15%BABRE 2Tz, 24%DEFIZEB VT, Xolair D
HELRWTF7 4 FF—OBEIRE SN,

Xolair i KB T7F7 4 TXV—LBESNIZERD Y B, 39%83FEIESE, 19%% 2E B O

5, 10%2X3EIEB0RET, BORZOROBRETEL TV, VEFATIRIYEOREEIZAE
UTWiz (19 » BRI L2, 3 »r HORREBEVWTREEZBHRLEE, 7774 7%

—BAELR) . ZTRNEDEGIIBITZTF7 4 7% —RBETORMIZL, 35%7T 30458,

16% T 30 3#B~60 4y LA, 2% T 60 45#8~90 537 LAN, 6% T 90 48 ~120 47 BAN, 5% T 28§
AR ~6 FERILLN, 14%C 6 RFEIAE~ 12 BERILIPN, 8% T 12 R ~24 RFRILIN, 5% T 24k
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1.6 HEICHITHERRRFICET SEH

F#E~4 B TH o7, 9% DEFIZBNT, BREE TOBENAATH- k.
TFT745F—%AE U 34 DBREIC Xohir KX 5BEFEMTbN, BLDOBEFIZT 74
FE—LRAKOERBSER Lz, 61T, RCERBOARELLEBE 44128V T, Xolair
WEAESERTTF 74 5% —0NELR,

MFEREREEIE « HERE DY VT OEBERICE W CIHFBREESERSRE ENE, ( A LD
TEE - HBERIEZNE) EHE)

¥ : Xolair DAESRBEOEHITHNT, EEOCM/MRBDBHRE S TWVWA,

FZJE : Xolair OEFRBOFERIZBNT, BENHREINLTND,

BEREL

Xolair DR KRMAEEIZH &M ENTWARY, &K 4000mg # BEICHEEFRRNFBEL W3
2, AEZHIBTI2EHEEEO LA TR, £, BE~OERSRBERSEIL 208/ T
BE X7 44,000mg TH D0, BHEIRDLNEN-T,

ETFA B

2008 £ 7 A
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1.6 AEICHIFAERKREICRET 28H

EU O SmPC DO#E

Xolair®

VES A R BA R ONALE 75mg, 150mg

ZhEE - FHR

Xolair 1%, 1 FEEM EOBEMERATURITSK T 2 BER B RIG XL in vitro RUSE, FEREET
(FEV,<80%) RUMEZELRBHERXIIRERENLLN, HOoBABRAILNFIXT oA R
DERERE L REFERRA B2 AIBEOHFRICLEL O TEEOREHES BV RLALN
DEERHRIET VX — R EORAROESERE (12KULE) OWE =Y be— L 2iEY
L bOBNEE L LTELEN5, Xolair DFE[E, GENMEERELEZONIBETOLHK
szl (AE-AEER) .

R - HE

EPERURA (12UE) ~0igE

Xolair D513, BEERHEWEOZHEEEERRNBEREMBPEHTHZ L,

Xolair DB ABR R SHEERY, RERBEINCHELEX—ZXTF7 A1 D IgERE (Uml) &
CHE (kg ITXVBRETDH, ARZEV S TH7w, BEREBINCTROMBEFHR GE T v&
AFANWTREO GEREZRET S, £&E5TIE, ZhbORIBEIZE-S3WT Xolair 75~
375mg & 1~3 Bl T3,

IgE MRS 761U/ml RGO BREIL, 761U/Mml U EDBRE XV bR RENE BN BAHERIME, -
7. MFERNE, IgkBEDR 76IU/MI KEOBE~OREZRIET HRNCEESET VS kT
AHMER invitro FUGME (RAST) BB OLND T EEHERTHZE,

BREFBBERICOVWTIIR 1, REBBRERICOVWTIRR 2KV 3IZZR L,
R=—2FA D REREXIIFE (kg) PREEBBRERICEY LRVBE~ORFIITLRNT
&,

ESHERAER, T~V X~=735mgD 2BEORETHD.

AR OBEIIRTHREDOHRL L, BIRAROHREA~DOEREIIITORNT &,
FHNIRO=ZABHRICETHET D, ZABE~DREEZITI LB TERVERN’H IBE
1%, REBEiCESELTH LW,

Xolair D B 2 ERBRIZH TN TH B, 20D, AFITEREEFCIAIB/RELZERKL TV
60

#1: ARNLERED AL TAE, EHERERECRBRERE~DRE

A& (mg) IRA T NVEL HEHER WRERE (ml)
75 mg® 150 mg®

75 1° 0 1 0.6

150 0 1 1 12

225 1° 1 2 1.8

300 0 2 2 24

375 1° 2 3 3.0

2 A4 T (Xolair 75mg) 1 A&H7=Y ORERESEEIT 0.6ml
b XA 7 (Xolair 150mg) 1 A:H720 0BHEFEEREIT 1.2ml,
¢ XX 150mg 234 75 B 0.6ml EfEH,
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x2: 4 EHERE, 4 BEORTREICX S Xohair DEEE (1 BREE [mg])

#E (k)
R—RT4
VOIGgER | 52025 52530 >30-40  >40-50  >50-60  >60-70  >70-80  >80-90  >90-  >125-
E (u/mi) 125 150
=30-100 75 75 75 150 150 150 150 150 300 300
>100-200 150 150 150 300 300 300 300 300 o
>200-300 150 150 225 300 300 ‘
>300-400 225 225 300
>400-500 225 300 2 EURRE
>500-600 300 300 ‘ i 3SR
>600-700 30 , o
is2@@@&5-zﬁﬁm&?&%k;é&m"@&ﬁi(u@&&im@)
#E (ke
P
D I1gE EE| >20-25  >25-30  >30-40  >40-50  >50-60  >60-70  >70-80  >80-90  >90- >125-
(IU/ml) 125 150
230-100 - - .
>100-200 -
>200-300 225 225 225 300 375
- BE >300-400 225 225 225 300 300
>400-500 225 225 300 300 375 375
>500-600 225 300 300 375 ®E Lz e - ?&ﬁfﬁlhﬁﬁ‘ér—
>600-700 . 225 225 300 375 . . 20N
B5#M, €= 5)/7&0%%%@
Xolair D EH LI LY, —BRCHEHEEREXEE LR L, BEEERNEL S,
meﬁﬁmﬁ%#gmﬂﬁt,éBKEE%%ﬁﬁéﬁtﬂmboﬁ@%%ﬁ%ﬁ@%%ﬁm
THBENRS D, Xolair DEEREFRIL, SRR =Y b —VCERREERLZONDINE
FWIC Ko THRET B,
RIEEERERRSTIZEFL, BEPENS 1 FEPERLTCH LR LEEEZOHERHD, Z0
72®, Xolair D& EFIZHRIE L7z IgE ﬁiﬂiﬁﬁﬂ"“ﬁ’@#ﬁ@ ELTHERTAZLIITERNY, ]
ERFOREGEFIHRICREEFERT2HE1T, BYOHAEREMRE LN -0EP EREICE
SWTHEEZRETRZ L, mmH®&5¢%@%m1Eutw%éﬂ RAERED-DIZmF
¢%@E%E%ﬁﬂmhf%lm
FEERAE S ERLEBAE, BRZBEHTHZL (R2RU3IBH) .
BiE (65mLE)
65 A LD BEA~D Xolair DERIZOWTIIR NI T —F LA, GBEBEFIEFERAR
FLELARE:  HEZETAZ L2 RTIELIRERD b Twhiau,
R (12 BBRT)
R2ERFBO/NRBECBIIDREERVCEDEIBLENTWRWED, T O/NRBE~D
Xolair DEHIXEID i,
=35
AR OB XXM T 2 BBEIEDEEZ BT 2 8%
EERVERALEORER
FEAEOEE | 2pmnE

AEOHBEE, SHOKEIERRUMERFEROBRIIIER L2 &,

B I EEERUT VA X—ERE T AV AEOBE EXTR E Lz Xolair DRECT
FTT74TRV—RIG BT VAX—CEVFERIND LOEEL) OFHIZET 5 Xolair DK
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16 HEICHEITAERKREFEHTLIEN

HEREDEER

FHEERE TR,

BORERR, REEARNENRRBRUOBEOB X IIFHEEELHT28EEIRE L
Xolair OBREHIEBEIN TV, TN ODOBREFLEA~D Xolair DFRGIIBEEITITOILER H
)

Xolair DR EBBBICEFEIBRAINF AT A FORESZERPIEL TERLRN, =
NFazTuf FOBER, BEMICEI2EEOBERT THRLIITIZ L.

PR, IV a—2H7 7 r—AREAEEREE, 77 P-ARMEXITAZ 5 —8-1 V=
NE—BRBEZETHHBEICE, Xolair ® 1 [EHREE 75mg/150mg H72 0 2 = ¥EDS 54mg/108mg
BEND L ERADMBERD B,

T UAF =Kt

EHMEEBICRE LEBICRELEBETY, A~V ATl T7F74 7% —ROTF7 4
S —vavlE0RHL LITEFDOT VLR RNELATERRDS, ZNHRIGD
£< %, Xolir DHERTFNLEDOEFZ L THE 2BEHUNIICAUAR, ENMS 28R
t, EHCHUBRAUERBLTHLELZEAELH D, £0YD, Xolir 25 L2EICH,
BHeNERATEAL I T 747XV —RIGIHEEACERZFICHEL TBIRETHS, A
FITE, THAOORENELATFREERDLY, TULF—REHELELESHIBELZITS
LOMBETRIRETH D,

BHRABRTIAT 7 4 XV —RSIEENTH - R EBIERZR).

TARTOMEAMEZ DNABRE MEE/ 7 o—F Al REL, Fhiciid~ ) X< 7R
HBT DR H B,

FAER (BFEd) Rip

IgE iE, WL O OERERIHT ARESREICEELTWE B2 LD, 77 2 RNBRRER
TiL, BHBRO Y X7 BEBERCEVREICLT Y AT E2%ET B L BRIERN )N
FTAHIERRENED, BREOKR, EEERVEBELSCHERRD bR, £FKT
a5 h (ZOXIRBRZHBRHETS XS CEFE IR TWRY) (281 25 RUREREIT 1000 45
h1FREThHoT, LAL, BRERO Y RZBBEVWBE TREEZETIHEANDE (BT
ERRBEOFITHIRICRITT 584) . BEAHERINIEBERECRG L 2WEE I Xolair OF
Stz mEtda o E,

EMEE

EEPREEBR 1T, Xolair 58 & BHICB T 2B OREICEE LOTRHENITED b, BE
FIOBEHEEIL, Xolair REFHEUEEL LIEEAE (<1/100) THY, Xolair 5 5,015 fiF
256 (0.5%) , XTHBEE2.854 %1% 54 (0.18%) Tholz, BEINTEOEEIIZKICHZ-T
Wz b, BESFESEBNEN-Z L, RUEEMOBE EOBENE, 'S L OERBER
TRV LDEEZBND, Xolair DEBERRB Y 0 /T ATEHESNZESRBEEORBEARIE, —
BEREFTREIN TV ARERLFEETH T,

Churg-Strauss JE{ERE & IFERERIE L IFE

EEOMEBBRFITIIENID, 2HMHBRMEESCT VL X — BB 3EEE M %
(Churg-Strauss IEfEEE) MADBNZZ BBV, InbIImAEL L, BFIEIAToA FOLH
Sl VIEET S,

N, A<l A7 E0RMBERIC I ZBEEPOBEC, 2HEOFBEREME O ME %35
bNY, BAETIZLENHD, INLOERITTBFERORT oA FEEOHENEEL TV
5 o

INHDBEITRNT, ELUWFEREREM, nEXREORE, MEROEL, LEHERV==
—a R —ORRICH L, EFMERLTBL,

fOERS: & OMEAERRTE OhOREEHR

A2V R2T DI YT I VRICF 7 a b PASOEEE, SEHR TRONE V7 EEHFIEES L
ToWrh, By EWHEBEERSE CBAREEIZIZE A YRV, EREXLIT 7 F 1 & Xolair & D
EXDHAEERARBRIIEB SN TVRY, MEFRCERASNIAFEEREVER LA~ X
<7 L OHEER % TR &8 5 FBEAE IR,
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1.6 MEICHEITHERREFICETIEH

HFREOEE

BARRTIE, BARVEDaAFaRTuAf K, ERTERRR ORREE/ERBRA B %
B ofa MU FERE, 7374V U RORBRAMRE A I % Xolair & FFHT2568%
hol, FEREEREVWINLOBBIRRELHFALTY, Xolair DEEMNREILTHZ & &R
FTHERRD Shinh o, BENAEERE BRERSE) LofRcET T —Fidbdnl
MELNTHWRWEYD, BRAGEREE L HHE L7286 O Xolair OFZMEIXRESL ST,
BEETOF—F0b, B ENTFRBEREEZZIT TV A EBE T Xohir DRERZRE T2 4E
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1 Name of the medicinal product

XOLAIR® 75 mg powder and solvent for solution for injection.

Xolair 150 mg powder and solvent for solution for injection.
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"Xolair (omalizumab) Injection, Solution

For Subcutaneous Use

- WARNING

Anaphylaxis, presenting as bronchospasm, hypotension, syncope, urticaria, and/or
angioedema of the throat or tongue, has been reported to occur after administration of Xolair.
Anaphylaxis has occurred as early as after the first dose of Xolair, but also has occurred
beyond 1 year after beginning regularly administered treatment. Because of the risk of
anaphylaxis, patients should be closely observed for an appropriate period of time after Xolair
administration, and health care providers administering Xolair should be prepared to manage
anaphylaxis that can be life-threatening. Patients should also be informed of the signs and
symptoms of anaphylaxis and instructed to seek immediate medical care should symptoms
occur (see WARNINGS, and PRECAUTIONS, Information for Patients).

- DESCRIPTION

Xolair (Omalizumab) is a recombinant DNA-derived humanized IgG1x monoclonal antibody that
selectively binds to human immunoglobulin E (IgE). The antibody has a molecular weight of
approximately 149 kilodaltons. Xolair is produced by a Chinese hamster ovary cell suspension culture in
a nutrient medium containing the antibiotic gentamicin. Gentamicin is not detectable in the final
product.

Xolair is a sterile, white, preservative-free, lyophilized powder contained in a single-use vial that is
reconstituted with Sterile Water for Injection (SWFI), USP, and administered as a subcutaneous (SC)
injection. A Xolair vial contains 202.5 mg of Omalizumab, 145.5 mg sucrose, 2.8 mg L-histidine
hydrochloride monohydrate, 1.8 mg L-histidine, and 0.5 mg polysorbate 20, and is designed to deliver
150 mg of Omalizumab in 1.2 mL after reconstitution with 1.4 mL SWFI, USP.

CLINICAL PHARMACOLOGY

Mechanism of Action

Xolair inhibits the binding of IgE to the high-affinity IgE receptor (FceRI) on the surface of mast cells
and basophils. Reduction in surface-bound IgE on FeeRI-bearing cells limits the degree of release of
mediators of the allergic response. Treatment with Xolair also reduces the number of FceRI receptors on
basophils in atopic patients.

Pharmacokinetics .

After SC administration, Omalizumab is absorbed with an average absolute bioavailability of 62%.
Following a single SC dose in adult and adolescent patients with asthma, Omalizumab was absorbed
slowly, reaching peak serum concentrations after an average of 7-8 days. The pharmacokinetics of
Omalizumab are linear at doses greater than 0.5 mg/kg. Following multiple doses of Omalizumab, areas
under the serum concentration-time curve from Day 0 to Day 14 at steady state were up to 6-fold of
those after the first dose.

In vitro, Omalizumab forms complexes of limited size with IgE. Precipitating complexes and complexes
larger than 1 million daltons in molecular weight are not observed in viiro or in vivo. Tissue distribution
studies in cynomolgus monkeys showed no specific uptake of!25I-Omalizumab by any organ or tissue.



The apparent volume of distribution in patients following SC administration was 78 = 32 mL/kg.

Clearance of Omalizumab involves IgG clearance processes as well as clearance via specific binding
and complex formation with its target ligand, IgE. Liver elimination of IgG includes degradation in the
liver reticuloendothelial system (RES) and endothelial cells. Intact IgG is also excreted in bile. In studies
with mice and monkeys, Omalizumab:IgE complexes were eliminated by interactions with Fcy receptors
within the RES at rates that were generally faster than IgG clearance. In asthma patients Omalizumab
serum elimination half-life averaged 26 days, with apparent clearance averaging 2.4 = 1.1 mL/kg/day. In
addition, doubling body weight approximately doubled apparent clearance.

Pharmacodynamics

In clinical studies, serum free IgE levels were reduced in a dose dependent manner within 1 hour
following the first dose and maintained between doses. Mean serum free IgE decrease was greater than
96% using recommended doses. Serum total IgE levels (i.e., bound and unbound) increased after the
first dose due to the formation of Omalizumab:IgE complexes, which have a slower elimination rate
compared with free IgE. At 16 weeks after the first dose, average serum total IgE levels were five-fold
higher compared with pre-treatment when using standard assays. After discontinuation of Xolair dosing,
the Xolair-induced increase in total IgE and decrease in free IgE were reversible, with no observed
rebound in IgE levels after drug washout. Total IgE levels did not return to pre-treatment levels for up to
one year after discontinuation of Xolair.

Special Populations

The population pharmacokinetics of Xolair were analyzed to evaluate the effects of demographic
characteristics. Analyses of these limited data suggest that no dose adjustments are necessary for age
(12-76 ycars), race, cthnicity, or gender.

CLINICAL STUDIES

The safety and efficacy of Xolair were evaluated in three randomized, double-blind, placebo controlled,
multicenter trials. :

The trials enrolled patients 12 to 76 years old, with moderate to severe persistent (NHLBI criteria)
asthma for at least one year, and a positive skin test reaction to a perennial aeroallergen. At screening,
patients in Studies 1 and 2 had a forced expiratory volume in one second (FEV1) between 40% and 80%
predicted, while in Study 3 there was no restriction on screening FEV1. All patients had a FEV1
improvement of at least 12% following beta-agonist administration. All patients were symptomatic and
were being treated with inhaled corticosteroids (ICS) and short acting beta-agonists. In Study 3,
long-acting beta-agonists were allowed. Study 3 patients were receiving at least 1000 pg/day fluticasone
propionate and a subset was also receiving oral corticosteroids. Patients receiving other concomitant
controller medications were excluded, and initiation of additional controller medications while on study
was prohibited. Patients currently smoking were excluded.

Each study was comprised of a run-in period to achieve a stable conversion to a common ICS
(beclomethasone dipropionate, for Studies 1 and 2; fluticasone propionate for Study 3), followed by
randomization to Xolair or placebo. In Study 3, patients were stratified by use of ICS-only or ICS with
concomitant use of oral steroids. Patients received Xolair for 16 weeks with an unchanged corticosteroid
dose unless an acute exacerbation necessitated an increase. Patients then entered an ICS reduction phase
of 12 weeks (Studies 1 and 2) or 16 weeks (Study 3) during which ICS (or oral steroid in Study 3 subset)
dose reduction was attempted in a step-wise manner.

Xolair dosing was based on body weight and baseline serum total IgE concentration. All patients were



required to have a baseline IgE between 30 and 700 IU/mL and body weight not more than 150 kg.
Patients were treated according to a dosing table to administer at least 0.016 mg/kg/IU (IgE/mL) of
Xolair or a matching volume of placebo over each 4-week period. The maximum Xolair dose per

4 weeks was 750 mg; patients who had a weight-IgE combination that yielded a dose greater than
750 mg were excluded from the studies. Patients who were to receive more than 300 mg within the
4-week period were administered half the total dose every 2 weeks.

The distribution of the number of asthma exacerbations per patient in each group during a study was
analyzed separately for the stable steroid and steroid-reduction periods. In all three studies an
exacerbation was defined as a worsening of asthma that required treatment with systemic corticosteroids
or a doubling of the baseline ICS dose.

In both Studies | and 2 the number of exacerbations per patient was reduced in patients treated with
Xolair compared with placebo (Table 1). In Study 3 the number of exacerbations in patients treated with
Xolair was similar to that in placebo-treated patients (Table 2). The absence of an observed treatment
effect in Study 3 may be related to differences in the patient population compared with Studies 1 and 2,
study sample size, or other factors. In all three studies most exacerbations were managed in the
out-patient setting and the majority were treated with systemic steroids. Hospitalization rates were not
significantly different between Xolair and placebo-treated patients; however, the overall hospitalization
rate was small. Among those patients who experienced an exacerbation, the distribution of exacerbation
severity was similar between treatment groups.

Table 1: Frequency of Asthma Exacerbations per Patient by Phase in Studies 1 and 2
Stable Steroid Phase (16 wks)

Study | Study 2
Xolair Placebo Xolair Placebo
Exacerbations per N =268 N=257 N=274 N=272
patient (%) (%) (%) (%)
0 85.8 76.7 87.6 69.9
! 11.9 16.7 11.3 25.0
=2 2.2 6.6 1.1 5.1
p-Value 0.005 <0.001
eleé\g:l;lglilgtgl;}:;;;i ent 0.2 03 0.1 0.4

Steroid Reduction Phase (12 wks)

Xolair Placebo Xolair Placebo
Lxacerbations per N =268 N =257 N =274 N=272
patient (%) (%) (%) (%)
0 787 67.7 83.9 70.2
l 19.0 28.4 14.2 26.1
>2 2.2 39 1.8 3.7
p-Value 0.004 <0.001
Mean number
exacerbations/patient 0.2 0.4 0.2 0.3

Table 2: Percentage of Patients with Asthma Exacerbations by Subgroup and Phase in Study 3
Stable Steroid Phase (16 wks)

Inhaled Only Oral + Inhaled
Xolair Placebo Xolair .Placebo
N =126 N =120 N =50 . N=45
% Patients with :
> [ exacerbations 159 15.0 32,0 222

Difference 0.9 9.8



(95% CI) | (-9.7,13.7) | (~10.5,31.4)
Steroid Reduction Phase (16 wks)
Xolair Placebo Xolair Placebo
N=126 N=120 N=50 N =45
0, ati ] .
% Patients with 22 26.7 420 422
> | exacerbations _
Difference —-4.4 —0.2
(95% CI) - (-17.6,7.4) : (—22.4,20.1)

In all three of the studies, a reduction of asthma exacerbations was not observed in the Xolair-treated
patients who had FEV 1> 80% at the time of randomization. Reductions in exacerbations were not seen
in patients who required oral steroids as maintenance therapy.

In Studies 1 and 2 measures of airflow (FEV1) and asthma symptoms were evaluated (Table 3). The
clinical relevance of the treatment-associated differences is unknown.

Table 3: Asthma Symptoms and Pulmonary Function During Stable Steroid Phase of Study 1

Xolair Placebo*
N =268 N =257
Mean Median Change Mean Median Change
Endpoint Baseline (Baseline to Wk 16) Baseline (Baseline to Wk 16)

Total asthima symptom score 4.3 -1.5% 42 -1.17

Nocturnal asthma score 1.2 -0.4" ' 1.1 —0.27

Daytinie asthma score 2.3 —0.9" 2.3 ~0.6°
FEVI % predicted 68 3t 68 i

Asthma symptom scale: total score from O (least) to 9 (most); nocturnal and daytime scores from 0 (least) to 4 (most
symptoms). ]
# Number of patients avaitable for analysis ranges 255-258 in the Xolair group and 238-239 in the placebo group.

¥ Comparison of Xolair versus placebo (p < 0.05).

Results from the stable steroid phase of Study 2 and the steroid reduction phases of both Studies 1 and 2
were similar to those presented in Table 3.
INDICATIONS AND USAGE

Xolair (Omalizumab) is indicated for adults and adolescents (12 years of age and above) with moderate
{o severe persistent asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen
and whose symptoms are inadequately controlled with inhaled corticosteroids. Xolair has been shown to
decrease the incidence of asthma exacerbations in these patients. Safety and efficacy have not been
established in other allergic conditions.

CONTRAINDICATIONS

Xolair should not be administered to patients who have experienced a severe hypersensitivity reaction to
Xolair (see WARNINGS: Anaphylaxis).

WARNINGS

Anaphylaxis

Anaphylaxis has been reported to occur after administration of Xolair in premarketing clinical trials and



in postmarketing spontaneous reports. Signs and symptoms in these reported cases have included
bronchospasm, hypotension, syncope, urticaria, and/or angioedema of the throat or tongue. Some of
these events have been life-threatening. In premarketing clinical trials the frequency of anaphylaxis
attributed to Xolair use was estimated to be 0.1%. In postmarketing spontaneous reports, the frequency
of anaphylaxis attributed to Xolair use was estimated to be at least 0.2% of patients based on an
estimated exposure of about 57,300 patients from June 2003 through December 2006. Anaphylaxis has
occurred as early as after the first dose of Xolair, but also has occurred beyond one year after beginning
regularly scheduled treatment.

Xolair should only be administered in a healthcare setting by healthcare providers prepared to'manage
anaphylaxis that can be life-threatening. Patients should be closely observed for an appropriate period of
time after administration of Xolair, taking into account the time to onset of anaphylaxis seen in
premarketing clinical trials and postmarketing spontaneous reports (see ADVERSE REACTIONS).
Patients should be informed of the signs and symptoms of anaphylaxis, and instructed to seek immediate
medical care should signs or symptoms occur (See PRECAUTIONS, Information for Patients).

Xolair should be discontinued in patients who experience a severe hypersensitivity reaction (see
CONTRAINDICATIONS),

Malignancy

Malignant neoplasms were observed in 20 of 4127 (0.5%) Xolair-treated patients compared with 5 of
2236 (0.2%) control patients in clinical studies of asthma and other allergic disorders. The observed
malignancies in Xolair-treated patients were a variety of types, with breast, non-melanoma skin,
prostate, melanoma, and parotid occurring more than once, and five other types occurring once each.
The majority of patients were observed for less than 1 year. The impact of longer exposure to Xolair or
use in patients at higher risk for malignancy (e.g., elderly, current smokers) is not known (see
ADVERSE REACTIONS: Chnical Trials Experience).

PRECAUTIONS

General

Xolair has not been shown to alleviate asthma exacerbations acutely and should not be used for the
reatment of acute bronchospasm or status asthmaticus.

Information For Patients

Patients should be given and instructed to read the accompanying Medication Guide before starting
treatment and before each subsequent treatment. The complete text of the Medication Guide is reprinted
at the end of this document.

Patients should be advised of the risk of life-threatening anaphylaxis with Xolair and that there have
been reports of anaphylaxis up to 4 days after administration of Xolair. Xolair should only be
administered in a healthcare setting by healthcare providers. Patients should be closely observed
following its administration. Patients should be informed of the signs and symptoms of anaphylaxis.
Patients should be instructed to seek immediate medical care should such signs or symptoms occur. (See
WARNINGS, Anaphylaxis).

Patients receiving Xolair should be told not to decrease the dose of, or stop taking any other asthma
medications unless otherwise instructed by their physician. Patients should be told that they may not see -
immediate improvement in their asthma after beginning Xolair therapy.



Corticosteroid Reduction

Systemic or inhaled corticosteroids should not be abruptly discontinued upon initiation of Xolair
therapy. Decreases in corticosteroids should be performed under the direct supervision of a physician
and may need to be performed gradually.

Eosinophilic Conditions

[n rare cases, patients with asthma on therapy with Xolair may present with serious systemic
cosinophilia sometimes presenting with clinical features of vasculitis consistent with Churg-Strauss
syndrome, a condition which is often treated with systemic corticosteroid therapy. These events usually,
but not always, have been associated with the reduction of oral corticosteroid therapy. Physicians should
be alert to eosinophilia, vasculitic rash, worsening pulmonary symptoms, cardiac complications, and/or
neuropathy presenting in their patients, A causal association between Xolair and these underlying
conditions has not been established.

Parasitic (Helminth) Infection

- In a one-year clinical trial conducted in Brazil in patients at high risk for geohelminthic infections
(roundworm, hookworm, whipworm, threadworm), 53% (36/68) of omalizumab-treated patients
experienced an infection, as diagnosed by standard stool examination, compared to 42% (29/69) of
placebo controls. The point estimate of the odds ratio for infection was 1.96, with a 95% confidence
interval (0.88, 4.36) indicating that in this study a patient who had an infection was anywhere from
0.88 to 4.36 times as likely to have received Omalizumab than a patient who did not have an infection.
Response to appropriate anti-geohelminth treatment of infection as measured by stool egg counts was
not different between treatment groups. Patients at high risk of geohelminth infection should be
monitored for such infections while on Xolair therapy. Insufficient data are available to determine the
length of monitoring required for geohelminth infections after stopping Xolair treatment.

Laboratory Tests

Serum total IgE levels increase following administration of Xolair due to formation of Xolair:IgE
complexes (see CLINICAL PHARMACOLOGY, DOSAGE AND ADMINISTRATION). Elevated
serum total IgE levels may persist for up to 1 year following discontinuation of Xolair. Serum total IgE
levels obtained less than 1 year following discontinuation may not reflect steady state free IgE levels and
should not be used to reassess the dosing regimen.

Drug Interactions

No formal drug interaction studies have been performed with Xolair. The concomitant use of Xolair and
allergen immunotherapy has not been evaluated.

Carcinogenesis, Mutagenesis, Impairment Of Fertility

No long-term studies have been performed in animals to evaluate the carcinogenic potential of Xolair.

No evidence of mutagenic activity was observed in Ames tests using six different strains of bacteria with
and without metabolic activation at Omalizumab concentrations up to 5000 pg/mL.

The effects of Omalizumab on male and female fertility have been assessed in cynomolgus monkey
studies. Administration of Omalizumab at doses up to and including 75 mg/kg/week did not elicit
reproductive toxicity in male cynomolgus monkeys and did not inhibit reproductive capability, including
implantation, in female cynomolgus monkeys. These doses provide a 2- to 16-fold safety factor based on



total dose and 2- to 5-fold safety factor based on AUC over the range of adult clinical doses.

Pregnancy (Category B)

Reproduction studies in cynomolgus monkeys have been conducted with Omalizumab. Subcutaneous
doses up to 75 mg/kg (12-fold the maximum clinical dose) of Omalizumab did not elicit maternal
toxicity, embryotoxicity, or teratogenicity when administered throughout organogenesis and did not
elicit adverse effects on fetal or neonatal growth when administered throughout late gestation, delivery,
and nursing.

I¢G molecules are known to cross the placental barrier. There are no adequate and well-controlled
studies of Xolair in pregnant women, Because animal reproduction studies are not always predictive of
human response, Xolair should be used during pregnancy only if clearly needed.

Pregnancy Exposure Registry

To monitor outcomes of pregnant women exposed to Xolair, including women who are exposed to at
least one dose of Xolair within 8 weeks prior to conception or any time during pregnancy, a pregnancy
exposure registry has been established. Healthcare providers should encourage their patients to call
1-806-4XOLAIR (1-866-496-5247) to enroll in the Xolair Pregnancy Exposure Registry. Healthcare
providers can call this number to obtain further information about this registry.

Nursing Mothers

The excretion of Omalizumab in milk was evaluated in female cynomolgus monkeys receiving SC doses
of 75 mg/kg/week. Neonatal plasma levels of Omalizumab after in utero exposure and 28 days of
nursing were between 11% and 94% of the maternal plasma level. Milk levels of Omalizumab were
1.5% of maternal blood concentration. While Xolair presence in human milk has not been studied, 1gG
1s excreted in human milk and therefore it is expected that Xolair will be present in human milk. The
potential for Xolair absorption or harm to the infant are unknown; caution should be exercised when
administering Xolair to a nursing woman.

Pediatric Use

Safety and effectiveness in pediatric patients below the age of 12 have not been established.

Geriatric Use

In clinical trials 134 patients 65 years of age or older were treated with Xolair. Although there were no
apparent age-related differences observed in these studies, the number of patients aged 65 and over is
not sufficient to determine whether they respond differently from younger patients.

ADVERSE REACTIONS

Clinical Trials Experience

The most serious adverse reactions occurring in clinical trials with Xolair were anaphylaxis and
malignancies (see WARNINGS). Anaphylaxis was reported in 3 of 3507 (0.1%) patients in clinical
trials. Anaphylaxis occurred with the first dose of Xolair in two patients and with the fourth dose in
one patient. The time to onset of anaphylaxis was 90 minutes after administration in two patients and
2 hours after administration in one patient.

In clinical trials the observed incidence of malignancy among Xolair-treated patients (0.5%) was
numerically higher than among patients in control groups (0.2%). -



The adverse reactions most commonly observed among patients treated with Xolair in clinical studies
included injection site reaction (45%), viral infections (23%), upper respiratory tract infection (20%),
sinusitis (16%), headache (15%), and pharyngitis (11%). These events were observed at similar rates in
Xolair-treated patients and control patients. These were also the most frequently reported adverse
reactions resulting in clinical intervention (e.g., discontinuation of Xolair, or the need for concomitant
medication to treat an adverse reaction).

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed
in the clinical studies of one drug cannot be directly compared with rates in the clinical studies of
another drug and may not reflect the rates observed in medical practice.

The data described above reflect Xolair exposure for 2076 adult and adolescent patients ages 12 and
older, including 1687 patients exposed for six months and 555 exposed for one year or more, in either
placebo-controlled or other controlled asthma studies. The mean age of patients receiving Xolair was
42 years, with 134 patients 65 years of age or older; 60% were women, and 85% Caucasian. Patients
received Xolair 150 to 375 mg every 2 or 4 weeks or, for patients assigned to control groups, standard
therapy with or without a placebo.

Table 4 shows adverse events that occurred > 1% more frequently in patients receiving Xolair than in
those receiving placebo in the placebo controlled asthma studies. Adverse events were classified using
preferred terms from the International Medical Nomenclature (IMN) dictionary. Injection site reactions
were recorded separately from the reporting of other adverse events and are described followingTable 4.

Table 4: Adverse Events > 1% More Frequent in Xolair-Treated Patients

Xolair Placebo
Adverse event n =738 n=717
(%) (%)
Body as a whole :
Pain 7 S
Fatigue 3 2
Musculoskeletal system
Arthralgia 8 6
Fracture 2 1
Leg pain 4 2
Arm pain 2 1
Nervous system
Dizziness 3 | 2
Skin and appendages
Pruritus 2 1
Dermatitis 2 1
Special senses
Earache 2 !

Age (among patients under age 65), race, and gender did not appear to affect the between group
differences in the rates of adverse events.

Injection Site Reactions

Injection site reactions of any severity occurred at a rate of 45% in Xolair-treated patients compared
with 43% in placebo-treated patients. The types of injection site reactions included: bruising, redness,
warmth, burning, stinging, itching, hive formation, pain, indurations, mass, and inflammation.



Severe mJ ection-site reactions occurred more frequently in Xolair-treated patients compared with
patients in the placebo group (12% versus 9%).

The majority of injection site reactions occurred within 1 hour-post injection, lasted less than § days,
and generally decreased in frequency at subsequent dosing visits.

Immunogenicity

Low titers of antibodies to Xolair were detected in approximately 1/ 1723 ( < 0.1%) of patients treated
with Xolair. The data reflect the percentage of patients whose test results were considered positive for
antibodies to Xolair in an ELISA assay and are highly dependent on the sensitivity and specificity of the
assay. Additionally, the observed incidence of antibody positivity in the assay may be influenced by
several factors including sample handling, timing of sample collection, concomitant medications, and
underlying disease. Therefore, comparison of the mmdence of antibodies to Xolair with the incidence of
antibodies to other products may be misleading,

Postmarketing Spontaneous Reports

Anaphylaxis: Based on spontaneous reports and an estimated exposure of about 57,300 patients from
June 2003 through December 2006, the frequency of anaphylaxis attributed to Xolair use was estimated
to be at least 0.2% of patlents Diagnostic criteria of anaphylaxis were skin or mucosal tissue
involvement, and, either airway compromise, and/or reduced blood pressure with or without associated
symptoms, and a temporal relationship to Xolair administration with no other identifiable cause. Signs
and symptoms in these reported cases included bronchospasm, hypotension, syncope, urticaria,
angioedema of the throat or tongue, dyspnea, cough, chest tightness, and/or cutaneous angioedema.
Pulmonary involvement was reported in 89% of the cases. Hypotension or syncope was reported in
[4% of cases. Fifteen percent of the reported cases resulted in hospitalization. A previous hlstory of
anaphylaxis unrelated to Xolair was reported in 24% of the cases.

Of the rcported cases of anaphylaxis attributed to Xolair, 39% occurred with the first dose,

19% occurred with the second dose, 10% occurred with the third dose, and the rest after subsequent
doses. One case occurred after 39 doses (after 19 months of continuous therapy, anaphylaxis occurred
when treatment was restarted following a 3 month gap). The time to onset of anaphylaxis in these cases
was up to 30 minutes in 35%, greater than 30 and up to 60 minutes in 16%, greater than 60 and up to

90 minutes in 2%, greater than 90 and up to 120 minutes in 6%, greater than 2 hours and up to 6 hours in
5%, greater than 6 hours and up to 12 hours in 14%, greater than 12 hours and up to 24 hours in 8%, and
greater than 24 hours and up to 4 days in 5%. In 9% of cases the times to onset were unknown.

Twenty-three patients who experienced anaphylaxis were rechallenged with Xolair and 18 patients had a
recurrence of similar symptoms of anaphylaxis. In addition, anaphylaxis occurred upon rechallenge with
Xolair in 4 patients who previously experienced urticaria only.

Eosinophilic Conditions: Eosinophilic conditions have been reported in postapproval use of Xolair (see
PRECAUTIONS: Eosinophilic Conditions).

Hematologic: Severe thrombocytopenia has been reported in postapproval use of Xolair.

' Skin: Hair loss has been reported in postapproval use of Xolair.

OVERDOSAGE

The maximum tolerated dose of Xolair has not been determined. Single intravenous doses of up to
4000 mg have been administered to patients without evidence of dose-limiting toxicities. The highest
cumulative dose administered to patients was 44,000 mg over a 20 week period, which was not



associated with toxicities.

DOSAGE AND ADMINISTRATION

Xolair (Omalizumab) 150 to 375 mg is administered SC every 2 or 4 weeks. Because the solution is
slightly viscous, the injection may take 5-10 seconds to administer. Doses (mg) and dosing frequency
are determined by serum total IgE level (IU/mL), measured before the start of treatment, and body
weight (kg). See the dose determination charts below (Table 5 and Table 6) for appropriate dose
assignment. Doses of more than 150 mg are divided among more than one injection site to limit
injections to not more than 150 mg per site.

The need for continued therapy should be periodically reassessed based upon the patient's disease
severity and level of asthma control.

Table 5: ADMINISTRATION EVERY 4 WEEKS Xolair Doses (milligrams) Administered by
Subcutancous Injection Every 4 Weeks for Adults and Adolescents (12 Years of Age and Older) with -

Asthma
Pre-treatment Serum Body Weight (kg) .
IgE (1U/mL) 30-60 : > 60-70 > 70-90 > 90-150
= 30-100 150 150 . 150 300
> 100-200 300 300 300
> 200-300 300
> 300-400 SEE TABLE 6 -
> 400-500
> 500-600

Table 6: ADMINISTRATION EVERY 2 WEEKS Xolair Doses (milligrams) Administered by
Subcutancous Injection Every 2 Weeks for Adults and Adolescents (12 Years of Age and Older) with

‘ 7 Asthma
Pre-treatment Serum Body Weight (kg)
IgE (1U/ml.) 30-60 > 60--70 ~>70-90 > 90-150

> 30--100 SEE TABLE 5
> 100-200 225
> 200--300 225 225 300
> 300-400 225 225 300
> 300500 300 300 375
> 500-600 300 375 DO NOT DOSE
> 600-700 375 '

Dosing Adjustments

Total IgE levels are elevated during treatment and remain elevated for up to one year after the
discontinuation of treatment. Therefore, re-testing of IgE levels during Xolair treatment cannot be used
as a guide for dose determination. Dose determination after treatment interruptions lasting less than

I year should be based on serum IgE levels obtained at the initial dose determination. Total serum IgE
levels may be re-tested for dose determination if treatment with Xolair has been mterrupted for one year

or more.

Doses should be adjusted for significant changes in body weight. (See Table 5 andTable 6.)

Preparation for Administration

Xolair for SC administration should be prepared using SWFI, USP, ONLY.



Xolair is for single use only and contains no preservatives. The solution should be used for SC
administration within 8 hours following reconstitution when stored in the vial at 2-8°C (36-46°F), or
within 4 hours of reconstitution when stored at room temperature.

The lyophilized product takes 15-20 minutes to dissolve. The fully reconstituted product will appear
clear or slightly opalescent and may have a few small bubbles or foam around the edge of the vial. The
reconstituted product is somewhat viscous; in order to obtain the full 1.2 mL dose, ALL OF THE
PRODUCT MUST BE WITHDRAWN from the vial before expelling any air or excess solution from
the syringe. , :

STEP 1: Draw 1.4 mL of SWFI, USP into a 3-cc syringe equipped with a 1-inch, 18-gauge needle.

STEP 2: Place the vial upright on a flat surface and using standard aseptic technique, insert the needle
and inject the SWFI, USP directly onto the product.

STEP 3: Keeping the vial upright, gently swirl the upright vial for approximately 1 minute to evenly
wet the powder. Do not shake.

STEP 4: After completing STEP 3, gently swirl the vial for 5-10 seconds approximately every
S minutes in order to dissolve any remaining solids. There should be no visible gel-like particles in the
solution. Do not use if foreign particles are present.

Note: Some vials may take longer than 20 minutes to dissolve completely, If this is the case, repeat
STEP 4 until there are no visible gel-like particles in the solution. It is acceptable to have small bubbles
or foam around the edge of the vial. Do not use if the contents of the vial do not dissolve completely by
40 minutes.

STEP 5: Invert the vial for 15 seconds in order to allow the solution to drain toward the stopper. Using a
new 3-cc syringe equipped with a 1-inch, 18-gauge needle, insert the needle into the inverted vial.
Position the needle tip at the very bottom of the solution in the vial stopper when drawing the solution
into the syringe. Before removing the needle from the vial, pull the plunger all the way back to the end
of the syringe barrel in order to remove all of the solution from the inverted vial.

STEP 6: Replace the 18-gauge needle with a 25-gauge needle for subcutaneous injection.

STEP 7: Expel air, large bubbles, and any excess solution in order to obtain the required 1.2 mL dose. A
thin layer of small bubbles may remain at the top of the solution in the syringe. Because the solution is
slightly viscous, the injection may take 5—10 seconds to administer.

A vial delivers 1.2 mL (150 mg) of Xolair. For a 75 mg dose, draw up 0.6 mL into the syringe and
discard the remaining product (see Table 7).

Table 7: Number of Injections and Total Injection Volumes for Asthma

Dose (mg) Number of Injections Total Volume Injected (mL)”
150 . ' | 1.2
225 2 1.8
300 2 24
375 3 ' 3.0

* 1.2 mL maximum delivered volume per vial.

Stability and Storage

Xolair should be shipped at controlled ambient temperature ( < 30°C [< 86°F]). Xolair should be stored
under refrigerated conditions 2-8°C (36—46°F). Do not use beyond the expiration date stamped on



carton.

Xolair is for single-use only and contains no preservatives. The solution may be used for SC
administration within 8 hours following reconstitution when stored in the vial at 2-8°C (36-46°F), or
within 4 hours of reconstitution when stored at room temperature.

Reconstituted Xolair vials should be prbtected from direct sunlight.

HOW SUPPLIED

Xolair (Omalizumab) is supplied as a lyophilized, sterile powder in a single-use, 5-cc vial that is
designed to deliver 150 mg of Xolair upon reconstitution with 1.4 mL SWFI, USP.

Each carton contains one single-use vial of Xolair® (Omalizumab) NDC 50242-040-62.
XOLAIR®

Omalizumab
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Genentech, Inc.
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MEDICATION GUIDE

XOLAIR®
(OMALIZUMAB)

IMPORTANT: XOLAIR SHOULD ALWAYS BE INJECTED IN YOUR DOCTOR’S OFFICE.
WHAT IS THE MOST IMPORTANT INFORMATION I SHOULD KNOW ABOUT XOLAIR?

A severe allergic reaction called anaphylaxis has happened in some patients after they received
Xolair. Anaphylaxis is a life-threatening condition and can lead to death so get emergency medical .
treatment right away if symptoms occur.



Signs and Symptoms of ahaphylaxis include:

-« wheezing, shortness of breath; cough, chest tightness, or troublé breathing
o low blood pressure, dizziness, fainting, rapid or weak heartbeat, anxiety, or feeling of "impending
doom" : :
o flushing, itching, hlves or feeling warm
e swelling of the throat or tongue, throat t1ghtness, hoarse voice, or trouble swallowing

Get emergency medical treatment 11 ght away if you have signs or symptoms of anaphylaxis after
receiving Xolair.

Anaphylaxis from Xolair can happen:

» right after receiving a Xolair injection or hours later :
-e after any Xolair injection.. Anaphylaxis has occurred after the first Xolair injection or after many
Xolair injections.

Your healthcare p’rovider should watch you for some time in the office for signs or symptoms of
anaphylaxis after injecting Xolair. If you have signs or symptoms of anaphylax1s tell your healthcare
provider right away.

Your healthcare provider should instruct you about getting emergency-medical treatment and further
medical care if you have signs or symptoms of anaphylaxis after leaving the doctor’s office.

WHAT IS XOLAIR?

Xolair is an injectable medicine for patients ages 12 and older with moderate to severe persistent allergic
asthma whose asthma symptoms are not controlled by asthma medicines called inhaled corticosteroids.
A skin or blood test is done to see if you have allergic asthma.

WHAT ELSE SHOULD I KNOW ABOUT XOLAIR?

 You should not receive Xolair if you have ever had an allergic reaction to a Xolair injection,

o Do not change or stop taking any of your other asthma medicines unless your healthcare provider
tells you to do so.

s There are other possible Slde effects with Xolair. Talk to your doctor for more information. You
can also go to www.xolair.com or call 1-866-4XOLAIR (1-866-496-5247).

This Medication Guide has been approved by the U.S. Food and Drug Administration.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One vial contains 75 mg of omalizumab.

Omalizumab is a humanised monoclonal antibody manufactured by recombinant DNA technology in a
Chinese hamster ovary (CHO) mammalian cell line.

After reconstitution the vial contains 125 mg/ml of omalizumab (75 mg in 0.6 ml).

For excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection.

Xolair is an off-white lyophilised powder.

4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Xolair is indicated as add-on therapy to improve asthma control in adult and adolescent patients

(12 years of age and above) with severe persistent allergic asthma who have a positive skin test or in
vitro reactivity to a perennial aeroallergen and who have reduced lung function (FEV; <80%) as well
as frequent daytime symptoms or night-time awakenings and who have had multiple documented
severe asthma exacerbations despite daily high-dose inhaled corticosteroids, plus a long-acting inhaled
beta2-agonist. Xolair treatment should only be considered for patients with convincing IgE mediated
asthma (see section 4.2).

4.2  Posology and method of administration
Use in adolescents and adults (12 vears of age and older)

Xolair treatment should be initiated by physicians experienced in the diagnosis and treatment of severe
persistent asthma.

The appropriate dose and dosing frequency of Xolair is determined by baseline IgE (IU/ml), measured
before the start of treatment, and body weight (kg). Prior to initial dosing, patients should have their
IgE level determined by any commercial serum total IgE assay for their dose assignment. Based on
these measurements 75-375 mg of Xolair in 1 to 3 injections may be needed for each administration.

Patients with IgE lower than 76 TU/ml were less likely to experience benefit (see section 5.1).
Prescribing physicians should ensure that patients with IgE below 76 IU/ml have unequivocal in vitro
reactivity (RAST) to a perennial allergen before starting therapy.

See Table 1 for a conversion chart and Tables 2 and 3 for the dose determination charts.

Patients whose baseline IgE levels or body weight in kilograms are outside the limits of the dosing
table should not be given Xolair.

The maximum recommended dose is 375 mg omalizumab every two weeks.

2



For subcutaneous administration only. Do not administer by the intravenous or intramuscular route.
The injections are administered subcutaneously in the deltoid region of the arm. Alternatively, the
injections can be administered in the thigh if there is any reason precluding administration in the

deltoid region.

There is limited experience with self-administration of Xolair. Therefore treatment is intended to be
administered by a healthcare provider.

For information on reconstitution of Xolair, see section 6.6.

Table 1: Conversion from dose to number of vials, number of injections and total injection
volume for each administration

Dose (mg) Number of vials Number of injections Total injection volume (ml)
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 2.4

375 1° 2 3 3.0

40.6 ml = maximum delivered volume per vial (Xolair 75 mg).
®1.2 ml = maximum delivered volume per vial (Xolair 150 mg).
or use 0.6 ml from a 150 mg vial.

Table 2: ADMINISTRATION EVERY 4 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 4 weeks

Body weight (kg)
Baseline
IgE >90-  >125-
(IU/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

>200-300 150 225
>300-400 225
>400-500 225
>500-600 300

>600-700 300




Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 weeks

)

i

=30-100

>100-200

>200-300

>300-400

>400-500

>500-600

>600-700

Treatment duration, monitoring and dose adjustments

Discontinuation of Xolair treatment generally results in a return to elevated free IgE levels and
associated symptoms.

At 16 weeks after commencing Xolair therapy patients should be assessed by their physician for
treatment effectiveness before further injections are administered. The decision to continue Xolair
should be based on whether a marked improvement in overall asthma control is seen (see section 5.1;
Physician’s overall assessment of treatment effectiveness).

Total IgE levels are elevated during treatment and remain elevated for up to one year after the
discontinuation of treatment. Therefore, re-testing of IgE levels during Xolair treatment cannot be
used as a guide for dose determination. Dose determination after treatment interruptions lasting less
than one year should be based on serum IgE levels obtained at the initial dose determination. Total
serum IgE levels may be re-tested for dose determination if treatment with Xolair has been interrupted
for one year or more.

Doses should be adjusted for significant changes in body weight (see Tables 2 and 3).
Elderly (65 years of age and older)

There are limited data available on the use of Xolair in patients older than 65 years but there is no
evidence that elderly patients require a different dosage from younger adult patients.

Children (age below 12 years)
Safety and efficacy in paediatric patients below the age of 12 years have not been established and use
of Xolair in such patients is therefore not recommended.

4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients.

Body weight (kg)
Baseline
IgE >90-  >125-
(IU/ml) >20-25 >25-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 125 150




4.4  Special warnings and special precautions for use

General
Xolair is not indicated for the treatment of acute asthma exacerbations, acute bronchospasm or status
asthmaticus.

Xolair has not been studied in patients with hyperimmunoglobulin E syndrome or allergic
bronchopulmonary aspergillosis or for the prevention of anaphylactic reactions, including those
provoked by food allergy.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment. Caution should be exercised when
administering Xolair in these patient populations.

Abrupt discontinuation of systemic or inhaled corticosteroids after initiation of Xolair therapy is not
recommended. Decreases in corticosteroids should be performed under the direct supervision of a
physician and may need to be performed gradually.

Patients with diabetes mellitus, the glucose-galactose malabsorption syndrome, fructose intolerance or
sucrase-isomaltase deficiency should be warned that one 75 mg Xolair dose contains 54 mg of
sucrose.

Allergic reactions

Local or systemic allergic reactions, including anaphylaxis and anaphylactic shock, may occur when
taking omalizumab, also with onset after a long duration of treatment. Most of these reactions occurred
within 2 hours after the first and subsequent injections of Xolair but some started beyond 2 hours and
even beyond 24 hours after the injection. Therefore medications for the treatment of anaphylactic
reactions should always be available for immediate use following administration of Xolair. Patients
should be informed that such reactions are possible and prompt medical attention should be sought if
allergic reactions occur.

Anaphylactic reactions were rare in clinical trials (see section 4.8).

As with all recombinant DNA derived humanised monoclonal antibodies, patients may in rare cases
develop antibodies to omalizumab.

Parasitic (helminth) infections

IgE may be involved in the immunological response to some helminth infections. In patients at chronic
high risk of helminth infection, a placebo-controlled trial showed a slight increase in infection rate
with omalizumab, although the course, severity, and response to treatment of infection were unaltered.
The helminth infection rate in the overall clinical programme, which was not designed to detect such
infections, was less than 1 in 1,000 patients. However, caution may be warranted in patients at high
risk of helminth infection, in particular when travelling to areas where helminthic infections are
endemic. If patients do not respond to recommended anti-helminth treatment, discontinuation of
Xolair should be considered.

Malignancies
During clinical trials, there was a numerical imbalance in cancers arising in the Xolair treatment group

compared with the control group. The frequency of observed cases was uncommon (<1/100) in both
the active and the control group, i.e. 25 cancers in 5,015 patients treated with Xolair (0.5%) and

5 cancers in 2,854 patients in the control group (0.18%). The diversity in the type of cancers observed,
the relatively short duration of exposure and the clinical features of the individual cases render a
causal relationship unlikely. The overall observed incidence rate of malignancy in the Xolair clinical
trial programme was comparable to that reported in the general population.



Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present with systemic hypereosinophilic syndrome or allergic
eosinophilic granulomatous vasculitis (Churg-Strauss syndrome), both of which are usually treated
with systemic corticosteroids.

In rare cases, patients on therapy with anti-asthma agents, including omalizumab, may present or
develop systemic eosinophilia and vasculitis. These events are commonly associated with the
reduction of oral corticosteroid therapy.

In these patients, physicians should be alert to the development of marked eosinophilia, vasculitic
rash, worsening pulmonary symptoms, cardiac complications, and/or neuropathy.

4.5 Interaction with other medicinal products and other forms of interaction

Cytochrome P450 enzymes, efflux pumps and protein-binding mechanisms are not involved in the
clearance of omalizumab; thus, there is little potential for drug-drug interactions. No formal medicinal
product or vaccine interaction studies have been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medications used in the treatment of asthma will interact
with omalizumab.

In clinical studies Xolair was commonly used in conjunction with inhaled and oral corticosteroids,
inhaled short-acting and long-acting beta agonists, leukotriene modifiers, theophyllines and oral
antihistamines. There was no indication that the safety of Xolair was altered with these other
commonly used asthma medications. Limited data are available on the use of Xolair in combination
with specific immunotherapy (hypo-sensitisation therapy). Efficacy of Xolair treatment in
combination with specific immunotherapy has not been established. Current data suggest that no dose
adjustments of Xolair are needed in patients on established hypo-sensitisation therapy.

4.6 Pregnancy and lactation

There are no adequate data from the use of omalizumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). Omalizumab crosses the placental barrier and
the potential for harm to the foetus is unknown. Omalizumab has been associated with age-dependent
decreases in blood platelets in non-human primates, with a greater relative sensitivity in juvenile
animals (see section 5.3). Xolair should not be used during pregnancy unless clearly necessary.

It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into
non-human primate breast milk and an effect on the suckling child cannot be excluded. Nursing
mothers should not breast-feed during Xolair therapy.

4.7 Effects on ability to drive and use machines

Patients receiving Xolair should be warned that if they experience dizziness, fatigue, faintness or
drowsiness they should not drive or use machinery.

4.8 Undesirable effects

During clinical trials the most commonly reported adverse reactions were injection site reactions,
including injection site pain, swelling, erythema and pruritus, and headaches. Most of the reactions
were mild or moderate in severity.

Table 4 lists the adverse reactions recorded in clinical studies in the total safety population treated with
Xolair by system organ class and by frequency. Frequencies are defined as: common (>1/100; <1/10),
uncommon (>1/1,000; <1/100) and rare (<1/1,000). Events reported in the post-marketing setting are
listed with frequency “unknown”.



Table 4: Adverse reactions

Blood and lymphatic system

disorders

Unknown Idiopathic severe thrombocytopenia
Infections and infestations

Rare Parasitic infection

Immune system disorders

Rare Anaphylactic reaction, other serious allergic conditions
Nervous system disorders

Common Headache

Uncommon Dizziness, somnolence, paraesthesia, syncope
Vascular disorders

Uncommon Postural hypotension, flushing

Respiratory, thoracic and
mediastinal disorders

Uncommon Pharyngitis, coughing, allergic bronchospasm

Rare Laryngoedema

Unknown Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Uncommon Nausea, diarrhoea, dyspeptic signs and symptoms

Musculoskeletal and connective
tissue disorders

Unknown Arthralgia, myalgia, joint swelling

Skin and subcutaneous tissue

disorders

Uncommon Urticaria, rash, pruritus, photosensitivity
Rare Angioedema

Unknown Alopecia

General disorders and
administration site conditions
Common Injection site reactions such as pain, erythema, pruritus, swelling
Uncommon Weight increase, fatigue, swelling arms, influenza-like illness

Malignancies
The overall observed incidence rate of malignancy in the Xolair clinical trial programme was

comparable to that reported in the general population (see section 4.4).

Platelets

In clinical trials few patients had platelet counts below the lower limit of the normal laboratory range.
None of these changes were associated with bleeding episodes or a decrease in haemoglobin. No
pattern of persistent decrease in platelet counts, as observed in non-human primates (see section 5.3),
has been reported in humans even though isolated cases of idiopathic thrombocytopenia have been
reported in the post-marketing setting,

Parasitic infections

In patients at chronic high risk of helminth infection, a placebo-controlled trial showed a slight
numerical increase in infection rate with omalizumab that was not statistically significant. The course,
severity, and response to treatment of infections was unaltered (see section 4.4).




4.9 Overdose

No case of overdose has been reported. A maximum tolerated dose of Xolair has not been determined.
Single intravenous doses up to 4,000 mg have been administered to patients without evidence of dose-
limiting toxicities. The highest cumulative dose administered to patients was 44,000 mg over a 20-
week period and this dose did not result in any untoward acute effects.

S. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other systemic drugs for obstructive airway diseases, ATC code:
RO3DX05

Omalizumab is a recombinant DNA-derived humanised monoclonal antibody that selectively binds to
human immunoglobulin E (IgE). The antibody is an IgG1 kappa that contains human framework
regions with the complementary-determining regions of a murine parent antibody that binds to IgE.

Omalizumab binds to IgE and prevents binding of IgE to the high-affinity FCeRI receptor, thereby
reducing the amount of free IgE that is available to trigger the allergic cascade. Treatment of atopic
subjects with omalizumab resulted in a marked down-regulation of FCeRI receptors on basophils.
Furthermore, the in vitro histamine release from basophils isolated from Xolair-treated subjects was
reduced by approximately 90% following stimulation with an allergen compared to pre-treatment
values.

In clinical studies, serum free IgE levels were reduced in a dose-dependent manner within one hour
following the first dose and maintained between doses. One year after discontinuation of Xolair
dosing, the IgE levels had returned to pre-treatment levels with no observed rebound in IgE levels
after drug washout.

Clinical experience

The efficacy and safety of Xolair were demonstrated in a 28-week double-blind placebo-controlled
study (study 1) involving 419 severe allergic asthmatics, ages 12—79 years, who had reduced lung
function (FEV, 40-80% predicted) and poor asthma symptom control despite receiving high dose
inhaled corticosteroids and a long-acting beta2-agonist. Eligible patients had experienced multiple
asthma exacerbations requiring systemic corticosteroid treatment or had been hospitalised or attended
an emergency room due to a severe asthma exacerbation in the past year despite continuous treatment
with high-dose inhaled corticosteroids and a long-acting beta2-agonist. Subcutaneous Xolair or
placebo were administered as add-on therapy to >1,000 micrograms beclomethasone dipropionate (or
equivalent) plus a long-acting beta2-agonist. Oral corticosteroid, theophylline and leukotriene-
modifier maintenance therapies were allowed (22%, 27%, and 35% of patients, respectively).

The rate of asthma exacerbations requiring treatment with bursts of systemic corticosteroids was the
primary endpoint. Omalizumab reduced the rate of asthma exacerbations by 19% (p = 0.153). Further
evaluations which did show statistical significance (p<0.05) in favour of Xolair included reductions in
severe exacerbations (where patient’s lung function was reduced to below 60% of personal best and
requiring systemic corticosteroids) and asthma-related emergency visits (comprised of
hospitalisations, emergency room, and unscheduled doctor visits), and improvements in Physician’s
overall assessment of treatment effectiveness, Asthma-related Quality of Life (AQL), asthma
symptoms and lung function.

In a subgroup analysis, patients with pre-treatment total IgE >76 IU/ml were more likely to experience
clinically meaningful benefit to Xolair. In these patients in study 1 Xolair reduced the rate of asthma
exacerbations by 40% (p = 0.002). In addition more patients had clinically meaningful responses in the
total IgE >76 TU/ml population across the Xolair severe asthma programme. Table 5 includes results in
the study 1 population.



Table 5: Results of study 1

Whole study 1 population

Xolair Placebo
N=209 N=210
Asthma exacerbations
Rate per 28-week period 0.74 0.92
% reduction, p-value for rate ratio 19.4%, p = 0.153
Severe asthma exacerbations
Rate per 28-week period 0.24 0.48
% reduction, p-value for rate ratio 50.1%, p = 0.002
Emergency visits
Rate per 28-week period 0.24 0.43
% reduction, p-value for rate ratio 43.9%, p=0.038
Physician’s overall assessment
% responders* 60.5% 42.8%
p-value** <0.001
AQL improvement
% of patients >0.5 improvement 60.8% 47.8%
p-value 0.008
* marked improvement or complete control

**  p-value for overall distribution of assessment

Study 2 assessed the efficacy and safety of Xolair in a population of 312 severe allergic asthmatics
which matched the population in study 1. Treatment with Xolair in this open label study led to a 61%
reduction in clinically significant asthma exacerbation rate compared to current asthma therapy alone.

Four additional large placebo-controlled supportive studies of 28 to 52 weeks duration in 1,722 adults
and adolescents (studies 3, 4, 5, 6) assessed the efficacy and safety of Xolair in patients with severe
persistent asthma. Most patients were inadequately controlled but were receiving less concomitant
asthma therapy than patients in studies 1 or 2. Studies 3—5 used exacerbation as primary endpoint,
whereas study 6 primarily evaluated inhaled corticosteroid sparing.

In studies 3, 4 and 5 patients treated with Xolair had respective reductions in asthma exacerbation rates
of 37.5% (p=0.027), 40.3% (p<0.001) and 57.6% (p<0.001) compared to placebo.

In study 6, significantly more severe allergic asthma patients on Xolair were able to reduce their
fluticasone dose to <500 micrograms/day without deterioration of asthma control (60.3%) compared to
the placebo group (45.8%, p<0.05).

Quality of life scores were measured using the Juniper Asthma-related Quality of Life Questionnaire.
For all six studies there was a statistically significant improvement from baseline in quality of life
scores for Xolair patients versus the placebo or control group.

Physician’s overall assessment of treatment effectiveness:

Physician’s overall assessment was performed in five of the above studies as a broad measure of
asthma control performed by the treating physician. The physician was able to take into account PEF,
day and night time symptoms, rescue medication use, spirometry and exacerbations. In all five studies
a significantly greater proportion of Xolair treated patients were judged to have achieved either a
marked improvement or complete control of their asthma compared to placebo patients.



5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in patients with allergic asthma.

Absorption
After subcutaneous administration, omalizumab is absorbed with an average absolute bioavailability

of 62%. Following a single subcutaneous dose in adult and adolescent patients with asthma,
omalizumab was absorbed slowly, reaching peak serum concentrations after an average of 7-8 days.
The pharmacokinetics of omalizumab are linear at doses greater than 0.5 mg/kg. Following multiple
doses of omalizumab, areas under the serum concentration-time curve from Day 0 to Day 14 at steady
state were up to 6-fold of those after the first dose.

Distribution

In vitro, omalizumab forms complexes of limited size with IgE. Precipitating complexes and
complexes larger than one million Daltons in molecular weight are not observed in vitro or in vivo.
The apparent volume of distribution in patients following subcutaneous administration was

78 + 32 ml/kg.

Elimination

Clearance of omalizumab involves IgG clearance processes as well as clearance via specific binding
and complex formation with its target ligand, IgE. Liver elimination of IgG includes degradation in the
reticuloendothelial system and endothelial cells. Intact IgG is also excreted in bile. In asthma patients
the omalizumab serum elimination half-life averaged 26 days, with apparent clearance averaging

2.4 + 1.1 ml/kg/day. In addition, doubling of body weight approximately doubled apparent clearance.

Characteristics in patient populations

Age, Race/Ethnicity, Gender

The population pharmacokinetics of Xolair were analysed to evaluate the effects of demographic
characteristics. Analyses of these limited data suggest that no dose adjustments are necessary for age
(12—76 years), race, ethnicity or gender.

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see section 4.4).

5.3 Preclinical safety data

The safety of omalizumab has been studied in the cynomolgus monkey, since omalizumab binds to
cynomolgus and human IgE with similar affinity. Antibodies to omalizumab were detected in some
monkeys following repeated subcutaneous or intravenous administration. However, no apparent
toxicity, such as immune complex-mediated disease or complement-dependent cytotoxicity, was seen.
There was no evidence of an anaphylactic response due to mast-cell degranulation in cynomolgus
monkeys.

Chronic administration of omalizumab was well tolerated in non-human primates, with the exception
of a dose-related and age-dependent decrease in blood platelets, with a greater sensitivity in juvenile
animals. The serum concentration required to attain a 50% drop in platelets from baseline in adult
cynomolgus monkeys was roughly 4 to 20-fold higher than anticipated maximum clinical serum
concentrations. In addition, acute haemorrhage and inflammation were observed at injection sites in
cynomolgus monkeys.

Formal carcinogenicity studies have not been conducted with omalizumab.

In reproduction studies in cynomolgus monkeys subcutaneous doses up to 75 mg/kg (about 12-fold
exposure ratio based on 28-day AUC values at 75 mg/kg versus the clinical maximum dose) did not
elicit maternal toxicity, embryotoxicity or teratogenicity when administered throughout organogenesis
and did not elicit adverse effects on foetal or neonatal growth when administered throughout late
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gestation, delivery and nursing.

Omalizumb is excreted in milk in cynomolgus monkeys. Milk levels of omalizumab were 1.5% of the
maternal blood concentration.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder:

Sucrose

Histidine

Histidine hydrochloride monohydrate

Polysorbate 20

Solvent:
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelflife
4 years

After reconstitution: The chemical and physical stability of the reconstituted product have been
demonstrated for 8 hours at 2°C to 8°C and for 4 hours at 30°C.

From a microbiological point of view, the product should be used immediately after reconstitution. If
not used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 8 hours at 2°C to 8°C or 4 hours at 30°C.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package.

6.5 Nature and contents of container

Powder vial: Clear, colourless type I glass vial with a buty] rubber stopper and grey flip-off seal.
Solvent ampoule: Clear, colourless type I glass ampoule containing 2 ml water for injections.
Package of one vial of powder for solution for injection and one ampoule of water for injections.

6.6 Instructions for use, handling and disposal

The lyophilised product takes 15-20 minutes to dissolve, although in some cases it may take longer.
The fully reconstituted product will appear clear or slightly opaque and may have a few small bubbles
or foam around the edge of the vial. Because of the viscosity of the reconstituted product care must be

taken to WITHDRAW ALL OF THE PRODUCT from the vial before expelling any air or excess
solution from the syringe in order to obtain the 0.6 ml

1



To prepare Xolair 75 mg vials for subcutaneous administration, please adhere to the following
instructions:

L. Draw 0.9 ml of water for injections from the ampoule into a syringe equipped with a large-bore
18-gauge needle.

2. With the vial placed upright on a flat surface, insert the needle and transfer the water for
injections into the vial containing the lyophilised powder using standard aseptic techniques,
directing the water for injections directly onto the powder.

3. Keeping the vial in an upright position, vigorously swirl it (do not shake) for approximately
1 minute to evenly wet the powder.

4. To aid in dissolution after completing step 3, gently swirl the vial for 5-10 seconds
approximately every 5 minutes in order to dissolve any remaining solids.

Note that in some cases it may take longer than 20 minutes for the powder to dissolve
completely. If this is the case, repeat step 4 until there are no visible gel-like particles in the
solution.

When the product is fully dissolved, there should be no visible gel-like particles in the solution.
Small bubbles or foam around the edge of the vial are common. The reconstituted product will
appear clear or slightly opaque. Do not use if solid particles are present.

5. Invert the vial for at least 15 seconds in order to allow the solution to drain towards the stopper.
Using a new 3-ml syringe equipped with a large-bore, 18-gauge needle, insert the needle into
the inverted vial. Keeping the vial inverted position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove all of the solution from the inverted vial.

6. Replace the 18-gauge needle with a 25-gauge needle for subcutaneous injection.

7. Expel air, large bubbles, and any excess solution in order to obtain the required 0.6 ml dose. A
thin layer of small bubbles may remain at the top of the solution in the syringe. Because the
solution is slightly viscous, it may take take 5—10 seconds to administer the solution by
subcutaneous injection.

The vial delivers 0.6 ml (75 mg) of Xolair.

8. The injections are administered subcutaneously in the deltoid region of the arm or the thigh.

Xolair 75 mg powder for solution for injection is supplied in a single-use vial and contains no
antibacterial preservatives.

From a microbiological point of view, the product should be used immediately after reconstitution (see
section 6.3).

Any unused product or waste material should be disposed of in accordance with local requirements.
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1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One vial contains 150 mg of omalizumab.

Omalizumab is a humanised monoclonal antibody manufactured by recombinant DNA technology in a
Chinese hamster ovary (CHO) mammalian cell line.

After reconstitution the vial contains 125 mg/ml of omalizumab (150 mg in 1.2 ml).

For excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection.

Xolair is an off-white lyophilised powder.

4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Xolair is indicated as add-on therapy to improve asthma control in adult and adolescent patients

(12 years of age and above) with severe persistent allergic asthma who have a positive skin test or in
vitro reactivity to a perennial aeroallergen and who have reduced lung function (FEV,; <80%) as well
as frequent daytime symptoms or night-time awakenings and who have had multiple documented
severe asthma exacerbations despite daily high-dose inhaled corticosteroids, plus a long-acting inhaled
beta2-agonist. Xolair treatment should only be considered for patients with convincing IgE mediated
asthma (see section 4.2). '

4.2  Posology and method of administration
Use in adolescents and adults (12 years of age and older)

Xolair treatment should be initiated by physicians experienced in the diagnosis and treatment of severe
persisteént asthma.

The appropriate dose and dosing frequency of Xolair is determined by baseline IgE (IU/ml), measured
before the start of treatment, and body weight (kg). Prior to initial dosing, patients should have their
IgE level determined by any commercial serum total IgE assay for their dose assignment. Based on
these measurements 75-375 mg of Xolair in 1 to 3 injections may be needed for each administration.

Patients with IgE lower than 76 IU/ml were less likely to experience benefit (see section 5.1).
Prescribing physicians should ensure that patients with IgE below 76 IU/ml have unequivocal in vitro
reactivity (RAST) to a perennial allergen before starting therapy.

See Table 1 for a conversion chart and Tables 2 and 3 for the dose determination charts.

Patients whose baseline IgE levels or body weight in kilograms are outside the limits of the dosing
table should not be given Xolair.

The maximum recommended dose is 375 mg omalizumab every two weeks.
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For subcutaneous administration only. Do not administer by the intravenous or intramuscular route.
The injections are administered subcutaneously in the deltoid region of the arm. Alternatively, the
injections can be administered in the thigh if there is any reason precluding administration in the

deltoid region.

There is limited experience with self-administration of Xolair. Therefore treatment is intended to be
administered by a healthcare provider.

For information on reconstitution of Xolair, see section 6.6.

Table 1: Conversion from dose to number of vials, number of injections and total injection
volume for each administration

Dose (mg) Number of vials Number of injections Total injection volume (ml)
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 2.4

375 1° 2 3 3.0

20.6 ml = maximum delivered volume per vial (Xolair 75 mg).
®1.2 ml = maximum delivered volume per vial (Xolair 150 mg).
or use 0.6 ml from a 150 mg vial.

Table 2: ADMINISTRATION EVERY 4 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 4 weeks

Body weight (kg)
Baseline
IgE >90-  >125-
(IU/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
>200-300 150 150 225
>300-400 225 300
>400-500 225
>500-600 300

>600-700 300
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Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 weeks

>30-100

>100-200

>200-300

>300-400

>400-500

>500-600

>600-700

Treatment duration, monitoring and dose adjustments

Discontinuation of Xolair treatment generally results in a return to elevated free IgE levels and
associated symptoms.

At 16 weeks after commencing Xolair therapy patients should be assessed by their physician for
treatment effectiveness before further injections are administered. The decision to continue Xolair
should be based on whether a marked improvement in overall asthma control is seen (see section 5.1;
Physician’s overall assessment of treatment effectiveness).

Total IgE levels are elevated during treatment and remain elevated for up to one year after the
discontinuation of treatment. Therefore, re-testing of I1gE levels during Xolair treatment cannot be
used as a guide for dose determination. Dose determination after treatment interruptions lasting less
than one year should be based on serum IgE levels obtained at the initial dose determination. Total
serum IgE levels may be re-tested for dose determination if treatment with Xolair has been interrupted
for one year or more.

Doses should be adjusted for significant changes in body weight (see Tables 2 and 3).
Elderly (65 vears of age and older)

There are limited data available on the use of Xolair in patients older than 65 years but there is no
evidence that elderly patients require a different dosage from younger adult patients.

Children (age below 12 years)
Safety and efficacy in paediatric patients below the age of 12 years have not been established and use
of Xolair in such patients is therefore not recommended.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
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4.4 Special warnings and special precautions for use

General
Xolair is not indicated for the treatment of acute asthma exacerbations, acute bronchospasm or status
asthmaticus.

Xolair has not been studied in patients with hyperimmunoglobulin E syndrome or allergic
bronchopulmonary aspergillosis or for the prevention of anaphylactic reactions, including those
provoked by food allergy.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment. Caution should be exercised when
administering Xolair in these patient populations.

Abrupt discontinuation of systemic or inhaled corticosteroids after initiation of Xolair therapy is not
recommended. Decreases in corticosteroids should be performed under the direct supervision of a
physician and may need to be performed gradually.

Patients with diabetes mellitus, the glucose-galactose malabsorption syndrome, fructose intolerance or
sucrase-isomaltase deficiency should be warned that one 150 mg Xolair dose contains 108 mg of
sucrose.

Allergic reactions

Local or systemic allergic reactions, including anaphylaxis and anaphylactic shock, may occur when
taking omalizumab, also with onset after a long duration of treatment. Most of these reactions occurred
within 2 hours after the first and subsequent injections of Xolair but some started beyond 2 hours and
even beyond 24 hours after the injection. Therefore medications for the treatment of anaphylactic
reactions should always be available for immediate use following administration of Xolair. Patients
should be informed that such reactions are possible and prompt medical attention should be sought if
allergic reactions occur.

Anaphylactic reactions were rare in clinical trials (see section 4.8).

As with all recombinant DNA derived humanised monoclonal antibodies, patients may in rare cases
develop antibodies to omalizumab.

Parasitic (helminth) infections

IgE may be involved in the immunological response to some helminth infections. In patients at chronic
high risk of helminth infection, a placebo-controlled trial showed a slight increase in infection rate
with omalizumab, although the course, severity, and response to treatment of infection were unaltered.
The helminth infection rate in the overall clinical programme, which was not designed to detect such
infections, was less than 1 in 1,000 patients. However, caution may be warranted in patients at high
risk of helminth infection, in particular when travelling to areas where helminthic infections are
endemic. If patients do not respond to recommended anti-helminth treatment, discontinuation of
Xolair should be considered.

Malignancies
During clinical trials, there was a numerical imbalance in cancers arising in the Xolair treatment group

compared with the control group. The frequency of observed cases was uncommon (<1/100) in both
the active and the control group, i.e. 25 cancers in 5,015 patients treated with Xolair (0.5%) and

5 cancers in 2,854 patients in the control group (0.18%). The diversity in the type of cancers observed,
the relatively short duration of exposure and the clinical features of the individual cases render a
causal relationship unlikely. The overall observed incidence rate of malignancy in the Xolair clinical
trial programme was comparable to that reported in the general population.
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Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present with systemic hypereosinophilic syndrome or allergic
eosinophilic granulomatous vasculitis (Churg-Strauss syndrome), both of which are usually treated
with systemic corticosteroids.

In rare cases, patients on therapy with anti-asthma agents, including omalizumab, may present or
develop systemic eosinophilia and vasculitis. These events are commonly associated with the
reduction of oral corticosteroid therapy.

In these patients, physicians should be alert to the development of marked eosinophilia, vasculitic
rash, worsening pulmonary symptoms, cardiac complications, and/or neuropathy.

4.5 TInteraction with other medicinal products and other forms of interaction

Cytochrome P450 enzymes, efflux pumps and protein-binding mechanisms are not involved in the
clearance of omalizumab; thus, there is little potential for drug-drug interactions. No formal medicinal
product or vaccine interaction studies have been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medications used in the treatment of asthma will interact
with omalizumab.

In clinical studies Xolair was commonly used in conjunction with inhaled and oral corticosteroids,
inhaled short-acting and long-acting beta agonists, leukotriene modifiers, theophyllines and oral
antihistamines. There was no indication that the safety of Xolair was altered with these other
commonly used asthma medications. Limited data are available on the use of Xolair in combination
with specific immunotherapy (hypo-sensitisation therapy). Efficacy of Xolair treatment in
combination with specific immunotherapy has not been established. Current data suggest that no dose
adjustments of Xolair are needed in patients on established hypo-sensitisation therapy.

4.6 Pregnancy and lactation

There are no adequate data from the use of omalizumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). Omalizumab crosses the placental barrier and
the potential for harm to the foetus is unknown. Omalizumab has been associated with age-dependent
decreases in blood platelets in non-human primates, with a greater relative sensitivity in juvenile
animals (see section 5.3). Xolair should not be used during pregnancy unless clearly necessary.

It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into
non-human primate breast milk and an effect on the suckling child cannot be excluded. Nursing
mothers should not breast-feed during Xolair therapy.

4.7 Effects on ability to drive and use machines

Patients receiving Xolair should be warned that if they experience dizziness, fatigue, faintness or
drowsiness they should not drive or use machinery.

4.8 Undesirable effects

During clinical trials the most commonly reported adverse reactions were injection site reactions,
including injection site pain, swelling, erythema and pruritus, and headaches. Most of the reactions
were mild or moderate in severity.

Table 4 lists the adverse reactions recorded in clinical studies in the total safety population treated with
Xolair by system organ class and by frequency. Frequencies are defined as: common (>1/100; <1/10),
uncommon (>1/1,000; <1/100) and rare (<1/1,000). Events reported in the post-marketing setting are
listed with frequency “unknown”.
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Table 4: Adverse reactions

Blood and lymphatic system

disorders

Unknown Idiopathic severe thrombocytopenia
Infections and infestations

Rare " | Parasitic infection

Immune system disorders

Rare Anaphylactic reaction, other serious allergic conditions
Nervous system disorders

Common Headache

Uncommon Dizziness, somnolence, paraesthesia, syncope
Vascular disorders

Uncommon Postural hypotension, flushing

Respiratory, thoracic and
mediastinal disorders

Uncommon Pharyngitis, coughing, allergic bronchospasm

Rare Laryngoedema

Unknown Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Uncommon Nausea, diarrhoea, dyspeptic signs and symptoms

Musculoskeletal and connective
tissue disorders

Unknown Arthralgia, myalgia, joint swelling

Skin and subcutaneous tissue

disorders

Uncommon Urticaria, rash, pruritus, photosensitivity
Rare Angioedema

Unknown Alopecia

General disorders and
administration site conditions
Common Injection site reactions such as pain, erythema, pruritus, swelling
Uncommon Weight increase, fatigue, swelling arms, influenza-like illness

Malignancies
The overall observed incidence rate of malignancy in the Xolair clinical trial programme was

comparable to that reported in the general population (see section 4.4).

Platelets

In clinical trials few patients had platelet counts below the lower limit of the normal laboratory range.
None of these changes were associated with bleeding episodes or a decrease in haemoglobin. No
pattern of persistent decrease in platelet counts, as observed in non-human primates (see section 5.3),
has been reported in humans even though isolated cases of idiopathic thrombocytopenia have been
reported in the post-marketing setting.

Parasitic infections

In patients at chronic high risk of helminth infection, a placebo-controlled trial showed a slight
numerical increase in infection rate with omalizumab that was not statistically significant. The course,
severity, and response to treatment of infections was unaltered (see section 4.4).

4.9 Overdose
No case of overdose has been reported. A maximum tolerated dose of Xolair has not been determined.

Single intravenous doses up to 4,000 mg have been administered to patients without evidence of dose-
limiting toxicities. The highest cuamulative dose administered to patients was 44,000 mg over a 20-
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week period and this dose did not result in any untoward acute effects.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other systemic drugs for obstructive airway diseases, ATC code:
R0O3DX05

Omalizumab is a recombinant DNA-derived humanised monoclonal antibody that selectively binds to
human immunoglobulin E (IgE). The antibody is an IgG1 kappa that contains human framework
regions with the complementary-determining regions of a murine parent antibody that binds to IgE.

Omalizumab binds to IgE and prevents binding of IgE to the high-affinity FCeRI receptor, thereby
reducing the amount of free IgE that is available to trigger the allergic cascade. Treatment of atopic
subjects with omalizumab resulted in a marked down-regulation of FCeRI receptors on basophils.
Furthermore, the in vitro histamine release from basophils isolated from Xolair-treated subjects was
reduced by approximately 90% following stimulation with an allergen compared to pre-treatment
values.

In clinical studies, serum free IgE levels were reduced in a dose-dependent manner within one hour
following the first dose and maintained between doses. One year after discontinuation of Xolair
dosing, the IgE levels had returned to pre-treatment levels with no observed rebound in IgE levels
after drug washout.

Clinical experience

The efficacy and safety of Xolair were demonstrated in a 28-week double-blind placebo-controlled
study (study 1) involving 419 severe allergic asthmatics, ages 12—79 years, who had reduced lung
function (FEV; 40-80% predicted) and poor asthma symptom control despite receiving high dose
inhaled corticosteroids and a long-acting beta2-agonist. Eligible patients had experienced multiple
asthma exacerbations requiring systemic corticosteroid treatment or had been hospitalised or attended
an emergency room due to a severe asthma exacerbation in the past year despite continuous treatment
with high-dose inhaled corticosteroids and a long-acting beta2-agonist. Subcutaneous Xolair or
placebo were administered as add-on therapy to >1,000 micrograms beclomethasone dipropionate (or
equivalent) plus a long-acting beta2-agonist. Oral corticosteroid, theophylline and leukotriene-
modifier maintenance therapies were allowed (22%, 27%, and 35% of patients, respectively).

The rate of asthma exacerbations requiring treatment with bursts of systemic corticosteroids was the
primary endpoint. Omalizumab reduced the rate of asthma exacerbations by 19% (p = 0.153). Further
evaluations which did show statistical significance (p<0.05) in favour of Xolair included reductions in
severe exacerbations (where patient’s lung function was reduced to below 60% of personal best and
requiring systemic corticosteroids) and asthma-related emergency visits (comprised of
hospitalisations, emergency room, and unscheduled doctor visits), and improvements in Physician’s
overall assessment of treatment effectiveness, Asthma-related Quality of Life (AQL), asthma
symptoms and lung function.

In a subgroup analysis patients with pre-treatment total IgE >76 IU/ml were more likely to experience
clinically meaningful benefit to Xolair. In these patients in study 1 Xolair reduced the rate of asthma
exacerbations by 40% (p = 0.002). In addition more patients had clinically meaningful responses in the
total IgE >76 IU/ml population across the Xolair severe asthma programme. Table 5 includes results in
the study 1 population.
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Table S: Results of study 1

Whole study 1
population
Xolair Placebo
N=209 N=210

Asthma exacerbations

Rate per 28-week period 0.74 0.92
% reduction, p-value for rate ratio 19.4%, p=0.153
Severe asthma exacerbations

Rate per 28-week period 0.24 0.48
% reduction, p-value for rate ratio 50.1%, p = 0.002
Emergency visits

Rate per 28-week period 0.24 0.43
% reduction, p-value for rate ratio 43.9%, p=0.038
Physician’s overall assessment

% responders™ 60.5% 42.8%
p-value** <0.001
AQL improvement

% of patients >0.5 improvement 60.8% 47.8%
p-value 0.008

* marked improvement or complete control

**  p-value for overall distribution of assessment

Study 2 assessed the efficacy and safety of Xolair in a population of 312 severe allergic asthmatics
which matched the population in study 1. Treatment with Xolair in this open label study led to a 61%
reduction in clinically significant asthma exacerbation rate compared to current asthma therapy alone.

Four additional large placebo-controlled supportive studies of 28 to 52 weeks duration in 1,722 adults
and adolescents (studies 3, 4, 5, 6) assessed the efficacy and safety of Xolair in patients with severe
persistent asthma. Most patients were inadequately controlled but were receiving less concomitant
asthma therapy than patients in studies 1 or 2. Studies 3—5 used exacerbation as primary endpoint,
whereas study 6 primarily evaluated inhaled corticosteroid sparing.

In studies 3, 4 and 5 patients treated with Xolair had respective reductions in asthma exacerbation rates
of 37.5% (p=0.027), 40.3% (p<0.001) and 57.6% (p<0.001) compared to placebo.

In study 6, significantly more severe allergic asthma patients on Xolair were able to reduce their
fluticasone dose to <500 micrograms/day without deterioration of asthma control (60.3%) compared to
the placebo group (45.8%, p<0.05).

Quality of life scores were measured using the Juniper Asthma-related Quality of Life Questionnaire.
For all six studies there was a statistically significant improvement from baseline in quality of life
scores for Xolair patients versus the placebo or control group.

Physicians overall assessment of treatment effectiveness:

Physician’s overall assessment was performed in five of the above studies as a broad measure of
asthma control performed by the treating physician. The physician was able to take into account PEF,
day and night time symptoms, rescue medication use, spirometry and exacerbations. In all five studies
a significantly greater proportion of Xolair treated patients were judged to have achieved either a
marked improvement or complete control of their asthma compared to placebo patients.
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5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in patients with allergic asthma.

Absorption .
After subcutaneous administration, omalizumab is absorbed with an average absolute bioavailability

of 62%. Following a single subcutaneous dose in adult and adolescent patients with asthma,
omalizumab was absorbed slowly, reaching peak serum concentrations after an average of 7-8 days.
The pharmacokinetics of omalizumab are linear at doses greater than 0.5 mg/kg. Following multiple
doses of omalizumab, areas under the serum concentration-time curve from Day 0 to Day 14 at steady
state were up to 6-fold of those after the first dose.

Distribution

In vitro, omalizumab forms complexes of limited size with IgE. Precipitating complexes and
complexes larger than one million Daltons in molecular weight are not observed in vitro or in vivo.
The apparent volume of distribution in patients following subcutaneous administration was

78 + 32 mlkg.

Elimination

Clearance of omalizumab involves IgG clearance processes as well as clearance via specific binding
and complex formation with its target ligand, IgE. Liver elimination of IgG includes degradation in the
reticuloendothelial system and endothelial cells. Intact IgG is also excreted in bile. In asthma patients
the omalizumab serum elimination half-life averaged 26 days, with apparent clearance averaging

2.4 £ 1.1 ml/kg/day. In addition, doubling of body weight approximately doubled apparent clearance.

Characteristics in patient populations

Age, Race/Ethnicity, Gender

The population pharmacokinetics of Xolair were analysed to evaluate the effects of demographic
characteristics. Analyses of these limited data suggest that no dose adjustments are necessary for age
(12-76 years), race, ethnicity or gender.

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see section 4.4).

5.3 Preclinical safety data

The safety of omalizumab has been studied in the cynomolgus monkey, since omalizumab binds to
cynomolgus and human IgE with similar affinity. Antibodies to omalizumab were detected in some
monkeys following repeated subcutaneous or intravenous administration. However, no apparent
toxicity, such as immune complex-mediated disease or complement-dependent cytotoxicity, was seen.
There was no evidence of an anaphylactic response due to mast-cell degranulation in cynomolgus
monkeys.

Chronic administration of omalizumab was well tolerated in non-human primates, with the exception
of a dose-related and age-dependent decrease in blood platelets, with a greater sensitivity in juvenile
animals. The serum concentration required to attain a 50% drop in platelets from baseline in adult
cynomolgus monkeys was roughly 4 to 20-fold higher than anticipated maximum clinical serum
concentrations. In addition, acute haemorrhage and inflammation were observed at injection sites in
cynomolgus monkeys.

Formal carcinogenicity studies have not been conducted with omalizumab.

In reproduction studies in cynomolgus monkeys subcutaneous doses up to 75 mg/kg (about 12-fold
exposure ratio based on 28-day AUC values at 75 mg/kg versus the clinical maximum dose) did not
elicit maternal toxicity, embryotoxicity or teratogenicity when administered throughout organogenesis
and did not elicit adverse effects on foetal or neonatal growth when administered throughout late
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gestation, delivery and nursing.

Omalizumb is excreted in milk in cynomolgus monkeys. Milk levels of omalizumab were 1.5% of the
maternal blood concentration.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder:

Sucrose

Histidine

Histidine hydrochloride monohydrate
Polysorbate 20

Solvent:
Water for injections

6.2  Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
4 years

After reconstitution: The chemical and physical stability of the reconstituted product have been
demonstrated for 8 hours at 2°C to 8°C and for 4 hours at 30°C.

From a microbiological point of view, the product should be used immediately after reconstitution. If
not used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 8 hours at 2°C to 8°C or 4 hours at 30°C.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package.

6.5 Nature and contents of container

Powder vial: Clear, colourless type I glass vial with a buty] rubber stopper and blue flip-off seal.
Solvent ampoule: Clear, colourless type I glass ampoule containing 2 ml water for injections.

Xolair 150 mg powder and solvent for solution for injection is supplied as packs containing 1, 4 or

10 vials of powder and 1, 4 or 10 ampoules of water for injections, respectively. Not all pack sizes
may be marketed.

6.6 Instructions for use, handling and disposal

The lyophilised product takes 15-20 minutes to dissolve, although in some cases it may take longer.
The fully reconstituted product will appear clear or slightly opaque and may have a few small bubbles

or foam around the edge of the vial. Because of the viscosity of the reconstituted product care must be
taken to WITHDRAW ALL OF THE PRODUCT from the vial before expelling any air or excess
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solution from the syringe in order to obtain the 1.2 ml.

To prepare Xolair 150 mg vials for subcutaneous administration, please adhere to the following
instructions:

1.

8.

Draw 1.4 ml of water for injections from the ampoule into a syringe equipped with a large-bore
18-gauge needle.

With the vial placed upright on a flat surface, insert the needle and transfer the water for
injections into the vial containing the lyophilised powder using standard aseptic techniques,
directing the water for injections directly onto the powder.

Keeping the vial in an upright position, vigorously swirl it (do not shake) for approximately
1 minute to evenly wet the powder.

To aid in dissolution after completing step 3, gently swirl the vial for 5-10 seconds
approximately every 5 minutes in order to dissolve any remaining solids.

Note that in some cases it may take longer than 20 minutes for the powder to dissolve
completely. If this is the case, repeat step 4 until there are no visible gel-like particles in the
solution.

When the product is fully dissolved, there should be no visible gel-like particles in the solution.
Small bubbles or foam around the edge of the vial are common. The reconstituted product will
appear clear or slightly opaque. Do not use if solid particles are present.

Invert the vial for at least 15 seconds in order to allow the solution to drain towards the stopper.
Using a new 3-ml syringe equipped with a large-bore, 18-gauge needle, insert the needle into
the inverted vial. Keeping the vial inverted position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove all of the solution from the inverted vial.

Replace the 18-gauge needle with a 25-gauge needle for subcutaneous injection.

Expel air, large bubbles, and any excess solution in order to obtain the required 1.2 ml dose. A
thin layer of small bubbles may remain at the top of the solution in the syringe. Because the
solution is slightly viscous, it may take 5—10 seconds to administer the solution by subcutaneous

injection.

The vial delivers 1.2 ml (150 mg) of Xolair. For a 75 mg dose, draw up 0.6 ml into the syringe
and discard the remaining solution.

The injections are administered subcutaneously in the deltoid region of the arm or the thigh.

Xolair 150 mg powder for solution for injection is supplied in a single-use vial and contains no
antibacterial preservatives.

From a microbiological point of view, the product should be used immediately after reconstitution (see
section 6.3).

Any unused product or waste material should be disposed of in accordance with local requirements.
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7. MARKETING AUTHORISATION HOLDER
Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
-EU/1/05/319/002

EU/1/05/319/003

EU/1/05/319/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

25.10.2005

10. DATE OF REVISION OF THE TEXT

25



ANNEX IT
MANUFACTURER OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURING AUTHORISATION
HOLDER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OF THE MARKETING AUTHORISATION
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR
BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Novartis Pharma S.A.S.
Centre de Biotechnologie
8, rue de I’Industrie
F-68330 Huningue
FRANCE

Name and address of the manufacturer responsible for batch release

Novartis Pharma S.A.S.
Centre de Biotechnologie
8, rue de I’Industrie
F-68330 Huningue
FRANCE

B. CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to restricted medical prescription (See Annex I: Summary of Product
Characteristics, section 4.2).

. OTHER CONDITIONS

The holder of this marketing authorisation must inform the European Commission about the marketing
plans for the medicinal product authorised by this decision.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING OR, WHERE THERE IS NO
OUTER PACKAGING, ON THE IMMEDIATE PACKAGING

CARTON

l 1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg powder and solvent for solution for injection
Omalizumab

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 75 mg omalizumab.

| 3. LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

| 4. PHARMACEUTICAL FORM AND CONTENTS

1 x 75 mg vial
1 x 2 ml solvent ampoule

| S. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

8.  EXPIRY DATE

EXP
Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for
4 hours).
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| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8§°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

] 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
United Kingdom

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/001

| 13. MANUFACTURER’S BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Xolair 75 mg
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Xolair 75 mg powder for solution for injection
Omalizumab
Subcutaneous use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use

3. EXPIRY DATE

EXP

|4. BATCH NUMBER

Lot

B. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

I 6. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C)

| 7. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

MAH logo
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

AMPOULE LABEL

I 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

|

Solvent for Xolair
Water for injections 2 ml

| 2. METHOD OF ADMINISTRATION

Use 0.9 ml and discard the rest

3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING 1 VIAL AND 1 AMPOULE AS UNIT PACK (INCLUDING BLUE
BOX)

| 1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 150 mg omalizumab.

| 3. LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

| 4. PHARMACEUTICAL FORM AND CONTENTS

1 x 150 mg vial
1 x 2 ml solvent ampoule

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

[8.  EXPIRY DATE

EXP
Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for
4 hours).
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! 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE '

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road
Horsham

West Sussex, RH12 5SAB
United Kingdom

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/002

| 13. MANUFACTURER’S BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

r16. INFORMATION IN BRAILLE

Xolair 150 mg

35



PARTICULARS TO APPEAR ON THE INTERMEDIATE PACKAGING

CARTON CONTAINING 1 VIAL AND 1 AMPOULE AS INTERMEDIATE PACK
(WITHOUT BLUE BOX) OF THE MULTIPACK CONTAINING 4 VIALS AND
4 AMPOULES :

| 1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 150 mg omalizumab.

| 3. LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

| 4. PHARMACEUTICAL FORM AND CONTENTS

1 x 150 mg vial
1 x 2 ml solvent ampoule
Component of a multipack comprising 4 packs, each containing 1 vial and 1 ampoule.

rS. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for
4 hours).
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| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road
Horsham

West Sussex, RH12 5AB
United Kingdom

] 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/003

| 13. MANUFACTURER’S BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

[ 15. INSTRUCTIONS ON USE

, 16. INFORMATION IN BRAILLE
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PARTICULARS TO APPEAR ON THE INTERMEDIATE PACKAGING

CARTON CONTAINING 1 VIAL AND 1 AMPOULE AS INTERMEDIATE PACK
(WITHOUT BLUE BOX) OF THE MULTIPACK CONTAINING 10 VIALS AND
10 AMPOULES

| 1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

I 2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 150 mg omalizumab.

| 3. LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

D. PHARMACEUTICAL FORM AND CONTENTS

1 x 150 mg vial
1 x 2 ml solvent ampoule
Component of a multipack comprising 10 packs, each containing 1 vial and 1 ampoule.

B. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for
4 hours).
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| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road
Horsham

West Sussex, RH12 5AB
United Kingdom

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/004

| 13.  MANUFACTURER’S BATCH NUMBER

Lot

[ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

HS. INSTRUCTIONS ON USE

1 16. INFORMATION IN BRAILLE
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

WRAPPER LABEL ON MULTIPACKS CONTAINING 4 INTERMEDIATE PACKS
WRAPPED IN FOIL (INCLUDING BLUE BOX)

( 1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

[2.  STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 150 mg omalizumab.

| 3. LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Multipack comprising 4 packs, each containing 1 vial (150 mg) and 1 solvent ampoule (2 ml)

5.  METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

OF THE REACH AND SIGHT OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

[8. EXPIRY DATE

EXP

Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for

4 hours).
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| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road
Horsham

West Sussex, RH12 5AB
United Kingdom

| 12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/003

| 13. MANUFACTURER’S BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

WRAPPER LABEL ON MULTIPACKS CONTAINING 10 INTERMEDIATE PACKS
WRAPPED IN FOIL (INCLUDING BLUE BOX)

| 1.

NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

| 2.

STATEMENT OF ACTIVE SUBSTANCE(S)

One vial contains 150 mg omalizumab.

| 3.

LIST OF EXCIPIENTS

Powder: sucrose, histidine, histidine hydrochloride monohydrate and polysorbate 20.

Solvent: Water for injections.

| 4.

PHARMACEUTICAL FORM AND CONTENTS

Multipack comprising 10 packs, each containing 1 vial (150 mg) and 1 solvent ampoule (2 ml)

| 5.

METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use.
Read the package leaflet before use.
Use only as directed by a doctor.

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN :

Keep out of the reach and sight of children.

OTHER SPECIAL WARNING(S), IF NECESSARY

| 7.
| 8.  EXPIRY DATE
EXP

Use immediately after reconstitution (it may be stored at 2°C — 8°C for up to 8 hours or at 30°C for
4 hours).
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| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novwvartis Furopharm Limited
Wimblehurst Road
Horsham

West Sussex, RHI12 5SAB
United Kingdom

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/004

| 13. MANUFACTURER’S BATCH NUMBER

Lot

ﬁ4. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

[ 16. INFORMATION IN BRAILLE
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Xolair 150 mg powder for solution for injection
Omalizumab
Subcutaneous use

I 2. METHOD OF ADMINISTRATION

Read the package leaflet before use

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

l 6. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C)

F7. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

MAH logo
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

AMPOULE LABEL

I 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Xolair
Water for injections 2 ml

| 2. METHOD OF ADMINISTRATION

Use 1.4 ml and discard the rest

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
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PACKAGE LEAFLET

Read all of this leaflet carefully before you start using Xolair.

- Keep this leaflet. You may need to read it again.

- If you have further questions, please ask your doctor or your pharmacist.

- This medicine has been prescribed for you personally and you should not pass it on to others. It
may harm them, even if their symptoms are the same as yours.

In this leaflet:

What Xolair is and what it is used for
Before you use Xolair

How to use Xolair

Possible side effects

Storing Xolair

Further information

A e

Xolair 75 mg powder and solvent for solution for injection
Omalizumab

- The active substanceé is omalizumab.

- The other ingredients are sucrose, histidine, histidine hydrochloride monohydrate and
polysorbate 20.

- An ampoule containing 2 ml of water for injections, which is used to dissolve the powder before
injection, is also provided in the pack.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5SAB

United Kingdom

Manufacturer

Novartis Pharma S.A.S.
Centre de Biotechnologie
8, rue de I’Industrie
F-68330 Huningue
France

1. WHAT XOLAIR IS AND WHAT IT IS USED FOR

Xolair is a powder and solvent for solution for injection.

Xolair is supplied as an off-white powder in a small glass vial together with an ampoule containing
2 ml of water for injections. The powder is reconstituted in the water before it is injected by a health

professional. Each vial delivers 75 mg of omalizumab.

Xolair is available in packs containing one vial of powder for solution for injection and one ampoule
of 2 ml water for injections.

Xolair is also available in vials with 150 mg omalizumab.
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Xolair is used to prevent your asthma getting worse and control your asthma symptoms when given in
addition to your other asthma medication.

Xolair is used to control symptoms of severe allergic asthma in adults or adolescents (12 years of age
and older) whose asthma symptoms are not well controlled by high-dose steroid inhalers or beta-
agonist inhalers.

Xolair works by blocking a substance called immunoglobulin E (IgE), which is produced by your
body. IgE plays a key role in causing allergic asthma. Your doctor will measure the amount of IgE in
your blood before giving you Xolair injections.

2. BEFORE YOU USE XOLAIR

Do not use Xolair:

- if you are hypersensitive (allergic) to omalizumab or any of the other ingredients of Xolair. The
ingredients are listed at the beginning of this leaflet.

Talk to your doctor before you have an injection.

Take special care with Xolair:
Do not use Xolair to treat acute asthma symptoms, such as a sudden asthma attack. You will have been
given a separate medicine for this.

Watch out for allergic reactions to Xolair. Xolair contains a protein, and proteins can cause serious
allergic reactions in some people. Signs include rash, difficulty in breathing, swelling or feeling faint.
If you have an allergic reaction after taking Xolair, contact a doctor as soon as you can.

Do not use Xolair to prevent or treat other allergy-type conditions, such as:

- sudden allergic reactions

- hyperimmunoglobulin E syndrome (an inherited immune disorder)

- aspergillosis (a fungus-related lung disease)

- food allergy, allergic skin rash or hay fever.

Xolair will not harm you but you may need other medicines to treat these conditions.

Xolair in children and adolescents
Do not give Xolair to children under 12 years of age. Not enough is known about its effect on younger
children.

Xolair and older people
Xolair may be given to people aged 65 years and over. There is no evidence to suggest that any special
precautions are needed when older people are treated — although experience is still limited.

Patients with kidney or liver problems
If you have kidney or liver problems, please talk to your doctor about using Xolair.

Parasite infections

If you are living in a region where parasite infections are frequent or travelling to such a region, please
tell your doctor. Xolair may weaken your resistance to such infections. If you are taking a treatment
against parasite infection, please tell your doctor. Xolair may reduce the efficacy of your treatment.

Pregnancy _

If you are pregnant or plan to become pregnant, tell your doctor before starting treatment with Xolair.
Your doctor will discuss with you the benefits and potential risks of being given this medicine during
pregnancy.

If you become pregnant while being treated with Xolair, tell your doctor straight away.
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Breast-feeding
If you are breast-feeding or intend to breast-feed, get advice from your doctor before taking Xolair.
Xolair may be passed in your breast milk to your baby.

Driving and using machines:
Xolair can make some people feel dizzy, sleepy or faint, although this is uncommon. Take care: make
sure you are not affected before you drive or use machines.

Important information about some of the ingredients of Xolair:
If you are a diabetic or have been told by your doctor that you have an intolerance to some sugars, talk
to your doctor before taking Xolair. Xolair contains sucrose.

Taking other medicines:
Xolair can be used together with inhaled corticosteroids and other medicines for allergic asthma, but it

is still important to tell your doctor that you are taking them before you are given Xolair.

You will need to carry on taking your current asthma medicine during Xolair treatment. Do not stop
taking any asthma medications without talking to your doctor.

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,
even those not prescribed.

3. HOW TO USE XOLAIR

Your doctor will give you Xolair as an injection just under the skin.

Before you start Xolair therapy, your doctor will do a blood test to measure the amount of IgE in your
blood. The doctor will work out how much Xolair you need and how often you will be given it. This
will depend on your body weight and the amount of IgE measured in your blood.

Follow your doctor’s instructions carefully.

How much you will be given
You will be given 1-3 injections. The injections will be given every two weeks, or every four weeks.

You will need to carry on taking your current asthma medicine during Xolair treatment. Do not stop
taking any asthma medications without talking to your doctor.

You may not see an immediate improvement in your asthma after beginning Xolair therapy. It usually
takes several weeks to have the full effect.

If you use more Xolair than you should:
If you accidentally have been given more Xolair than prescribed, please contact your doctor for
advice.

If you forget to use Xolair:
If you forget to use Xolair, use it as soon as you remember or contact your doctor. Do not take a

double dose to make up for forgotten individual doses. Ask your doctor for advice.

Effects when treatment with Xolair is stopped:
Interrupting or ending the treatment with Xolair may cause your asthma symptoms to come back.
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4. POSSIBLE SIDE EFFECTS

Like all medicines, Xolair can have side effects. The side effects caused by Xolair are usually mild to
moderate but occasionally can be serious.

Serious side effects include:

o Sudden severe allergic reactions (rare - likely to affect between 1 and 10 in every
10,000 patients). If you notice sudden signs of allergy such as rash, itching or hives on the skin,
swelling of the face, lips, tongue or other parts of the body, fast heart beat, dizziness and light-
headedness, shortness of breath, wheezing or trouble breathing, or any other new symptoms, tell
your doctor or nurse immediately. :

. Joint appearance of some of the following symptoms: pain, numbness, tingling in the arms and
legs, lumps or raised patches in the skin, weakness and fatigue, loss of appetite and weight loss
(signs of so-called “Churg-Strauss syndrome™).

. Low blood platelet count with symptoms such as bleeding or bruising more easily than normal.

If you experience any of these, tell your doctor or nurse straight away.

Other side effects include:

Common side effects — likely ro affect up to 10 in every 100 patients

. headache

. reactions at the injection site including pain, swelling, itching and redness.

Uncommon side effects — likely to affect up to 1 in every 100 patients

feeling dizzy, sleepy or tired

tingling or numbness of the hands or feet

fainting, low blood pressure while sitting or standing (postural hypotension), flushing
sore throat, coughing, acute breathing problems

feeling sick (nausea), diarrhoea, indigestion

itching, hives, rash, increased sensitivity of the skin to sun

weight increase

flu-like symptoms, joint pain, muscle pain and joint swelling

hair loss

If any of these affect you severely, tell your doctor. If you notice any side effects not mentioned in this
leaflet or are concerned about those listed, please talk to your doctor or pharmacist.

5. STORING XOLAIR

Keep out of the reach and sight of children.

Store in the original package.

Store in a refrigerator (2°C — 8°C). Do not freeze.
Do not use after the expiry date stated on the label.
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6. FURTHER INFORMATION

For any information about this medicinal product, please contact the local representative of the

Marketing Authorisation Holder.

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: 43222461611

Brarapuas
Novartis Pharma Services Inc.
Temn.: +359 2 489 98 28

Ceska republika
Novartis s.r.0.
Tel: +420 225775111

Danmark
Novartis Healthcare A/S
TIf: +4539 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49911 273 0

Eesti
Novartis Pharma Services Inc.
Tel: +372 60 62 400

EX))éado.
Novartis (Hellas) A.E.B.E.
Tna: +30210281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 15547 66 00

Ireland
Novartis Ireland Limited
Tel: +353 126012 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Nowvartis Farma S.p.A.
Tel: 4390296 54 1

Kb7pog
Anuntpadng kot Momaéiinvag Atd
Tni: +357 22 690 690
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Luxembourg/Luxemburg
Novartis Pharma GmbH
Tél/Tel: +49 911 273 0

Magyarorszag
Novartis Hungaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2298 3217

Nederland
Novartis Pharma B.V.
Tel: +3126 37 82 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z o.0.
Tel.: +48 22 550 8888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600

Romania
Novartis Pharma Services Inc.
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 77

Slovenska republika
Novartis s.r.0.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 9 61 33 22 11

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00



Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 7 887 070 Tel: +44 1276 698370
Lietuva

Novartis Pharma Services Inc.
Tel: +370 5269 16 50

This leaflet was last approved on {date}
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INFORMATION FOR THE HEALTHCARE PROFESSIONAL
The following information is intended for medical or healthcare professionals only:

The lyophilised product takes 15-20 minutes to dissolve, although in some cases it may take longer.
The fully reconstituted product will appear clear or slightly opaque and may have a few small bubbles
or foam around the edge of the vial. Because of the viscosity of the reconstituted product care must be
taken to WITHDRAW ALL OF THE PRODUCT from the vial before expelling any air or excess '
solution from the syringe in order to obtain the 0.6 ml.

To prepare Xolair 75 mg vials for subcutaneous administration, please adhere to the following
instructions:

1. Draw 0.9 ml of water for injections from the ampoule into a syringe equipped with a large-bore
18-gauge needle.

2. With the vial placed upright on a flat surface, insert the needle and transfer the water for
injections into the vial containing the lyophilised powder using standard aseptic techniques,
directing the water for injections directly onto the powder.

3. Keeping the vial in an upright position, vigorously swirl it (do not shake) for approximately
1 minute to evenly wet the powder.

4, To aid in dissolution after completing step 3, gently swirl the vial for 5-10 seconds
approximately every 5 minutes in order to dissolve any remaining solids.

Note that in some cases it may take longer than 20 minutes for the powder to dissolve
completely. If this is the case, repeat step 4 until there are no visible gel-like particles in the
solution.

When the product is fully dissolved, there should be no visible gel-like particles in the solution.
Small bubbles or foam around the edge of the vial are common. The reconstituted product will
appear clear or slightly opaque. Do not use if solid particles are present.

5. Invert the vial for at least 15 seconds in order to allow the solution to drain towards the stopper.
Using a new 3-ml syringe equipped with a large-bore, 18-gauge needle, insert the needle into
the inverted vial. Keeping the vial inverted position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove all of the solution from the inverted vial.

6. Replace the 18-gauge needle with a 25-gauge needle for subcutaneous injection.

7. Expel air, large bubbles, and any excess solution in order to obtain the required 0.6 ml dose. A
thin layer of small bubbles may remain at the top of the solution in the syringe. Because the
solution is slightly viscous, it may take take 5-10 seconds to administer the solution by
subcutaneous injection.

The vial delivers 0.6 ml (75 mg) of Xolair.

8. The injections are administered subcutaneously in the deltoid region of the arm or the thigh.
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PACKAGE LEAFLET

Read all of this leaflet carefully before you start using Xolair.

- Keep this leaflet. You may need to read it again.

- If you have further questions, please ask your doctor or your pharmacist.

- This medicine has been prescribed for you personally and you should not pass it on to others. It
may harm them, even if their symptoms are the same as yours.

In this leaflet:

What Xolair is and what it is used for
Before you use Xolair

How to use Xolair

Possible side effects

Storing Xolair

Further information

A e

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

- The active substance is omalizumab.

- The other ingredients are sucrose, histidine, histidine hydrochloride monohydrate and
polysorbate 20.

- An ampoule containing 2 ml of water for injections, which is used to dissolve the powder before
injection, is also provided in the pack.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

Manufacturer

Novartis Pharma S.A.S.
Centre de Biotechnologie
8, rue de I’Industrie
F-68330 Huningue
France

1. WHAT XOLAIR IS AND WHAT IT IS USED FOR

Xolair is a powder and solvent for solution for injection.

Xolair is supplied as an off-white powder in a small glass vial together with an ampoule containing
2 ml of water for injections. The powder is reconstituted in the water before it is injected by a health

professional. Each vial delivers 150 mg of omalizumab.

Xolair is available in packs containing one, four or ten vials of powder for solution for injection and
one, four or ten ampoules of 2 ml water for injections. Not all pack sizes may be marketed.

Xolair is also available in vials with 75 mg omalizumab.
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Xolair is used to prevent your asthma getting worse and control your asthma symptoms when given in
addition to your other asthma medication.

Xolair is used to control symptoms of severe allergic asthma in adults or adolescents (12 years of age
and older) whose asthma symptoms are not well controlled by high-dose steroid inhalers or beta-
agonist inhalers.

Xolair works by blocking a substance called immunoglobulin E (IgE), which is produced by your
body. IgE plays a key role in causing allergic asthma. Your doctor will measure the amount of IgE in
your blood before giving you Xolair injections.

2. BEFORE YOU USE XOLAIR

Do not use Xolair:

- if you are hypersensitive (allergic) to omalizumab or any of the other ingredients of Xolair. The
ingredients are listed at the beginning of this leaflet.

Talk to your doctor before you have an injection.

Take special care with Xolair:
Do not use Xolair to treat acute asthma symptoms, such as a sudden asthma attack. You will have been
given a separate medicine for this.

Watch out for allergic reactions to Xolair. Xolair contains a protein, and proteins can cause serious
allergic reactions in some people. Signs include rash, difficulty in breathing, swelling or feeling faint.
If you have an allergic reaction after taking Xolair, contact a doctor as soon as you can.

Do not use Xolair to prevent or treat other allergy-type conditions, such as:

- sudden allergic reactions

- hyperimmunoglobulin E syndrome (an inherited immune disorder)

- aspergillosis (a fungus-related lung disease)

- food allergy, allergic skin rash or hay fever.

Xolair will not harm you but you may need other medicines to treat these conditions.

Xolair in children and adolescents
Do not give Xolair to children under 12 years of age. Not enough is known about its effect on younger
children.

Xolair and older people
Xolair may be given to people aged 65 years and over. There is no evidence to suggest that any special
precautions are needed when older people are treated — although experience is still limited.

Patients with kidney or liver problems
If you have kidney or liver problems, please talk to your doctor about using Xolair.

Parasite infections

If you are living in a region where parasite infections are frequent or travelling to such a region, please
tell your doctor. Xolair may weaken your resistance to such infections. If you are taking a treatment
against parasite infection, please tell your doctor. Xolair may reduce the efficacy of your treatment.

Pregnancy
If you are pregnant or plan to become pregnant, tell your doctor before starting treatment with Xolair.
Y our doctor will discuss with you the benefits and potential risks of being given this medicine during
pregnancy.

If you become pregnant while being treated with Xolair, tell your doctor straight away.
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Breast-feeding
If you are breast-feeding or intend to breast-feed, get advice from your doctor before taking Xolair.
Xolair may be passed in your breast milk to your baby.

Driving and using machines:
Xolair can make some people feel dizzy, sleepy or faint, although this is uncommon. Take care: make
sure you are not affected before you drive or use machines.

Important information about some of the ingredients of Xolair:
If you are a diabetic or have been told by your doctor that you have an intolerance to some sugars, talk
to your doctor before taking Xolair. Xolair contains sucrose.

Taking other medicines:
Xolair can be used together with inhaled corticosteroids and other medicines for allergic asthma, but it

is still important to tell your doctor that you are taking them before you are given Xolair.

You will need to carry on taking your current asthma medicine during Xolair treatment. Do not stop
taking any asthma medications without talking to your doctor.

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,
even those not prescribed.

3. HOW TO USE XOLAIR

Your doctor will give you Xolair as an injection just under the skin.

Before you start Xolair therapy, your doctor will do a blood test to measure the amount of IgE in your
blood. The doctor will work out how much Xolair you need and how often you will be given it. This
will depend on your body weight and the amount of IgE measured in your blood.

Follow your doctor’s instructions carefully.

How much you will be given
You will be given 1-3 injections. The injections will be given every two weeks, or every four weeks.

You will need to carry on taking your current asthma medicine during Xolair treatment. Do not stop
taking any asthma medications without talking to your doctor.

You may not see an immediate improvement in your asthma after beginning Xolair therapy. It usually
takes several weeks to have the full effect.

If you use more Xolair than you should:
If you accidentally have been given more Xolair than prescribed, please contact your doctor for
advice.

If you forget to use Xolair:
If you forget to use Xolair, use it as soon as you remember or contact your doctor. Do not take a

double dose to make up for forgotten individual doses. Ask your doctor for advice.

Effects when treatment with Xolair is stopped:
Interrupting or ending the treatment with Xolair may cause your asthma symptoms to come back.
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4. POSSIBLE SIDE EFFECTS

Like all medicines, Xolair can have side effects. The side effects caused by Xolair are usually mild to
moderate but occasionally can be serious.

Serious side effects include:

o Sudden severe allergic reactions (rare - likely to affect between 1 and 10 in every
10,000 patients). If you notice sudden signs of allergy such as rash, itching or hives on the skin,
swelling of the face, lips, tongue or other parts of the body, fast heart beat, dizziness and light-
headedness, shortness of breath, wheezing or trouble breathing, or any other new symptoms, tell
your doctor or nurse immediately.

. Joint appearance of some of the following symptoms: pain, numbness, tingling in the arms and
legs, lumps or raised patches in the skin, weakness and fatigue, loss of appetite and weight loss
(signs of so-called “Churg-Strauss syndrome”).

. Low blood platelet count with symptoms such as bleeding or bruising more easily than normal.

If you experience any of these, tell your doctor or nurse straight away.

Other side effects include:

Common side effects — likely o affect up to 10 in every 100 patients

. headache

o reactions at the injection site including pain, swelling, itching and redness.

Uncommon side effects — likely to affect up to 1 in every 100 patients

feeling dizzy, sleepy or tired

tingling or numbness of the hands or feet

fainting, low blood pressure while sitting or standing (postural hypotension), flushing
sore throat, coughing, acute breathing problems

feeling sick (nausea), diarrhoea, indigestion

itching, hives, rash, increased sensitivity of the skin to sun

weight increase

flu-like symptoms, joint pain, muscle pain and joint swelling

hair loss

If any of these affect you severely, tell your doctor. If you notice any side effects not mentioned in this
leaflet or are concerned about those listed, please talk to your doctor or pharmacist.

5. STORING XOLAIR
Keep out of the reach and sight of children.
Store in the original package.

Store in a refrigerator (2°C — 8°C). Do not freeze.
Do not use after the expiry date stated on the label.
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6. FURTHER INFORMATION

For any information about this medicinal product, please contact the local representative of the

Marketing Authorisation Holder.

Belgié/Belgique/Belgien
Novartis Pharma N.V.
TélTel: +322 246 16 11

Boarapas
Novartis Pharma Services Inc.
Temn.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49911 273 0

Eesti
Novartis Pharma Services Inc.
Tel: +372 60 62 400

EArdda.
Novartis (Hellas) A.E.B.E.
TnA: +30210281 17 12

Espaiia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 5547 66 00

Ireland
Novartis Ireland Limited
Tel: +353 1260 12 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Konpog
Anuntpuddng ko Iaraéiinvag Atd
TnA: +357 22 690 690
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Luxembourg/Luxemburg
Novartis Pharma GmbH
Tél/Tel: +49 911 273 0

Magyarorszag
Novartis Hungaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2298 3217

Nederland
Novartis Pharma B.V.
Tel: +31 2637 82 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska :
Novartis Poland Sp. z o.0.
Tel.: +48 22 550 8888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600

Roméinia
Novartis Pharma Services Inc.
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 77

Slovenska republika
Novartis s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 9 61 3322 11

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00



Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 7 887 070 Tel: +44 1276 698370
Lietuva

Novartis Pharma Services Inc.
Tel: 4370 5269 16 50

This leaflet was last approved on {date}
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INFORMATION FOR THE HEALTHCARE PROFESSIONAL

The following information is intended for medical or healthcare professionals only:

The lyophilised product takes 15-20 minutes to dissolve, although in some cases it may take longer.
The fully reconstituted product will appear clear or slightly opaque and may have a few smali bubbles
or foam around the edge of the vial. Because of the viscosity of the reconstituted product care must be
taken to WITHDRAW ALL OF THE PRODUCT from the vial before expelling any air or excess
solution from the syringe in order to obtain the 1.2 ml.

To prepare Xolair 150 mg vials for subcutaneous administration, please adhere to the following
instructions:

1.

Draw 1.4 ml of water for injections from the ampoule into a syringe equipped with a large-bore
18-gauge needle.

With the vial placed upright on a flat surface, insert the needle and transfer the water for
injections into the vial containing the lyophilised powder using standard aseptic techniques,
directing the water for injections directly onto the powder.

Keeping the vial in an upright position, vigorously swirl it (do not shake) for approximately
1 minute to evenly wet the powder.

To aid in dissolution after completing step 3, gently swirl the vial for 5-10 seconds
approximately every 5 minutes in order to dissolve any remaining solids.

Note that in some cases it may take longer than 20 minutes for the powder to dissolve
completely. If this is the case, repeat step 4 until there are no visible gel-like particles in the
solution.

When the product is fully dissolved, there should be no visible gel-like particles in the solution.
Small bubbles or foam around the edge of the vial are common. The reconstituted product will
appear clear or slightly opaque. Do not use if solid particles are present.

Invert the vial for at least 15 seconds in order to allow the solution to drain towards the stopper.
Using a new 3-ml syringe equipped with a large-bore, 18-gauge needle, insert the needle into
the inverted vial. Keeping the vial inverted position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove all of the solution from the inverted vial.

Replace the 18-gauge needle with a 25-gauge needle for subcutaneous injection.

Expel air, large bubbles, and any excess solution in order to obtain the required 1.2 ml dose. A
thin layer of small bubbles may remain at the top of the solution in the syringe. Because the
solution is slightly viscous, it may take 5-10 seconds to administer the solution by subcutaneous

injection.

The vial delivers 1.2 ml (150 mg) of Xolair. For a 75 mg dose, draw up 0.6 ml into the syringe
and discard the remaining solution.

The injections are administered subcutaneously in the deltoid region of the arm or the thigh.
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