VU 7ZKETEA 150 mg
VU 7ETERB 75 mg
[CRIT DER

RERIEH NZBER(ICHEZDIIEFNROATDEEE, /N
T4 X T7—XHRAESH(CHDFTT . S mOEIEEA
DS DEFBRNICRER ZFHT D LEITEFTEA

JINVF1 R T7 ISt




VU T7ERTER75mg
Y L7 ETFEA 150 mg

1.5 ERXIZHFEROBEBRUHROER
(REXmR)
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W& = AL TV WFREL (35) AIE LTV RWEREL (B)
CCDS company core data sheet EPET —H > — b
Cmax maximal serum concentration B 5 LG R

ER emergency room ESESTYN 2

FceRI Fc epsilon receptor I EEHAIE IgE S RIR

FDA Food and Drug Administration KIEA T E L R

GCP good clinical practice 25 S & D lifs PR R 0D i oD
mlITT modified intention-to-treat —

NHLBI National Heart, Lung and Blood Institute KELDE, W, AR
PD pharmacodynamics I

PK pharmacokinetics SR EhRE

QOL quality of life ETEDHE

SOC system organ class B RIS FE
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1 ERXITFERDOER

A< A~7 (Blarf#iz) CTFT, A~V RX<7) 1%, Tr A =—ANLAXZ I
THEEIND, vUAHLE b IgE £/ 7 v —F AHUR DM EFIR, WO b 1gG IZHK
TOHEFME N7 L= U= 8nbleb e M~ AHiE b IgE €/ 7 v —FAFHk (&
#7149,000, 7 X /£ 1,338 AN O R DOPEERE) ThHY, /LT 4 2RO KFEHFE S TH
% Genentech, Inc.23ERL L 7=,

F= ) X~71%, IgE O Ce3 SALICHERT D2 & T, IgE & T DO @EBIFMEZ AR (FeeRD) & D
A Z B AN HE L, EEME-CAHEREROZ R E~DOFRERE b D, 22D, ZEEITHEE L
TWZRWIMTE P EHE IgE R 28D S8 5, IgE ORI, 4 IEER e & O SIEMIE~DHFE S
MAFEINDT20, S RIEMBOIEHELAMmE S, 7 LF =SB S b,

ZOEDIE, A=Y A= TNE, T LAF—HERE S ORBORTIINLET D 1gE 2 EHED
=2y R LTWDHET, K[UEXMEORAE L CEEN 2V, ENTIERACKT 2RE X
it BIGEAI & L C 150 mg 84 Z2 2009 4E 1 A2, 75 mg fHI% 2012 4E 9 HICARZ S LT,
IRESUTRIE, TRAEIME BEFRFEIC L > THIEEREZ 2> bu— L TEARWHEHED &
FHICRD) | THho, MEKCHEZ, 8, RAEA~) X~7 @i rfiz) & LT
1 [B] 75~375 mg % 2 X% 4 WK FICERT 5, 1 EH20 o GEIE O EGFBIE, $
E# 5RO MIEHH [gE IBEKROMAEICKESE, FHGERERICIVRET D, | (FEHEHEE
1% Table 2-1 1277 F) Thd, BAROELGEMRAERTIE, 1EOHLY DA~ ) XA~ T O RKE
H&ElZ375mg TH Y, (KE>30~150kg, #&G-AiOIMIEF# IgE #=EE 30~700 IU/mL Tk 5,

2 AKHPFERE

Al DRNEEIGOBEMN) RO [ EHEROEE (1 [\ld7z0 O EOBIN &R OG-
DEE) | #HBE LT, ARFHO -MERRGHELITI, UFICAKRFEOMELHIT 5,
F~ V) X~ 70E, (ME T IgE R 2 RIEMRNTEHE L2 E SARVREE TR T SE5 2
& CHIRSIRZ RIS 5, MALOFFEEZXRE LIoRFHc kv, migHiEsE 1B REOK TH
EEAEIZAEY) 25 ng/mL, Z D= DIZME R A~ U X~ 7 OFRHERH &L, BEOX—XF 14D
RE L IgE IREH7-Y 0.008 mg/kg/[TU/mLILL (2 HRERE#ES) , 0.016 mgkg/[TU/mL]LL E (4
MR S) THHZ RO RoT, ZORMKMEARICESE, ARAHET IEM S %
fig il Ltk 52 Pk 3 5 B CIR G EMERZER LTz, BEEHRERIL, T X3TOR/ALTEIR
HESEF BN S, D OEERRBEOFERENS | B0 ORGENMREHZY 20 mgkg K
2722 K O IT/ER S 4L, Table 2-1 IR TG &HER LA EBE I T4~ Y XA~T7 D
RELOCHEE LTWD,

7wk, ANE (7 HERS) OrTREEHRRERIT, 2 BHERE L 4 BREBERS 2 -2 0R
TR L, IASCEOERGRTOME S IgE RIEZX—R T A » 1gE B LT 5,
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Table 21 BRZEOREEMHEE (1 KRS E(mg)]

A=A S IgE & (ka)
B (IU/mL) =30--40 | =40~50 | »50~-60 | =60--70 | =70~~80 | »30~-90 | =90~-125 |=125~~150
=30 ~- 100 75 150 150 150 150 150 300 300
=100 ~ 200 150 300 300 300 300 300 225 300
=200 ~ 300 225 300 300 225 225 225 300 375
=300 ~ 400 300 225 225 225 300 300
=400 ~ 500 225 225 300 300 375 375
=500 ~ 600 225 300 300 375 557
=600 ~ 700 225 300 375

FIR Y 4y ¢ 4 MR G, RO 2 RN G

AHEETHE, UNEERRBRCHW RS EHBRERIZ, | BloHZ0 OfF&E 450 mg, 525 mg,
600 mg ZENN (B GEHEREZIR) L, 2o 2 BERES O M4 4 HEREGICEFR L
7o) B HEBHEE (Table 2-4) ICHo TA~ Y A~T7 RN EE SN HELOHEEZHE T &
L7,

MNRBEEOENRETMREREBRTAV-REERER

E N/ EERER  (B1301 alR) K OMME/NE ELfe e BEABR  (TA0S 3RR) D FEHiilZ &7z > T
I, IiE R IgE R O T BEE L OV O 7 OIS B R RHES B/ NI b Y T E S
EERT[2.5-42 ], Fiz, BALHBLT, KRENEMET IgB RENEVE WV O /NNEKRE
XmsE (LU, /NERE) BEORBICHIST 272012, 1 BlhHZ) oA~ X~ 7 b 80
75~375mg, 5 AIAE/RIRE A 20~150kg, IgE A 30~1300 IU/mL & L7-# 5 E#fE R

(Table 2-2) 7% B1301 B MO IA05 AER TEEM L7z, B1301 SBR KL U TA05 AREROAFR LV,
B1301 iR O# 5 24 i O iE el IgE T, (KT BAEMEO 25 ng/mL LR ICHfl &, =
AL TA0S HER CH[RIBRDFER Th o 7=, F7=, FER PK/PD fifMT OFERN S, F~ U XA~T7 D
FEERE (PK) K OVLIEHEHE 1gE IR (PD) IT4FE# K ONRIEMER OB EZ RO Lo 72
[2.5-3.1.4 IH], A%METIE, B1301 REATOR—RT A L DLiE, 1A05 RO T T B REEL D
HBICIHNWT, A~ A~ 73 EEEORBRAZIE L, ZIUIHARANRAKROSNEABLAIZD
WTH—HLTHRDONTZ[2.5-434.11H], K- T, RATRELZMIEDIH IE BEDKTA
R OZE D DI E R~ ) A~ 7 ORFRHERHEIT/ NI L TH RS TH DL Z &b,
B1301 #BR KON 1A05 FAER TR L 7o e G-k (Table 2-2) 13 HA NN K OB AIZ#)E T
XL EEBEZT,
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Table 2-2 DMRBEERER (B1301 B 1A05 B CTRLW-BERENE

[1 B 5R&(mg)]
~—254 IgE f#E ol
R (UML) | 220~25 | 526~30 | >30~40 | >40~50 | »60~60 | >60~70 | >70~80 | >80~30 | »90~ 125 [>126~150
230 ~ 100 | 78 75 75 150 150 150 150 150 300 300
>100 ~ 200 | 150 150 150 300 300 300 300 300 225 300
>200 ~ 300 | 160 150 225 300 300 225 225 275 300 316
5300 ~ 400 | 225 208 300 2% 225 225 300 300
>400 ~ 500 | 225 300 225 25 300 300 38 375
>500 ~ 600 | 300 300 225 300 300 375
>500 ~ 700 | 300 225 225 300 375
>700 ~ 800 | 926 225 300 375
>800 ~ 900 | 28 225 300 375 5T
>900 ~ 1000 | 295 300 378
>1000 ~ 1100 | 995 300 36
>1100 ~ 1200 | 300 300
>1200 ~ 1300 | 300 378

HED#H4S 4 BEARES, @h0#Es  c BFRES
ERREFHTCHERRORSERTEOHBFL T,

1BHE:-YVOREDER (REREEEORX) RUBRERBOER

Table 2-2 DR EEBREIL, ALA L HE L THEESE IgE BREAB L /DERELRE
BEOHBIZHIELT, ENTEARCOESEREZ IO bERERE, L LA2AG, 1 EH
e 0 D= A= T ORRIESET 375 mg, FE5FREA: gE BELHR 1300 UmL TH 5, B
AREECVNREFEE CHO I RSERES TR TR, 7 U X7 ORESES TEFSEEIC
Lo THREERF 2 Fa— L TERNEEOEE ] KREEZR T EHIE L ed, BEE
waggsomeaEn s s H) 80 e pEoB BRI AT EERT s LT
VI RS afs, LR ST, IgE BEOEWEEREEFIIHYT v ) Xv T H
ADO=—X3@BnTEnEEL, BEESIEROEHICESERESOEREFTE LT,

HEBMBESOLE [1 @Hi-0 0HEOEN (BEEMESOIR) RUERRT 5% EME
DER] (22T, AEARA  ADERETRAERABRA - DRCRITE4 =1 =70 PK/PD,
Hi, 2077 7 AR ELBENZN EAREE AR D L [2.5-122.2 TEH], 4
Ewo 1 BHiz0oAE08N (REERESOEK) RURSHIBOEE) A -HERR
e AR ATLRETREEE L, £, BN 25 HE 450mg, 525mg, 600 mg DEEMEOET
2T, AREESAETEREOT — 2 LR SHELE L,

BWEE DA~ AT A DEEL IE BEICEIE, <10 X+7 450mg, 525mg, 600mg
BE LEROMBTHEE E BEGETEBEMED 25ngml LLTIERSL, A= X=7 375
T AREEL b L CEIE AR RIS FEICmE Liz, $£f, MEdA4~ 0 X+ 7RE, #H# E
REOHEZL, HAGEORE (75~375mg) THEL/HEEH PKPD 5706 OHEMREE
&L, BMELY, A=UR=7 450mg, 525mg, 600 mg (IXAZEORAELBREOENS
TR EELE, Fi, AEEFEERS (2208 #E, 2210 #E) |, A= =753 600mg LLE
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BEHEINTHRE OZ 2 LIRS LN 1 » Al oF~ U A~ 7RG8R
900 mg LL ETHo7 B GLEMRET —%) TOREMEE, BEMoOLReE7 a7 74 L LH
HThHot,

B 5 BHFE R OPLK (Table 2-3) 12XV, BEFIREICE > ThE a2y br— R+
IgE IREDOBEIIX L TA~ I XA~ T HHOMSZRUET 5 2 LN TE, BIAROR G &HAER
ICHRTLEE LT 7 7 A VBB ST S Z L ABREOHIMEEZHIFTE 5,

Table 2-3 1E@&HE-YVOREENRBINEN: JEXKEhf) BEEBRER
[1 B 5 =(mg)]

~—2547 19E 1 (ko)
R (IUimL) 220~25 | »256~-30 | »30~40 | »40~50 | »50~-60 | =60~70 | >70~80 | =&0~-90 [ =90~-125 |>125~-150
230 ~ 100 75 75 75 150 150 150 150 150 300 300
=100 ~- 200 150 150 150 300 300 300 300 300 225 300
=200 ~ 300 150 150 225 300 300 225 225 225 300 375
=300 ~ 400 225 225 300 225 225 225 300 300 450 525
=400 ~ 500 225 300 225 225 300 300 375 375 525 00
=500 ~ 600 300 300 225 300 300 375 450 450 600
=600 ~- 700 300 225 225 300 375 450 450 525
=700 ~- 800 225 225 300 375 450 450 525 600
=800 -~ 900 225 225 300 375 450 525 600
=900 ~ 1000 | 225 300 375 450 525 600
=1000 ~ 1100 | 225 300 375 450 600 5T
=1100 ~ 1200 | 300 300 450 525 500
#1200 ~ 1300 | 300 375 450 525
#1300 ~ 1500 | 300 375 525 600

FIR Y 4y ¢ 4 ERINEE S, RS 2 RN G
KT/ NEEEARFER (B1301 R UVIA0S #BR) THWW =G BB R OFIAZ <7,

F7o, BEOBBEAHOREAE BE LT, REERFERPOA~ Y A<= 7 225mg, 300 mg
O 2 WERE G O—HIZHONWT, 1 HH7Y DikbGEE 2 o Lh 450 mg, 600mg & L,
BHMREZ 4 BICETETHZ L L Lz (Table 2-4) , FHEMPKPD ET /L TOYIal—a
DFERND, EHFIRIETO Cmax 1% 2 BEFMRER G2~ 4 BHERR G T 15%RE LA 35523, M
THEPEEE IgE EOHERIT 2 BB RE L 4 BRERS CRETHY, KRTHEMTH S
25ng/mL LA FAZEMRTE D RSN, £, BEGRHRBEEZD 1 BlH7-0 OFKES5 8K
4 W D=0 ORKBFEEG B IR SRIRE T ORGBEEEROFTMENTSH Y, Zaeto
BRI R e o,

bk v, UNZERFERER (B1301 35 & NA0S 3BR) THW-HRGEHRERIC, 1EH7Y
DO 450 mg, 525mg, 600 mg ZiBN (HGEHHEIRZILR) L, 220 2 BHREHRGO—H%
4 AR GICER LTz #5BHEE (Table 2-4) (2o TA~ U A= 7 58n5 ANk
UCHEZHGHETL &L LT,
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Table 2-4 AKBEICETIHREERER [1 @REE(mg)]

=254 1gE {$E (ko)
R (U/mL) 22025 | =25~-30 | =30~~40 | »=40~~50 | =50~60 | =60~70 | =70~80 [ =B80~90 |=90~125|=125-~-140
=30 ~ 100 75 75 75 150 150 150 150 150 300 300
=100 ~ 200 150 150 150 300 300 300 300 300 450 600
=200 ~ 300 150 150 225 300 300 450 450 450 600 375
=300 ~ 400 225 225 300 450 450 450 500 600 450 525
=400 ~ 500 225 300 450 450 600 600 375 375 525 500
=500 ~ 600 300 300 450 500 600 375 450 450 600
=600 ~ 700 300 225 450 500 375 450 450 525
=700 ~ 800 225 225 300 375 450 450 525 600
=300 -~ 900 225 225 300 375 450 525 600
=800 ~ 1000 225 300 375 450 525 600
=1000 - 1100 225 300 375 450 600 #BE5]
=1100 -~ 1200 300 300 450 525 600
=1200 - 1300 300 a7h 450 525
=1300 ~ 1500 300 375 525 600

FR Y 4B, REERS | 2 AR
R A5 5 BN D25 B 24 5 5 2R

3 INRSE DB

3.1 NRREDEER, ZHEERUVEEH

ANEEELE, FIEMEICE 2 2 KGERAEIZ L o THIRORERUE R, FERAEE 2 0 KRB TH
%o HEAIRBITEMEOSERIETH Y, FAUILE D KOEEBHEO T & KUE O#EE (U E
TV ) BEET L, 2o/ EOFRBABIY, EARIZHRARE WM L FETH D

CINRRE SN BIRHR - WEA A T4 2 2012)

SAESE (LUT, WE) 1%, ARREURICRT 2888 IgE SUAOFEIZ LY, 7L —H
Wi E & FET LR — M RIS EN D, T LXK R T, 1gE ORG-S KE R IE LR
BOERTH L, Nk ETIEMARE L HEL T, 7L AF—HmEoRlErnam<, BE&0
IgE JREEM EVY  (Witting et al. 1980)

AN SO ATERITEFERIMER A BHE TH Y, 4% b Z oMMk & RS TS (b
FUE 2007) . EANTO/NEKGEOHIE#R (American Thoracic Society-Division of Lung Disease /7
2D 1E 2002 T 6.5%TH D, 20 FEFTH 2 fiF (3.2%, 1982 4) (ZHIIIL 72 (Nishima et al.
2009) . Pk, NENEEITEM LTV E SN, INERTITFFELZIE) TEICAERPMETLT
Wy, EETEHL LA LEFEmTHY, BMPHELI R-oTE TV 2L (UIH
g 2007) . F£72, NEMOWENBEETHHIEEZOHROEMREN/EL, TELARTHDLZ L
DHE I TS (Phelan et al. 2002)

3.2 INRRRRIZHT HAREBEDORK
INBEE I EIANE  WETA RTA OB L &b I/ IR Om B IERR AR B RUTAE 2
HLUTEEDR, EMOEEFRENTTEREY, AEBED I ha— 3Rk



Page 9
CTD 1.5 BREXIIHERDOBRBE R UVRAKORE

Z (G 2009, FHE 2010) , ZOEFITIE, EIEEOHENEYN 2 ST HERIEEN+
I TWRNZ Loz, PETIEHL DD, BFARKIZEL > ThimE = hr—/La K
HREERETDFIEN DD EEZEZOND, FE, BARANLT LAX - - REZERNL O/
VAU S B A MG BT BT 2 i B AR RMmE FIC L D & (I #h 2007) , JRBEA <2
LEHED 2.16% (812 4/37,637 4) , DHITE=%2d DEED 0.92% (376 4/40,934 £4) 73 i@
HOWBRFECIHUEEEINT, @FU EORT v A FEEZHWRITIUEEFAETEN TEX 20 HEIED
BETHoT,

BEAFRIEIC L > THME = v b r— AN AR+ 22 EE o/ BAE I, Mo /iR &
boig U Chliig B R OV Z LIS PE D ABE - #Esh ok (emergency room, ER) Z2i2®D U A 7 230
(Haselkorn T at al. 2009) , F7=, H % Ol BIERIZ L - THEAETE K OKEIEIR A FEE SN D
728, W BEE RO ORESR OF IR, K AaHIkE v (Diette GB et al 2000) , Z D X
IR, W EABE OFEER O OREE OHFICL L KFTT Z L2720, ZTOa,
EFER R BRIZ DR D,

iz, 2o OBEIEO/NREEBE T DMEENRE SN TND 9 ZIZEWEHD U 27 73
MW E WS TEEER D D, RIEB CROEBEVIER CHLIERAT v 7 4 TIE, ERFRERTH =
b= AR LWEAICHWDIBIEEE LT, WMART A ROFERLEE MARAT A
N & RREHEWERIME B, FIEE DO AAIZ &) XIIRN AT r A ROFEHEZEZEE TS, LirLl, =
NOOBEIMERTIE, RSN EMOPEICEHS, BEROU 27 BKEN, BMARAT A R
O EIZ X 2 AZMEOHEIMITE M E (400 pg/day) (27225 L/hE <R, WHIREIEMHIZ2 o4
HMERWER DY 27 3@ £ % (Zhang et al. 2011, Masoli et al. 2004, Randell et al. 2003) , &M A
TaA FOEMTIE, RFMEREN GEEELE, MK - TEE - BIBROME], BHL X 9%E,
BERF 72 &) NRIEE 725 (Kelly et al. 2008) , F7=, JWPHE CONEZMEE L T2 K 95 7ah B
O, BOXIHEAT oA RBMERA SRS Z En%L, RRICEFGMERIERO U 27 Z21£5,
Lk, N BRI N R S BRI - BT A R A L OE RIT - THERA LD
HLOO, (KIRE L CHEERS CIHREEIEAR O TRY, ZomE 2y ha—/L I R+557
FETHD, ZOXIBREEO/NEMmEICK L TL, BFEORMEBHE AT S Z & THitE =
Yhue—nzgGEL, DORIERY A7 DM RN RIBRENLETH D, A~ XA~v I
OV L IIRR, 7 L AF — M EORBORBICILE T D IgE #EHEO XY —F v M L
FHITHDZ L XY, MRS L THRARE, RHESEL L CBARRIC LRERET 52
ET, Moy hr—ESET D I ENIFENS,

3.3 IZNBIZBTF3A< YA T0ERAEEEH

F~ V) A7 O/NRESORGR L 72D BIREEBFEELEEIT BEFRRICE > ThmESEkE = b
7L CERWEHROBR ] T, EAMIZERAICXT 20 R CTHD, T7hbb, GHAED
WAART 1A RIE OO BIEFREE D L CHIERDLZE L WBETHDH, HERNZE
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ELZRW] &iF, MgRmBERABEENnD) , T 1 R EERERSBEZsn D), [H
1 B E B EAEERES SND ) OWTINCHEYT L L ERELL, MBI~ X
~ 7 O EFEML, Table 3-1 13T THREMAERKE] (SO IN, TA FT7AOBRND
b TEEFRRIC L > ThmBIERZ = hr— L TERWEHEDEE ] LW O ALEM T 2@l
RBEL TS LB BN,

Table 3-1 INRREEEOEEE (BEQOEERE) ¢ATVXITIOEREEELEADA
BOT (MREEXWGEARK - EEHA K542 2012)

BAEDIRHEAT v 7o EE LI-BEE (BOEEE)
REAT v 7 BIEDIREAT v 7

H PRI R
?Egiiggﬁ) 2Tyl | ATy T2 | ATy 73| AT v 74
] R
< ARICHE], FEHIPEIC IR, BRI AN LSS . HRIE R AR FIE
o BRI IPIR RS2 E 5 28, B2 S RE ] CHRRE © MO Frfoc il Frfoc il Frfc il
JERA S L, FFE LR
LrShet s i)
- UK, SEREENGISAS 1 E/A PAE, 1 Rl A I Hh A FE I
o BRI IPR R A LR D 2N, FRREITE S, B EAEESRE Frfoc il Frfc il Frfc il Frfc il
EINDH I EIFTDN
R SEE R Y
< Mk, EREEMGNES 1 [EIAELLE, R LW rh Ay wIE wIE BEE
BRI - REEMEE 20 B ATEPIEIR S FEE Sh D Frige Frige Frioe Frfoc
FIE R
- DR, MEEEAME B R D HIE HIE HIE I FE
< BIZ 1~2[\], H e RFEEIEE 720 BTG OEIRAS Frfc il Frfc il Frfc il Frigeil
REIND

4 BREEMERODET (1EHELYDODHAEDEMRUVRERRD
ZH) 12T 5=—X

ENTHERINTWD HELOHE, BEOYIEEGRTONRE & MGk IgE IREICESE,
1 [Bld& 720 ARFH 75~375 mg % 2 8 3% 4 WREIRMEICK TiEG7562 & ThodH (Table 2-1) . 1A
BHI2) O~ A~ T DRRFEG BT 375 mg, FEATHEZ IgE IR E OFPHIXH K 700 ITU/mL (2[R
EIN TS, IgE RN 700 IlUmML 22 5BF A~ A~T 25352 L3 T
W, FE7z, IgE R 700 IU/ML L FTh-TH, KEDN 60kg A2 254121, ERRHELEH
BEHEGTHZENRTERVWEDICA~ ) X~ T OHHNAA & 225 BENET D, REEORM
I, ENA O/ BBREE R E LEERRBR CHW- 5 B R (Table 2-2) IZH A5
5. MEERRREBR CHW G BHRFRIT, R L L TRENERS IgB BENEWE W)
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R EEE OB CHE LT, ERCHEAROBREERERICHSTER-EZL00, 1 B
oA Xe 7 ORERESEIL 375 mg, BE5R[EEA E B EIL K 1300 IUML TH 5,

M EEE O E BEET LAY —EROP TREENSETCH Y, EARERICSmT A
(Wittig et al. 1980) , Zh bOHREEMER CHICAEEREREOSEEIIR NS, & 2E
I - 2 - - -
Bl — % (Fukutomi et al. 2011) %12, BMEHURS T S0 T 5 AR B B o ohd
BEAGRORE BIEHE (Table2-1) oz Bl 2 & [Jpocdy . oz cnn ke
MEWeH I REEMBEROHEISA TH -2, TR, BEIEEHERE OB ARRRE O¥ES
DO ffEFEta By L L7 The Epidemiology and Natural History of Asthma: Outcomes and Treatment
Regimen (TENOR) #B (Dolan et al. 2004) @7 —# 52, BHERESFHESN TN AEEX
TEEAME R ERE GRULE ISR T) CRT AR EEMER (Table 2-2) DM EL HH
ot ecry. [oBEECRE BESEVCEZOICREROBISA Tho 1,

AR EOCEEREBEOBEEE & RE REGHE L, HERETO RE REIBRERFPEED
BELHE L TCENI EBHESNTWA (Borish et al 2005) , £/, AREIZRBANTL, &
ERC B WEN LR T AEEREMESTEET AREESRSB I T (HE i 2011 , E
MRS C1d, BETRGIEIC Lo THBEEE R 2 v b — A TEved, 700 IUMmML 82 5
EEREOREFIZ A X7 2HE L EEARZERESNTE Y (UA il 2012, Asai et al
20113 , BEERSDOREFEHEERT (RAFE 2BV ThH, BAGRORERIER TI1E
HATHAE E BERBFE ~ORET, ~—2574(4 OFEL EEEDT —FBELNE 1463
A 1l64 (79%) Thot (2011 F 12 BEE TOBETEHD) .

Lk, B CHAGEORE BBERE OCEAA O/ REERE S L LABERRAB TRV
BEBMBRTE, A+ AT OEFRSED [BFEERCL > T wmEERE 2 o —1T
ERVEHAOBRE ] KRESATH AL anb LT, EEXEEEomaREo 55 ] 2
D IgE BEOSWREFILA- I A T2 #EATA LB TERNnI bR, LER
27T, IgE BEOSWEERMERFICNTAHLS v AvTHHAO=—XIWBOTENEEZILR
s

FF, Al X702 BEEREO— Y 4 ABBRECET+TA - b, v Ae T
Eofo0EEES T2 20, BERCREFORRAEIBER TS LEL 0N,

5 FROEE

Fv ) Av T ORE, EEhiE, FHEORBREECOW T, AT 5 EOREREERIC
BOTRHEATHS, SFEL =7 4 i B ER S EE AR ORGERGERFICRE L
TEY, MRA~OBEIZBELTHRICHEL 2D L9 RFIRPER T RN vk, IRER
OIBACES L CHr 7= 2 R 3 L C Wiy, RIE T, hRGEEOEN, REERER
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OIEE (1 [BH7 0 OFHEOBNER TS REOZER) (B 2R3 Otk R R RTRR 2
EuE A

Figure 5-1 Ff#OEER

HER1EH SKER 1ML
SAF TS
L7 B
FRAFRIE | @ T 2 | onm 208

PDIRBRRL  [omrrrmrnes
PK/PDER  |SHEL-2210

S Q06732

sty
BR R

Elsiicatd

EES IR
#& T ARTRE

JEBRfEE

5.1 B CORARER

511  /DREEOEM

ANEEISBI ORI OB, BRI L 0mE 2 ha— LB RER D R B B

(6 Ll E 12 BRELF) 28, I~ U A7 0EEMEEHEFTZEMT 28 BRI 77 Rt
MR ERER (010C 3ABR) o UF 010C AR ITHE< 24 BB DI IEFRER (010E ABR) #Efim L7,
EhiiA~ U A= 7 OEMEEMZBET 572510 010E HERIC < 3 FERI O EEE (010E1
R FEW L, T0%, BFERECL > ThmE =y e — L3R+ i B RE (6
L E 11 BUT) T b4 AvFIC L AMmEMEOMI R E M2 ERT 5 HMNT,
2 MO T R u B ERER (1A05 B ZEM Lz, Ak, 1405 #oxs i Ico®
Az 210G & B P E~BIE O R RE L Lz,

5111 EU

EU Cit, A COBGHBEEBREICBESNEZZ 0D, EU CTOMRBEROBEEICHT- - T
it 1A05 ER ORI GEM O T EU To/NEEHBEEMICE BT 285 £MH 2 Fait C%c“ﬁ LT
MM L, 2008 4E 12 A 6 mkll b 12 AR O BEERE B BE I A E AR
2009 F 7 RIZAREBUE L1,

511.2 XE

KETH, Genentech, Inc. PEHRGBLERCHAGERGSE TH 2, THEENSEERGEDOT
N — g R ARE 2 RIS LB TEARAGRE L L CORRRHAE L, 2003 46 A ICHEHEND
BIEOFrHEm S 2 8T ORAKRUES (2mb b)) ST SRBEHUT Lz (Table 5-1) . &
FCARFDBEB SN O ¥ T —4 2 — b (Company Core Data Sheet, CCDS) Oft5
BWER, KRECHEE L EERABR IR M S W BIER S 0 7 Lo — M BB A At
L LABRCHER LA BREERERIC—HLRELZ N L0 TH L, AR CHARORE &
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B, CDS DREBMEARFZEIMRLEZLOTHS, LEH-T, FHATHERARORSE
MERIKE AR5,

RRARUEEICH T SRBIER, FHE,LBEOHRIEBELSHE T 5 NIHESEE 6 &
Lk 11 BLUF) o5 EEms 2008 & 12 Bioamasl, 2o = ) 5 ma 5

I L. 20t Hicd, FRoRaEcs T 25S

(FHOBMEERIC T 5 U A7) Ry SEFEEBROER, BHARDLNTE,

Table 5-1 AETCRZFShLBESEEBNE [1 [R5 E(mg)]
{12 MELED h % & BEQ SRS HE)

;\._;;\__—_',_,1’:/ IgE f$§ i:|".§;

BE (UMD | 30~60 | >60~70 | >70~90 | 90~ 150
30 ~ 100 | 150 150 150 300
=100 ~ 200 | 300 300 300 225
>200 ~ 300 | 300 225 225 300
>300 ~ 400 | 925 325 300

~400 ~ 500 | 300 300 375

>500 ~ 600 | 300 375

>600 ~ 700 | 316 BaA el

HEL a4 BERES, Bhitis 2 BEE S5

512 BEREFROFE (1 BH7:YOREORNE VR ERREOER)

51.21 EU
SREARRA ESMEANED PRPD, FEME, ZEMO 70 7 74 M KERENIRNT L
b, REATOEBEELZ/PRICHERATELEL, RARERFFRE L= 2 BB (2208,
2210 #E) FEE LIz, 2208 BBRIEESCCTEEDORAT LA T —HEEEH MR L L
ERORERSHER L UTERKLE, 2210 EERTEEEHNG FEED T L F —tng 8 B &t
BELEZBEERT 7 ERABERBTH 0, HEFESEWMEST 54~ 2w 7 0HEE
DR EEE LTEMRLE,
2208 HEE, 2210 e, PE/PD fEAT#EER 5, 2009 £ 7 HiZ 1 B 0o AE0EM
(REEmERONK) FAERHFL, 20008F1 ACEREZTE Lz (Table 5-2) ,
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Table 5-2 EU TRBESIN-BREEBEROIKX
(BRA, BERUV6~12ERED/MR) [1EZREE(mg)]

=251 1aE {$8& (ko)
iR (IL/mL) »20~25 | =25~~30 | »30~40 | =40~50 | =50~60 | =60~~70 | >70~80 | =80~890 | =90~ 125 |=125~~150
230 ~ 100 74 75 74 150 150 150 150 150 300 300
=100 ~ 200 150 150 150 300 300 300 300 300 225 300
=200 ~ 300 150 150 225 300 300 225 225 225 300 375
=300 ~ 400 225 225 300 225 225 225 300 300 450 525
=400 ~ 500 225 300 225 225 300 300 375 375 525 600
=500 ~ 600 300 300 225 300 300 375 450 450 500
=600 ~ 700 300 225 225 300 375 450 450 525
=700 ~ 800 225 225 300 375 450) 450 525 600
=300 ~ 900 225 225 300 375 450 h25 600
=900 ~ 1000 225 300 375 450 525 600
=1000 ~ 1100 225 300 375 450 600 BETeT
=1100 ~ 1200 300 300 450 525 600
=1200 ~ 1300 300 375 450 h25
=1300 ~ 1500 300 375 525 600

FIR Y 4y - 4 MR, MY 2 R
ZDt%, BEOERAHORBZAMNE LT, REEREETOL~ Y X~ 7 225mg,

300 mg @ 2 WREIFEHRGO—EIZONT, 1 BldHic ofb5E% 2 fFOE £ 450 mg, 600 mg
L, BEMRE 4 HETHEEEZFE Lz, ZeMiHiiozolc, 22 eéb 1E, AU X
~ 70 600mg LLEEE SN HBREAGORRE LT, ZEHERY 7 BARM R (2210
AR, Q0694g FER, Q4577g iER) , FEEMIEMEER (2208 FABR, Q0673g #ER) Z HFEMFMT
L72, Q0673g IZiHFMET LV —Mh @ REF x5 & L-illR, Q0694g 1L 7 L L& — Mg B
Faxtg e LB, Q4577g 1XEHEM B MR RMERZ AT xR L LR TH D, FHEM
PK./PD fi#Hr, DEEMENT, ROHIRET — % 5, Table 5-3 OG- EMEFK A 2011 4 12 HITH
L, 20124 5 HITARZERA LT, BfE, EU CTO&REEBHFEERIL Table 5-3 TH D,

Table 5-3 EU TERBESIh-BERROZEE
(A, BERUV6~12@EKFEND/MRE) [ EREE(mg)]

=251 1aE {$8& (ko)
iR (IL/mL) 520~—25 | #25~30 | »30~40 | =40~50 | =50~60 | =60~-70 | =70~80 | =80~90 | =90~ 125 |=125~~150
230 ~ 100 74 75 74 150 150 150 150 150 300 300
=100 ~ 200 150 150 150 300 300 300 300 300 450 600
=200 ~ 300 150 150 225 300 300 450 450 450 600 375
=300 ~ 400 225 225 300 450 450) 450 500 600 450 525
=400 ~ 500 225 300 450 450 ] G00 375 375 525 600
=500 ~ 600 300 300 450 600 600 375 450 450 500
=600 ~ 700 300 225 450 G00 375 450 450 525
=700 ~ 800 225 225 300 375 450) 450 525 600
=300 ~ 900 225 225 300 375 450 h25 600
=900 ~ 1000 225 300 375 450 525 600
=1000 ~ 1100 225 300 375 450 600 BETeT
=1100 ~ 1200 300 300 450 525 600
=1200 ~ 1300 300 375 450 h25
=1300 ~ 1500 300 375 525 600

A Y 5 - 4 BRERS, WIS @ 2 B RS
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51.2.2 RME

FETE 12 B bofsEs s TR ey i s &ReRE L2, dec IR
I - - < FpA ek L.
I - o = A2z e, RE
I

513 SREXMBLNOSHREDRRFERR
SEXWMEBUAOTEE L LT, A4 TITEESREEZRE O T ABERBRALEZERTTHD
(20124 12 HEF5) .

5.2 EATORERER

5.2.1 INRBRDEM

EARTODREEO D0/ NRmERF xS s L2 I 35 (B1301 3B EHchi
NEReEeS |
B - EERSEFRBSHEOTEE & EELE 1 HRBE T EH® (20. & . A .
H) #Fs L, EIZUTOREXERZ, o0 RERT B0 ABERS CHE SN TWE
Z L[25-1.2.1 H] A2 B1301 AR A FEE L, BiRABEE>S0AERR T —# 208 L T
R —# Ny — V5 BETAFHEE LTHB DL, o, A< X7 oA sER5
EP R e R () 1359 4200 As4a<, IPREOWERE 2V E L T A RIER
BOERIEHFETHS EEL,
- A+ 27

ANRGE IS OB MO =0 DREET — % /Xy 7 — VO % Table 5-4 [ 2R,

H A AR o FypaEhig T [EN B13ol BT L7z, £/, BER PK/PD T2 A v =gt
ELT, ARANREECABAKRAZHE L LERBICLIDETLEEEL, HEANDRK
(B1301 3 ROHAARA (1304, 1307 3B OET7 NV ~OEGYEEFHE Lz, BRWECHE
LTid, EMA B1301 #E K O E 1A05 B O B 65l Lz, [A0 #B T, BN T4~
UAw7 DA REEM ST 5858 (JTapan Target population, JAT ££[H) [2.5-1.2.52 T5]
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ZHZ, TA0S BBR O EMEM OAE b O TR L7z, ZatEic o0 TiX, EWN B1301 3Bk
e OFME OB O RG> H 3 L7,

B1301 BT MR SN OBEFRIRIC L > ThimEa s e — AR+ dd] 2xdfe L
TWDHZ EMnD, BI301 fBrase T LA~ U X~ 7 Ok 508K FAETH 5 LW s n-
BT LU CIIMkeeaER (BI3OIEL #BR) & LT, Bl&fid At~ A~T7 2L T\ 5,

BI301E1 #BRIE, BE~OIEBIEOMGIRMEDOAE ST TH Y, 1301 RBRIC L > TH L
PK/PD, HMWER L EMEDORGE &, SMEAFRRFERHCA A L 72 BRARRBRARRIC L 0 BEE T — 4
N r—UPHETE -2 LD, BI30IEl BRBRIIHFET —# /X 7 —VIZIEE D TR,

F7o, SMETOMEREE ZxRE LR E UL, WSIE~ B O R A 8B E & X5
& L7277 B A IS I ARG 2 T E CTHEMT TH 5 (2012 4 12 AKFR) .

Table 5-4 HET—42/\y5—C0OME
H i P SEE R
=N P4NES| EN PANES|
VNGRS IpEhhe, )RR B1301
FREE[H] PK/PD fiftr B1301 IA05, 010C, 1304, 1307 008C, OOSE,
010E 009C, 009E,
011C, 2306,
2204, 2208, 2210
B B1301 IA05 010C
Freeoy i B1301 IA05, 010C, 0113, D-01,
010E, O010El Q0626g, Q0694g,
Q0723g, Q2143g,
Q2195g, Q246lg,
Q2736g, Q2788g,
Q3623g
BhERER  KiEhne, KRR 2208, 2210
DA RHER] PK/PD fEHT 2208, 2210 B1301, 1A05, 010C,
1304, 1307 O010E, 008C,
008E, 009C,
009E, 011C,
2306, 2204
2 2210
Freeoy i 2208, 2210,
Q4577g,

Q0673g, Q0694¢

5.2.1.1 PK/PD RUEME

ER/NEIEXEEER (B1301 HER)

B1301 BRI, A~ ) X~7 24 WHEG% O M HildE IgE A& (PD) O3 T H
T (25 ngmL) DLRICHH SN D0 E D el T o Z L2 TEARE Lz 24 A& GO
5N AH, ZHisdtEl, JEEM, AR TH 5, IREHEIT, NIRKRE SN EIEH - BB
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A RTA2 2008 TERINAREEFSGEHOWE 2B I, mHEBERAAT A R

(>200 pg/day D7 )VFH T A UERT AT IVIUIMYSE) KO 2 KL o BIGHEER A
FHLTOHE T b — AR R+55372 6 kbl B 15 REL T O HARANNET Lo — Mg BES
& LT, RBROME - &L LTIE, Table 2-2 [T RTHREBHERZ AV, A0 (BB
OFBURES) 1TRIRAFHEEE & L CERE LT,

F~ U A~ T % 24 WG LItk OF8E 1gE JRE O KTEIE (n=38) X 15.6 ng/mL (95%
FHEXME : 13.8~17.5ngmL) ThH YV, HIETHD 25 ngmL % FEl->TWiz, RHERM PK/PD €7
JVIRBT LD, AARNNERGSEE TR 5 PK K ONEHE [gE IREEOMEIZhIIE, FlowEE <
JTFHARAEAKONENER LR TH D Z &0 ES T,

TRBRERAR 54 24 S Ol BEEEO B 1T 0.92 [/EBE - ETI—2 T 1 > GRERBISARET 1
B o 299 B/EBEE - FLEEBELTH 3 00 1 THY, AEICED Lz (p<0.001,
Wilcoxon #4751+ Z NAM R E)

Fro, BEBEICFHRASNTT =200 EIER a3, B ARG A, REERSEZFE N L
7o W BIERSEIE A 2 7 NE VI EH BSEIR AN E WD & ART, B AETE RO OV [ IR A
BUTENZ A HAEE L OEBEEROFEEORE LTI L TV, ZAaT7nEmWE EEEORE
INRENT & &Y,

F~ ) A TR 5% 24 Mo ERER A, BEATE R, KRERSEE, X—XT7 ALk
LTI R b AR Lz (1 @Bl 720 o850 7%  wBIEkaEk-13.6, HHEAERR
171, RHEMERSH-6.4) . W EAER AR, B EAEERE, KEER SO A 278 0 T
bolz (ZhTh, WEOERN e oTz, BEAENEBICHK, KX RN e
ik 38 4, MR BIERSETIER—AT 4 0 4K LG4 24T 74, HEAGSETIX
2440kl 24 4, WHEBEREECIE 8 AT L 26 4 VT RHREHEML, A~V X~v7IC
K D0 BIER L VUL S B ATERS, KR EE OUCEE? R STz,

Z DM OFZHPETEARIE B (260 D RE R, [2.5-4.3.4.2 TH] M OV2.5-4.3.4.4~8 TH|IZRT,

SE/NREEG AR (IA05 FHER)

IA05 3BRIE, I BRI THA~ ) A~ T OEEMEEZREET 22 &2 EEHE Lz 52
W 508 I M, ZhasxdkFE, “EER, 72 a1k, 77 vRxM, WATERLEGBRTH
Do ARMEOEEFHMHE B IZIAT v A FEEH 24 H) H720 O EHEHEE S Lz, 58
F1X, NHLBI A K74 2 2002 TERINDAT v 7 3 XIIAT v 7 4 IREIZL > THHE =
v k= VR ARG I P E~ AR R AL O/ N T LV X — g B (6 mkLL B 11 ERDLT) &
L7z, R L7 8ERIE, B1301 B EF—D b D (Table2-2) ThH o7,

IA05 RBA T, JAT H£MZH .00, 1A05 iBROREREAREM CToH 5 modified intent to treat

(mITT) M & HF TEM L7-, JAT EMIC OV TIE[2.5-1.2.52 TR T, JAT £ OF~ Y
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A~ THECONG SO BUHL X, TRBRER W] 24 ] (1.64 B/EBE - ) KOG HIH 4
K52 W (1.34 [B/EFE - F) OVWThb =T 4 (271 B/EF - ) IZHXTHRICE D
L7z (p<0.001, Wilcoxon 75 ENAMARE) o JAT 2T, 24 BEIDOAT v A REEHTO
M E BB D ISHUF O P B RER . P~ U X~ TR/ T B AREE, 95%(EEXE]D) 1E 0.638 (0.421
~0.966) [EITH Y, A~ XA~ TEETILT 7 BRI ATt BB EO BB E NG = IS L
7= (p=0.034, A7V UEYRSHT) o FhUCkE< 28 BRIO AT 1A NS, 52 HH O 51
AT A~ ) X~ 7RO EEORBUHE IV TR b 7 7 B RFICHES THEICES, &
~ U XA~ 7 Ol BT T 2 MHI R MR S 7z, mITT £ TH A~ U X~ 7RO B
OB LY 7 2 AR CTHRIZHAD Lz,

F72, Cox HBINY— FET /L THEE L7k BEIGERELE COHMICTOWT, JAT £HTIEL
TR RBECKIT DA~ ) X TREO AV — R (95%(FHEXH) 1% 0.628 (0.403~0.979) TH Y,
F= U X237 T RIS THENG B ERR E TOMMEAEICEE L7z (p=0.040,
Cox HHINY— RET V) o [FAEROFERIT mITT £ THRD B,

Z DM OFIMERNIE B (25T D55 R, [2.5-4.3.42~8 HII/RT,

521.2 &%

B1301 Bk K& O EVNERBREE [T Vv — Mg EERE 2 x5 & U2 77 & At R i iR

(allergic asthma placebo-controlled studies, AAP #£[) [OZZE&MEICET 2t L 0V, LLT Okt
BRle, A VAT CEBEICHRE L EAEFRIL RYYER L OFABSE [system organ
class (SOC) Bl | THY, TORBEARILIT T AREELIFRE TH -2 (B1301 A5k : 81.6%,
AAP [ : A~V X~ T 76.9%, 77 BAREE 83.8%) . NEYWER LOFAEME] OFFFS
%, AN Z x5 & U7 [E N e lEAER (1304 305R)  J OMVET" 7 & ANk B Ll o OF & 551
THEROEL AT, REHNTHRE SN0 o7, IRBRIEL ORRBHRNEE SN2 WEE R
AEFSR (B1301 5Bk : 2 44, AAP N : A~ UV X~T O 1 4) , HHEHICEST-HERESR

(B1301 3Bk : 7Bl7e L, AAP M : BHE 1%AK0) ORIUID 72, FHEBLL-FHGIRE DB
MR N oTz, LEXY, /WA~ AT &5 LG50 REE7T a7 7 A vk
TIRREFEETHY, NRFFADY X7 ITRE SN2 o7,

5.2.2 BEEREROZEE (1EHEYDOHAEDEMRUVESHROERE)

F~ ) A~ T70E, MG O 1gE JRE A IR, AR REGII 7 & 0 RAERREANTEE(L 2
B SRWVREEF TR TIED 2 & CRRSREEL BT 5, 15T 1gE RE QKT BAEFIX
SEH 25ng/mL TH Y, ZOEDICKELRA~ ) X~ 7 OFRAERH &I, BEOX—RT 1
DIRE & IgE BEHT-Y 0.008 mg/kg/[TU/mLILL E (2 #HEMREEYS) , 0.016 mg/kg/[IU/mL]LL L (4
BRERYS) THDH, ZOREERARICESE, ARELHET D HEM S 21 Uitk 52051k
THHMTEREERARZIERL, A~V X~T7OHELOCHREE LTV, HERRERT,



Page 19
CTD 1.5 EBREXIIHERDOBRE R UVRAKORE

TRTORNLVCHRKRHERHAEDR R S, DOoEMKRBROMSRD 1 BlH7 0 o5 &3 KE
H7= 0 20 mgkg K272 D L 2 ITERR ST D

1 &7z OHEOEBN (5EHRFEROILR) ZHcy, BEERERIII HICLLTOEME
il E LT,
o 1B DORKEGEE 600mg (HH7-D OREKEGE% 1200mg) & L, 450 mg,

525mg, 600mg %= 1[ElH7-0 OHEE LTEMNTD
o FhHAIRE/RIMIEH IgE D LRZ 1500 IU/mL & 3%

ENTO 1 FH7ZY OREDEN (BEEHRAEROILR) KOREGMBOLEEICHT=> T
EUT@&ﬁﬁﬁﬁﬁka_ﬁﬁé%nﬁ%(mmfﬁlﬂ)&o&EWM@ﬁE@%Mﬁﬁ
(2012 5 H) ZiEEz (5.1.2.1 ) , BHEFHEICEF L7, Z ORI TEEZ B1301 B KLY
SMELN/NE - A OFT R TORRKRRBRAAE RS 5 TR Y, SEARA - /NEEOHARANRA -
INRDORTA~ U X~7 O PK/PD, A3, ZRMEDOT 1T 7 A VITKREREWDRRN D L&D
BINTZ ENB[2.5-1222 1], AEO 11 BHZY OHEOEN (E5EBREROIEKR) KO
BERFROZE ] ICHWZRBREE L HARNC ORI EZE X2, LIz > T, HARAZXS:
ELTBMORBRITERET, SEO M1 BH7-0 OHBEOEN EHEREROIER) KO
HRIMGOETE | \ZfEH L7 NERBR R OVNR 2 ST E TG O 7 — 2 2R3 550 & LTz,
B BEHEROETEDOIZODOWFET — 4 Xy r— VOl % Table 5-4 IR 7,

5.2.21 PK/PD RUEME

SEFRREERER (2208 HER)

2208 FRBRITEIE~PEEIEDINE AN T LT —PEm BRE 2SR L L, HFEH, KEH
HERBRCTHY, A~V X~TOREeM, %E@%ﬂﬁLtOWE&UAwX74/mE%EL
D 450 mg, 525 mg X% 600 mg & WA N2 4 (Day 15) 125t 2 BB G- STz,

MiFH A~ Y X~ 7 OEYEHE T A —Z ZHKROMELOHE (1 Bz &b 8 75~
375mg) TOFERELEFMETH D Z EDPRENT, W IgE IREIIARIFRGEZE VT ILOREGRICZE
WTHHLNITIET L, 2 BIHDOKRE (Day 15) RICEWTHZOREETIZRETH- 2
(Cmin : 450 mg #f : 12.09+230ng/mL, 525mg #F : 12.18+£2.65ng/mL, 600mg #f :
16.26 £5.09 ng/mL, FH)E + FEHERRZE)

NERREERER (2210 HER)

2210 RERIL T & oMk, —HEWR, 77 ERMRLEEGHBRTH Y, BIE~TEEDOT LLF—
PEME BB CTOPURB R LB ST 54~ U X~ 7 oMl R omat 2 EHME LCER L
oo MMANTBFEZ, X—RXF7 A4 IgE RERNIC 3 2O 7 V—71Z51F (Group1 : 30~
300 IU/mL, Group 2 : 700~2000 IU/mL, Group 3 : 301~699 IU/mL) , Group 1 X T* 2 [ZDW\ T,
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IHIZ 211 OTAYY AT 7T BRIZEI F1F72, Group3 TiIA~ I AT EDH %
Fhi Uiz, N—2 T A IgE R OMREIZS U 2 MREIRR XX 4 R TG 21T 72,
REHGREOMIEF A~ Y A~ 7PREIE, Group 1 TiX 2 MEMRE &L O 4 BERERE & b IR
FEHER 2R L7, Group 2 COREMIZFEERBE TOIXL2ENKRENST2H DOFEGHIFNTE
FORBEIZE UTe, WEHE IgE IREIIHR GZESCNITIRT L, Wihod~ ) XvT7EGHHIZB N T
LT 25 ng/mL LA FOIK AR bz, Z Ok 1gE BE DK T34~ U X~ 7 511/
TR L TR bivTe,

Group 2 TlE, A~V X~ T7HETOHIRE A X 2 BIRRIG BT 7 7 B ARECKH L CTHE
(ZH S iz,

BE£M PK/IPD €T ILEEH

SR E/NESE S B FEREO PK/PD £ /L (010C, 010E, IA05, 008C, 008E, 009C, 009E, 011C,
2204 3ER) (ZHMEES I AHERER (2306 3BR) fERATT AUEEDOT — &1 v MBI LAk a
To7. ZOETNAEHNT, BHEA~Y XA~T7 %85 L7 2208 KO 2210 BRSO\ T
HAMEOREZIT 72, ZOfEE, MiFH A~ X~7, il [gE KO 1gE JREHER X RHER]
PK/PD €T 0B L HEEMEIZHE G LT e, SRz 2208 35 & OY 2210 kR T — & &
T PK/PD BT V& fifb L7z 7y, SIEERICKEREITRD i o7,

RHEM PK/PD fHTIC L DV R 2 b —a VofR LY, BRERHBERO MO T 2 #EH
BRoD> 225 mg $%5-% 4 HHFRE T 450 mg H5ICEE L2 BEOME T A~ ) A~ 7 REOHEE S D
Cmax O EFIZEFIREICE N TIE IS%EETH 7=, £7o, b IgE BEHBITEHFIREICE
WC 2 IR S 4 EEREGICERE L CHRRRHEBR 2R L, BEEE L72ifilh R R C &
HEFEZT,

5222 &#&H

2208, 2210 B OMFERET (D7e< b 1al, A~ VU X<7 3 1 [EH720 600 mg L E#&E
SENT-WBRE N E ENDRER, 2208 RER LD 2210 HEROHEE) MO REMAFHME L7-, 2208,
2210 BRI N 1 A7 DA~ Y A~ THEE-&D 600 mg LL ETH > oA TRb %< A0
NEAEREGY, BYYEB I OFHAEHRIE (SOCH]) | THY, FLAEPREIPEETH
ST, Al L7 T _NTOBERBRICBW T, EEidehoT, BEEAAEFSZORBUTIARIK L
OFEIIHRE SNz, £lo, BERIECESTAEFRLDOTNTHY, 1FL A EDREMIGEIC
LoTHELE, EXY, <1V X<7 450mg, 525mg, 600 mg DEZEMT 17 7 A WIEEE
AROHE (75~375mg) LREETH Y, Fii-eZe&tto ) A7 3/BESNenroT-, £z, A
bV OA~ Y AT EHEEN 900mg UL ETH-7=EBE (TR T —%) TORZEMEITEmO
BEMET a7 7 A NVERETH Y, Fil-RBE&RIETALNRD 5T,

B HGRIPRO—EAEEIZOWT, FERBEEZO 1 BH7-0 ORKFEGEEL O 4 BEHZ0 O
RRNBHERGREE QICEENORGERFAROFHENTH Y, ZEMEOREITRIE SR> T2,
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6 HERUEAY
6.1 INRBEISICHITERRT 49 b+

NHRBEOREFEELTRHLIED

EIP/NR I BREABR (B1301 3BR) C, TRERIEE G4 24 TR O EXEFE OB IE 0.92 B/
BE AT, XR—=RXT7 A4 (299 [B/EHE - ) LWL TERICHED L (p<0.001, Wilcoxon
Pt AR E)

SMEDINR oot FRERER  (TA05 #5R) o JAT EFT, 24 BRI AT v A NEEH 5 ol B
OFRBUE (K7 Y VEURIHTET M LD HEE L= &3 IR & 72 v O3B oh
FEFE (A~ U XA~ TR 7T 2 AREE, 95%EEXH) (X 0.638 (0.421~0.966) EITHY, A~V
A= THETIE T 7 B AR Tl B ORBUBEE N A EIZHA Lz (p=0.034, K7 Y [H]

JHIHT) o

YEEREERRFEF COIMEERT S

IA05 FRBR-JAT £ T Cox Bl T — RET M L0 HEE L 7= #lEIG B ER B E CO M O
T RRBCKT DAYV A THONYT— R (95%EHXH) 1% 0.628 (0.403~0.979) Th
0, I~ X~ 7L 7 7 v RITHTH) G EHEERBLE COMMZAEIZIER L7z (p=0.040,
Cox [T — KET L)

PRARICLIARDEERVEENREEEOREFEL IS HES

B1301 #ERC, JRBRFEE G 24 M OWGELZ X A ABEBEEE L 0.29 [/ « 4£C, X—RA T4
v (133 B/ - 4F) LB L THEICHD LIz[2.5-4.3.4.2 1H],

1A05 FBR-JAT ST, 1RERIERGH] 52 WA O ABEAEEE K OVE & Oty SR B, W
PTHOHMICABEREIALNR N6 DD, A~ A< THTIET T B REEIC T AR
& R OVER FE O Wi S H O BEEAMEE U72[2.5-4.3.4.2 1],

A~V X< TIFIABRDOY 27 8T 52 LT, HEAEGCFEE~OERE L OF N 72 A
BT D 2 LI TE B,

WRBRERRUVENICHS BELETHEE, REREEEZHET D

B1301 #&ER T, A~ VU X~ 713G 24 O EIER K OFNIC X 5 B R AETERE, & EE
RFEEELZN—RA T4 e L CHRICWE LT, £72, 1A05 SBR-JAT #£H T, 772 REEE
BREIALONEDD ST b 00, <) A~ 7T T 7 BRI TR S ORECKT
HWEBENKE N EAVREINT[2.5-4.3.4.3 1],

L7ei3oC, A~ U X~ 7IXEMED/NLG BEE O B 5 AE R ECK FIER RS 2 55T 5 2
EC, TOHERR - M AHZRBTE L LEX LD,
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B)BERVUTOREED QOL DHELHFTED

B1301 #ER T, A~V XA~ 7 3BE L T OREHR D QOL %O TRl L 725k, ~—2X 7
A T LA BICSE Lz, 1A05 SRBR-JAT £ TlE, A~ U X~ 72 L 2 85# QOL Ok
7T R ERIFEE TH > 72[2.5-4.3.4.5 TH],

OV RHICHh-5KEL-EEEERRONHMREETT

IA05 ARBR-JAT M T, A~ U X~ 7 Ol BHEEFEHU 4 20l R0 52 W (24 W A
T oA REEH+28 HE O AT oA FFEEW) 280 TRk L72[2.54.5 H], LIehA->T, &+
VA7 HEGIZE 0 BWIRICHI 2 BAF iR ha— L3 AIREIC /2 D & B 2 5,

(NBEDR—RSAVIgE BEICK ST —EL-MBREEOMHMRETT

B1301 #BAT, X—R 74 UIFOMIET IgE RERIOHSEROMHTIZL Y, WTFho s L—
TTHEE 24 %O EIEDOIBIBEE 1T X— R T A TR LTz, 1A05 3B TH,
— AT A UEEOIMIEF IgE JBE & A~ U X~ 712 L 50 B ER B OMHNI OV THREE OB 1
BOHIT, WTIOHPEFIZENTH A~ U X+ 70 L DM EHERBL O 2RO bz
[2.5-4.4.1.3 IH],

6.2 BREEBRAROZERE 1RH-YOAEDEMRUVRERMROZERE)
DRI 4 bk

(M1 BH-YDOHEDEN ESEREROIEK) IC&Y, BFLARICE-TERRaY FO—
LER+ALEE IGEBEDBEICH L TAT I X T ERAOHBEZFIRMI 2 EMNTE, BRBED
BEERERICHRTREMETOTI 7ML EZEBILS I LG ABREOFNMZHGETES
F~ U AX<7 450 mg, 525mg, 600 mg ZHERHE DX—R T 1 IgE RELKBEICKESTEE
U 7ot R, s obEiE IgE B3R T BB O 25 ng/mL BA Fic#ifil S, 4~ U X~ 7 600 mg
ERIRE DR—A T A IgE RE LREICESEEE LERER, 77 &R & ik U CRIR G S,
FOGEAECIHE Lz, $£72, A~V X~7 450mg, 525mg, 600 mg % &5 L7-Bowsitr
a7 7 A VTEAGRO A& (75~375mg) EIREET, #-2 U A7 I3 E SN2 o7,
L7=n-TC, 1 bz Of&E 450 mg, 525 mg, 600 mg B0 (RGEHRELOILK) T2
Zricky, MAROBEERAE CIIA~ ) A~ T 2R TE R o7 IgE BENFEL, 1o
PEFRRIC L > ThHiE 2 hr— A R+ BEICX LT, A~ X~ 7l HOME & et
THIEMAREE 72D,
QBEEROEE (2:BFREO—&% 4 BERICER) I2&Y, #IUXITREO-HDERR
E#HEFHSTENTES

FEEM PK/PD ET A TOY I o b—a VORERND, EFRETOMIE R 1gE IBED
Hef 1L 2 ARG L 4 BRREERS CRETHY, IKFEEETHD 25 ng/mL LA T & #EK T &
HEHR SN, £, EFRETCOL~Y X<=T7® Cmax 1X 2 BEERE G2 4 BERR S
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TR 15% EF4 20, HEMBEFEZO 1 [EHZ 0 ORKEGEL Q4B H 720 O KB
HEL QIIEERIOREERRAZOHMANTH Y, ZEEOBRRITIRBEI N hoT,

L= o T, MAROBERHE LD A~ X~ 225mg, 300 mg @ 2 HEEHG 0O—EIC
SONWT, 1 HH0OFKG5EE 2 %0 450mg, 600mg & L, ®EREE 4 BE Liz/20, %4
THREDOA~ Y X~ T HEOOOWEFEREIIH 2 [ 5 1 E~EER L, BE R OR#ES D
RO DAMEBHTE 5,

7 =EH

BUED/NRAE SO BTSRRI N TE, BEFREIC L > ThbiE = v e — L3N # e &
JEBE DL, ZOL 5 REFITHT HHBEREABRONTEY, HEa L e —LidR+
NREEFTH D, ENNTEM LZHFERERRICBOT, BEFREICE>ThE Iy ha—L33
A5 7Nk BB T o4~ U A= T OFNMEROZEERHER I &b, PRI
M LUTHAAREE, EHERIKE L CEMABEIC EREHRETH 2L T, BRIy bo— L &K
BETLHEZEZOND,

72, ENTEARO®R GBI E L OENA /NI B BE E 65 L LR CHVE
B EHER T, IgB BEORVEEMBEFICAY Y AT 2T N TE R0, #
HEBRAEROET (1 BHe OHEOEMEOEGHBOEE) T, SERBR L ORER
PK/PD f#fT L 0 BEAGROHE L RRREOFIMZ R L, Bel7a 7 A VTR TH -7, L
ZinoT, 1 HbHY OM&ELEBN EEGEHBELROIIK) 7228 T, BAKROKRGEIER
TEA~ ) AT 25 TERD o7 IgE BESE, BEFEFEIZL>THmEa Yy ha—un
RAERRBFIIRHLTY, A~ AT L DR ERIETE 5, &bl BEMBROER
IC RV GBI 5 20D, BEROREEOBEO- O OAMEZEMTE 5,

Lk, A~UX~71, BEFRFICE > THHE 2> b e — U R4 7a /N i BB B OV
IgE JEE O EBE ST 2H - BIERE LT, BREBO THFATHLEEZ, UTON
I TC—EETARHFET L2 & & LT,
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[HEESB] Y V7R FEM 75mg, ' L7 FHEH 150 mg

[ 4] A~V X7 (GBS T8 Z)

[ZhRe i3z (%) ]

SEE BEARREIC L > THmEIEREZ 2 br— /L TERWEHEDBE IR D)

[HE &R OV &)

W, HAEAd~ ) A~v7 GEafH#z) & LT 1A 75~600 mg % 2 XL 4 BEIZE T
\HESRT 5, 1 ElHZ) ORGEW NG HREIE, YRR SO MG IgB L K&K OMAEIC
HEoO%, TiloRGEMRERIZIVRET D,

(HLv W LA - HIBRER Gy, AR« 284y

BHEREER (1 55 HAL mg)

4 R 5
B EFOMED 1#E (kg)

FIgEREIUML) | 220~-25 | »25~30 | »30~40 | »40~50 | 250~60 | #60~70 | *70~80 | *80~90 | =90~125 |»125~150
230 ~ 100 75 75 75 150 150 150 150 150 [ 300 | 300 _
=100 ~ 200 150 150 150 300 300 300 300 300 450 600
=200 ~ 300 180 180 225 | 300 | 300 | 450 | 480 | 4s0 | o0 1
=300 ~ 400 225 225 300y 450 450 450 _600_ | 600 |
=400 ~ 500 225 300 450 450 600 _800_ |
=500 ~ 600 300 300 450 600 | 600 |
=600 ~ 700 300 450 | 600 i
=700 ~ B00
=800 ~ 900
=900 ~ 1.000 4IRS 2 50 FITHELLIBSITIE

>1.000 ~ 1,100 SERSEIE SO R BETACY

=1.100 ~ 1200

=1.200 ~ 1300

>1.300 ~ 1.500

i W] -

5 FOMmETD 1#E (k)

REIGERE (UML) | »50~25 | =25~30 | >30~40 | »40~50 | >50~60 | »60~70 | >70~80 | »80~90 | >30~125 [»125~150
230 ~ 100

>100_~ 200 2ERSERSOFCBE L BSE R
=200 ~ 300 LERREESO R EETLOE | I 375
>300 ~ 400 P : 150 525
>400 ~ 500 e A A 600
500 ~ 600 e I 375 450 450 500

=600 ~ 700 225 S 450 450 525

=700 ~ 300 225 225 300 375 450 450 525 500

=300 _~ 900 225 225 300 375 450 525 600

900 ~ 1.000 | 225 300 375 450 525 500

1000 ~ 1100 [ 225 300 375 450 500 5T

>1.100 ~ 1200 [ 300 300 450 525 500

1200 ~ 1300 [ 300 375 450 525

~1.300 ~ 1500 [ 300 375 525 500

BEBHHEETIE, AROBEFRHEEFARETH 5 0.008 mgke/[TU/mLILLE (2 LR FHR5E) X
0.016 mg/kg/[ITUMmLILA E (4 BEREFREE THRS5E) L7223 X HoHE5ER/EBEIN TN D,

(SRR BINGERT, WU « eGP
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VU T7RTFERAT75mg
VL7 ETERH 150 mg
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H R et 2
B B e 2
R AN B L S Y N 22 7N iU OO 3
2 AME DU SR DB oo 5
& — &
Table 1-1 JER SN EEHRFEE (BU)  [1EEREEME)] e, 3
Table 1-2 B ERRN/AEE Shc G EHER (BEU) [ BERSEm)] 3
Table 1-3 T B ] 0 D T R TI ettt ettt e e 4
Table 2-1 EU L8 O URAF SCEEDRBEME <o 5

Table 2-2 S TE D FRAT ST DT oottt ee s 13
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1 NEICEITSFERARKRE

2013 4E 4 HEBIE, A~V XA~T 2G5 L LA oG (EIERHET L L —n/h
NGB 1 BU, AA R, BB O 35 » EHU ETHEEENTWD, Fi, 5 EHRER
DEED S S 1 [\ OME (450, 525, 600mg) BN (GEHMEEREOILR) Shi-#&5
BHUER (Table 1-1) X BU, #[E, BE7R SR 35 »[EHL ETEREIN TS, D%, EU
TIE G AL T S -5 8BHEE (Table 1-2) 28 2012 4E 5 A 25 HIZ/&ARR SH, EU LISk
THEEZRE 10 » [EHLL ETER SN TN D,

FEE TOAFIRM A Table 1-3 12777,

Table 1-1 mARESN-H/REEMRER (EU) [1 EHE5E(mg)]

~—2341. IgE {3 (k)
R (UML) =20~—25 | =25--30 | =30~-40 | »40~50 | =50~60 | =60~70 | >70~B80 | =80~-90 | =90~-125 |=125~150
=30 -~ 100 Th 75 Th 150 150 150 150 150 300 300
=100 ~ 200 150 150 150 300 300 300 300 300 225 300
=200 ~ 300 150 150 225 300 300 225 225 225 300 ra
=300 ~ 400 225 225 300 225 225 225 300 300 450 525
=400 ~ 500 225 300 225 225 300 300 ra 375 525 600
=h00 ~ 600 300 300 225 300 300 375 450 450 600
=600 ~ 700 300 225 225 300 375 450 450 525
=700 ~ 800 225 225 300 ra 440 450 524 600
=300 ~ 900 225 225 300 375 450 h25 600
=900 ~ 1000 225 300 375 450 525 600
=1000 -~ 1100 225 300 375 450 600 FLE )
=100 ~ 1200 300 300 450 525 600
=1200 -~ 1300 300 rs 450 525
=1300 ~ 1500 300 375 h25 600

ABY &5 - 4 BRERS, WIS« 2 B RS

Table 1-2 BERRL/EESA-BREEHRER (EU) [1 ERE=E(mg)]

P = {5 (ka)
R (IU/mL) 20~-25 | =25~30 | >30~40 | =40~50 | =50~60 | =60~~70 | =70~80 | =80~-90 | =90~-125 |=125~-150
=30 -~ 100 7a 75 7a 150 150 150 150 150 300 300
=100 -~ 200 150 150 150 300 300 300 300 300 450 600
=200 ~ 300 150 150 225 300 300 450 450 450 500 =T
=300 ~ 400 225 225 300 450 450 450 600 G00 450 525
=400 ~ 500 225 300 450 450 600 600 375 37h 525 600
=600 -~ 600 300 300 450 GO0 600 375 4450 450 GO0
=600 -~ 700 300 225 450 600 rs 450 450 525
=700 -~ 800 225 225 300 375 4450 450 525 600
=800 -~ 900 225 225 300 375 450 525 GO0
=900 -~ 1000 225 300 375 450 525 600
=1000 -~ 1100 225 300 74 450 600 mEeT
=100 ~ 1200 300 300 450 h25 600
=1200 ~ 1300 300 375 450 525
=1300 ~ 1500 300 37 h25 600

FR Y 4B, RS | 2 B S
R A5 5 BN D25 5 24 5 5 %R
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e - R

Xolair 1%, FEA, FHH, KOV (6 mLL
b 12 A WIS S D,

Xolair DBEH-1X, IgE MTEMRGE EE X5
NHBRETORRFTHZ &,

AR OEE 12 5Lk B)

Xolair 1%, EFEMEWABURIZXRTT 5 Btk
J¥ SO XX in vitro SOGYE,  TRFEEES T
(FEV, <80%) M UMHZL /B MR 3K
MIREEN A AL, M omHERA LT o
AT aA KO A& & BRpREREZIA
By HNEEE O GF I & B o & 37 O i B 1Y
HEANE Y IR LA B D BEIERHE T LV
— e E D BE OB T L — L hiE
THI-OOEMEEE L CGHEIGI D,
/R (6 iE LA 12 s )
Xolair 1%, EEMEWABURIZXRTT 5 Bk
J SO XX in vitro SOGYE, R OBEE 2B
R UK REEN A B, D oR &
WAz VFaxTaf FOMEARE L ER
VERZIR A B, DI & B &
JEE O B VR L A5 LD EE
Frgetk 7 L X —Mg R EF o R = v b
0 —/LEEET L OOBIREL LCHE
SN D,

Table 1-3 FEETORBRR
E4 724 KEEEAR AW - A&
EU Xolair 2005 4 TRURE Rz AR5 1 e OV iR
75mg 150mg 10 A 25 H &
powder and Sl S
solvent for 75 mg: :{rgﬁﬁﬁ]%{{ﬁ .
solution for 0.6 mL{ZA~ Y A~T
injection 75 mg & ip
150 mg : VAfRM%3RIK
1.2mLicA~Y X<7
150 mg & &
Xolair 2009 4 FTABELT Y VA
Z(fhllltli%),nlfo(i mg 2/10H 75mg : 0.5 mL DFETA
injection gAY 2 RN A Y
<7 715mg H&te
150 mg : 1 mL OFTAK
BV VHRNCA~ U R
~7 150 mg & & e
K [E Xolair 2003 47 RS WL AR 4
6 H20H

150 mg : 1A% 3RIK
12mLiZA~ U X~7
150 mg % &

75 mg FIA1% 2004 42 H
27 HIZAGR S TWD
D3, USAFSCEIE 150 mg
TH D T,

Xolair (A~ VU X~7) 1%, HEE~EIE
Frgethmi 2 21 T A AL OEHE (12 7%
k) @5, @EEEATURIZGELE
BSOS in vitro SUSMEZR R L, O A
2704 R TERPHFICay ha—Lr X
R WEEIZHEIGE D,

Xolair 1%, ZH6OBEIZIWV Tl BB
OFRBREZERT IEDZ LRSI THY
%,
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2

NEDFMNXEFOME

AFNCRET 5 EU @ o cE (2012 4E 5 A ki) Ol % Table 2-1 12, KEORMCE
(2010 4 7 AHLET) OWERS % Table 2-2 (2787,

Table 2-1 EU B DG XE DB
Xolair 75 mg powder and solvent for solution for injection
724 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
a4 CRHRCIEESAN 75 mg M OVRMRIR,  BORHLIBRIEA A 150 mg & ORI,
LT =N

75 mg T A A Y > VA, 150 mg T AR U > VA

e - R

Xolair 1%, ARA, 4, KOVNE (6 mELE 12 mAh) (S8 S b,

Xolair D 5-1%, IgE NEMEMGE L EX DNDHBETOHMITHZ L,
AR OFE (12 52 F)

Xolair (%, WBEMER ABURIZ K9 2 BB & U in vitro BOGHE,  FidSREIST

(FEV, <80%) K OMAZ/RBRRYEIR SUIKRENA N, POmARRAaLFaZxT oA R
O A5 L BRFEERRN B, IR O I S B b T EE O EHEENREE D K LA L
DEIEFHET LV —MREOBREONEE 2 h e — L2 UGET 52O OBMNEE & L Cle
N5,

N (6 R PAE 12 A )

Xolair (%, WEMERABURIZ K9 2 BB 8 SO U in vitro BOUGHE, B OSEZS 2 BRIE IR 33K
MIREER A B, omHAERA LT a AT oA RO ARG & ERFEERRON B, filig
OO S B & T B O B ENKE D K LA B 5 EAERRGE 7 L L% — Mg B ABE O B
oy he—LVERETLHT-OOBEMEEE LG S5,

M- M

fein

Xolair D518, FIERHCIENGE O MK OVRRIR RS S F 2R EM S BAAT 2 2 &
HiE - &

Xolair OG- EX OG- BEL, THRBAARNCIE Lz iiEH i IgE BE (UmL) K OMERE
(kg) WL VRET D, AEREZEIV Y THE0, BESBRMBINCTIROMBEFRIE 7 v &A1 % H
WTHBREDIGE IREZET 5, b DORIEMEIZHE-SWT Xolair75~600 mg % 1~4 [BIZ4531F
THHT 5,

IgE SRS 76 IU/mL A5 D BFIL, 76 ITU/ML LI EDEE X0 L7213 DD HERPMK
Molz, WFERIE, 1gE DS 76 IU/mL ANl 0 A K OVE #BE J Of 200 TU/mL A4 o>/ e
BE (6Ll 12 5K ~OES ZtET 5 i EFEERAGURIZ K9 2 B 72 in vitro KOS
Pt (RAST) BNALND I ExERTDHI L,

A, FELOVNE (6L L 12 ki) 1o LT, #ERE—ERICO VW TIEE 1, R5EHR
FRIZOWVWTIEE 2 L3 2B,

R—AT A4 D IgE EEXIIKRE (kg BELHEHRFRISGEY LR2WBE~OEHIX ThRnE
Cl:o

BEHRAEL, A~V X~7600mg D2 WHEOHRETH5,
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Xolair 75 mg powder and solvent for solution for injection

R 724 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
k- HE | R1: BEPOEFREDOANAS TR, HEHEEROREGKE~DERE
(mo%) M (mg) INA T IV AR 5 G- Bt (mL)
75 mg* 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
450 0 3 3 3.6
525 1° 3 4 42
600 0 4 4 4.8

TR TV (Xolair 75 mg) 1 Adb 729 O 5 EIE 0.6 mL,
> XA T (Xolair 150 mg) 1 A7z ) O m &5 &I 1.2 mL,

¢ 3 150 mg /SA TG 0.6 mL & A,

£2: 4 ERRRE, 4 BEOE TREIZEL S Xohair D& 5E (1 [EESE [mg))

BE(kg)

R—=2 54

D IgE

RE >20-  >25-  >30-  >40-  >50-  >60-  >70-  >80-  >90-  >125-
(TU/mL) 25 30 40 50 60 70 80 90 125 150
>30-100 75 75 75 150 150 150 150 150 300 300
>100-200 150 150 150 300 300 300 300 300 450 600
>200-300 150 150 225 300
>300-400 225 225 300 450
>400-500 225 300 450 450
>500-600 300 300 450 600
>600-700 300 450 600
>700-800 2 JH kR G-
>800-900 * 3 =M
>900-1000
>1000-1100
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Xolair 75 mg powder and solvent for solution for injection

W5E4 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
ik - HE | 3 2BABRS, 2 BBORTREICE S Xoair DR EGE (1 EHRSGE [mg)
(m3%) —
R—Z 54
O IgE & >90-  >125-
E@IU/mL) |>20-25 >25-30 >30-40 >40-50 >50-60 >60-70 >70-80 >80-90 125 150
>30-100 4 1 iR 5
> 100-200 x25M
>200-300
>300-400
> 400-500
> 500-600
> 600-700 225
>700-800 225 225 300 375 450 450 525 600
> 800-900 225 225 300 375 450 525 600
>900-1000 225 300 375 450 525 600
>1000-1100 | 225 300 375 450 600 Bl LapunZ & — HESE A B
>1100-1200 | 300 300 450 525 600 THT—Z 0B
>1200-1300 300 375 450 525
> 1300-1500 300 375 525 600

BE5HIR, =%V 7 ROHESE

Xolair [ ZEHIHIEGHTH S, BRRRN D, Xolair OFWEMNBLI D E TIZ 122005 16 BT
DT ENHLMNMISNTWD, Xolair FHEDOBME S 16810, S HICE 5% EiT 2R1IZE
BN R A T 2 LN H 5, Xolair DEHAKGEIL, 2NN E 2 b 1 —/ L ZF R
WENHLLNDNE I I > TRET D,

Xolair OG- 1k 133578 IgE B E O R/ RO UCBE U7ERN BN 5, ¥ IgE 1B 1 3# 54
W ER L, #&5F1E0h0 1 ERE ﬁbf%kﬁbtii®%Aﬁ%50:@t@,XMﬁ@&ﬁ
FICHHIE L7z IgE IR I A ER EOFE L L CHEMAT 5 Z L1 TE R0, 1R OK Gk
BRI E5 2 HET 580, BYOABRERIE N MG IgE BEICESWTHEZRE
952 L, Xolair DEGHUWIHIRIA 1 LU EOEEIE, HESXED 72O IZME R IgE BE % /H
HELTH LW,

WENPRKE B LTESGEITE, HE2RET2 8 (R2KV32H) |

FeRI e B

B (65 BELLL)

65 1% LA _E D BF~D Xolair DFEFIZ OV TIR L NTZT —F LMW, @il EE B A
BE LR AREZHET S Z L 2R AHMIEERD BTV,

BRI RENE Z 5 T B4

BT E B 3 Xolair DFMEHREIZ KIE T B OV THRET L 72 BRI T Ty, iR
%mﬁf®ﬁvjxv7®7j77/xmm£ AN R (RES) AEEE L TWab 72, BX
T RERE R L A B RA LI D FH @mﬁwa%x6m5o_m6@$%fiﬁg%%_ﬁ
E’ﬁ?‘éd\é\glifib%), Xolair ODFEEIIEEIZITO Z &,
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CTD16 NEIZHITHERKREFICET HEHR

Xolair 75 mg powder and solvent for solution for injection

724 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection

Mk - HE NIEHEE

(23%) Xolair ® 6 FAIGD/NRIZI T 2 LEMEKROCENIED, 7 —F B F oM TORWIZOFEL LT
f(ﬁ l/ \O
55k
AFNOEGIIR TREOHRL L, RPN D AN~ORGIITDORN &,
AFNIWED =AFHENL TG T D, ZAHEH~OREGZ1TH ZE B TERVEBAND 256
3, REEEBICEG L Th L,
Xolair ® HOHEGRERIT DTN THD, TO7d, AFNFTEEHEEETICL2H5E2EXK LT
5 o
Xolair #5-HIOFEZSWTIE, AFOEFERGIEOHK Y —7 Ly~ OEREFE T HH %
ZROZ L,

A EORE | &R

AFNDH RS SUTIIMPNZ X D@ BUE OB 2 A4 2 8%

ZERMERA EOBER

ERRTER

DHEONG R, 2O RE SR R O B EEREOIREIIIER LianZ &,

& IgE JEBERER O LA X — RGN T AL AFEDHBFE 255 & L7z Xolair DRFENRT
T4 TR (BT VAX—, T hE—EER, T AR EERICLVFERIND
HLOEED) OTHIZEET 2 Xolair ORRFHIFM S LTV RV, Xolair 1£Z O X 5 72tk OIRE
[ sT:) W DA AN

H O R A, EEA RN TEMERB L OB FEOB I SREEE 2 T2 BE x4 & Lz
Xolair ORRFHIFHE S TRV, T OBFEM~D Xolair O GIZEEITIT H LERH
50

Xolair D GBAMBICEE M UTBART 0 A FOFKGEFSRFIE L TR bRV, AT A K
OWEIL, EMICX DEHOER FThaIiTH> 2 &,

SRR E

o M7 L)X —K

EHIRTEERICIE LIZBUCEE LTZGATYH, A~ ) A~T 3774 7% —RUOTF 7 4
XL —a v JEORFL LATRH DO TR T LAX KSR E LB AREMERH D, ZiILH K
W02 1%, Xolair OFIEIN NZFNLAEDES 2 L TH b 2B RILINICA TS, EHG 2 H
MILI L, SO 24 BELLERGB L TG AL2EELH D, TD®, Xolair 5 L=t
W20, N TEDL LI T T 7 4 T —ISBEAOER ZHICHEL TBRETH
5, BEIE, TROORISHE UL AREMRDH Y, 7 LT —IGHNE U bl IEEE
ZFH LML ETEBLIRETH S,

BARRERCTIET 7 4 X —NEENTH -T2,

ERARBR T, PEOBETH~ ) XTIk T 2 RN Ao o7z, Hid~U X~T7HiikE D
SR A 72 BB L 5 2T 22 > T 7Ry,
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CTD16 NEIZHITHERKREFICET HEHR

Xolair 75 mg powder and solvent for solution for injection

HR5E4 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
EH EOVER | o MiEH
(D3%)

B & OISR S TB RO BT LALXF—KIETHY, A~ U XA~ TREDr MEE
) a—F AR E B LI BFICRO BTV 5, REERSEIORT L LT, Hid~ ) Xv7
FURDRBUN L > THEBEEGEDTER SNILET D LWV IFENRBEI LTV D, —IZIEY)
[ 5 3UEZ AR DOEEN S [ ~5 HIRICERRANA LN TRY, EYREREE21T-o72581Cb
FEHENRD LN TN D, MIEFRZRET DIERICIE, BIgiR BEE, %2 GRS XX o
OIHE) , BEAKOV FiER ERH D, REBO TP XUIIEEICITH e A X I VEE AT
oA RBRSRMTHD L EZ LN TS, BFEICT, ERNSEONESAICITRET 2 L o2
Y5,

o T X —7 « A KT T RIEMERE & I BREREE S 5E
EEOMEEBFITITENS, SHMEFIREREZIECT LV X — I BERE R SRR A R (T %
— 7« A NT T REGERE) DNAHALNDEZENRDHY, ZHIEEE LY, BEFIIAT oA Roey
BEIZ XV IRERT D,

FHUZ, =V XA TEOHMEIRIZ L AR OBEIS, 2 VEOIFREERENN & OV E 2 53 7
LN, BRETDHIZEND D, ZNOLOFEZRITITEFERO AT 0 A REEOREBE LT
Z

INHOBHFIZBNT, FLWHBEREOHER, mEREORS, WEROE(L, RIS,
DA PHER Y/ E=a—a /X —DFRBUZKT L, EMTER L TBL,
REOGIE RIEE N EE OEF TS T A~ ) A~ T oFkE R IEEBET 5,

EVEREY)

AR OEE (12500 B) Zxtg & LR HIZ1E, Xolair 58 (0.5% ; 5,015 #ilH 25

B & xIRRE (0.18% ; 2,854 Bl 5 6) (ZHUF BFEDOIAITEM EOARB B AR bz, FEiE
B ODBIZARE 1T, Xolair #5-HER OSHIREE & b 1% K0 T o 72, B S5 ORI SIS
PlroTnZ b, EEHRNHREE>T7- 2 &, ROBIEGIDER F ORI G, BEED
HERRIZ RN DO LB X B D, Xolair DEFRRER Y 1 7 T A CHIEE S EMERT Y O %
AR, —REBENTHRESN TV ERERLFEKETH T,

FAER (IFEd)

IgE 1%, W< D7D BUBY T i T A BN BICBEE LT\ L E 2 bbb, 7T R R
TIE, BEREGED Y A7 MEMEANCE WERE LA~ U X~ T 2R ET 5 LGRSO
T 5 EMRENTZN, BRORE, BEAEE &K ONEEMKISICEEBITIRD bvieho T, 2R
077N (ZOXD 7% RN T2 X9 IZIEFE STV 123817 D ik BUEYLER1T 1000
B BRI Ch o7, LL, EHEEOY 27 BREWEE T2 ET 288005 (5
(BRSO THURI RT3 2 356) o BEDHERE SN 28R EKIZSOG L7V 5413 Xolair D
BhIEERiTT5 2 &,

D EEKG & OMEERKOEOMOHEEER

I~V RX~T DU VT T ACTF b7 r b PAS0 ER, FEHR L T ROY 3 i A3 5
L7/, Y-SR AAERNE U FIREMIZIE & A ER, EEML XTIV 7 F 2 & Xolair
& OMAMERRBIEIFER ST, BEIBHFRICHER SN EENE WY & 4~ ) X<
7 L OMEAEH Z TR S 5 HEZA M RIT 20,

BB CIE, WMAKRORRO AT uA K, FRRVERSR R O RERR A B, S, voa
a M) UREHER, T4 T 4 U U RORAPIE AH 2 A Xolair & T AR AEN L0,
SRS SN 2 S ONETAFER & fE LT, Xolair DLZEMENZELT 5 2 & Zomd il
RO BN T, FRRAGERE GUERIERE) EoPFRICET 2T —Xidb T LaEon
TRV, Xolair 2508 & O L2 BERRBR T, BRAGERE L O L7284 & Bl
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CTD16 NEIZHITHERKREFICET HEHR

Xolair 75 mg powder and solvent for solution for injection

HR5E4 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
EH EOERE | 5 & &2 LI5S, Xolair DR MR A MEICZRITGES bhkd o7z,
(D3%)

Xolair (&, 5 HUERGE S At o> F5 A4 HUB S O TR A 9~ 2% HA41 O B0 R & AN I8 T~ D B8 L 1L
BH%,

ZARRE, HIER MRFLFE~ DR G
L3R

G ~D A~ ) A~ T OHRGIZET 380727 —Z 3G TORy, B ER I, TR, IR
S RERFEAE, Sri B O\ AR OREITxES 2 BN UIRHEEN 2 FEERITR I TW RNy, %
~ U A~ 73RN A ER T 52, RIGICEEREELZRIETNE S NIAATHD, & U
SOEREHICA~ ) X~ T K595 & i Ol MR MR R L, Z OREICkt
T DR IEAEEY O ST DR NCE N 2 AR ENTWD, R, L NCKERES
ZBRE Xolair ZfiH L2 &,

b

F= Y X7t MHITRICHEE SN D02 8D NIRHATH D, A~ U A= 7ide MBS OERE
FORIT IR SN D728, FURITRENAE U2 WREMZBRINT D 2 LITTE 2V, Xolair D
BEPNIRAELITORN T L,

FvU XeTOE NCBT BRI — 2 B TR, RAHERE G IREE R 5
FERRMIRCIL, T~ ) X7 &Rk 75 molkg O RCIZHB 5 (41T HER OMEDOZ R RIS T
R DA T, 12, BB LI BIREE 2 AT SRR I, RABE ORI
R LIRS T

B BB OEG K& OB RERE N 1T 2 8
Xolair O H B H OEHA K OFERIRIERE N4 D32, b L IEIERITD 20,

BIfER

Xolair % A\ 7= Lol FRAZMERRBR T 4,400 Bl B2 57 LLX— MG BEEE T 0 X LIZE Y
fHiF7=,

AR O 2 L EOFEBE ZxR L U BERRER T b SHEE ICH S SV-RIERIE, EH
FOLAOG GESHALESR, JEIR, AL OZF S EEL &) ROER TH-o7-, 6Ll L 12 5%
K o/NREBE Zxtg & UTZEARRER Tl & M I S nUARHK) & o Btk n St b 7= RIVE A
%, BHW, REKOLEER TH-o72, ZHODRENWERDIFE A SITRE I EETH-T-,
Xolair & # 5 U 7= 22 2 EMRATEE F CEAARRER T2 508k S - RIVEA 2 MedDRA O#:E K/ 4H
B OFEBUEE RN L TR 4 137, BEBEOKSETIE, BWERHZEEEOENLONLIE
WZHECE L7z, REBUBEEE, 10%LLE, 1~10%A0#, 0.1~1%KM, 0.01~0.1%A & O 0.01%A
i & ER L, MRBIZHE SN-ERORBBEIIRY] (AFLTWDHT —Z b TIHHEER
"RE) & L7,
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CTD16 NEIZHITHERKREFICET HEHR

Xolair 75 mg powder and solvent for solution for injection

724 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
M LoEE | &4 : BIEA
(93%) BHFES K OF B
0.1~ 1%KT WD
0.01~0.1%A: 1M B A
JiiR7: 9 ROYINFAE -}
T~H M FAE 1 MRS S
SR EE
0.01~0.1%4 it jiz;;ﬁ;g%gm ZOMOEREZRT LAF IR, A~
~H MIER, FEK O > SEE & & Te
HRERER
1~ 10%A1 P
0.1~ 1%AH Jeth, SRR, IR, FEMEO FEW
B e
0.1~ 1%A1ifi RO LT, AT
Mk, MIEiis K OMERR RS
0.1~ 1% T LR —PERUE SRR, K
0.01~0.1%A i LIRS
B 7 w‘vﬂe“wﬁl’ﬂ%@im%ﬁ% (FT7bb, F¥—2+ AFTFTRA
SEMERE)

S
1~ 10%A1 R
0.1~ 1%AH THALAR B e OSEAR, o1, B
BER LR THRES
0.1~ 1%ATH SRR, FRE, 82, T OEEE
0.01~0.1%Aii JIIRERE
~H i EAE
PEBRE LUEAHRER
~H B, FhPade, BIEIIEAR
— % - £FEER L CREHAORE
10%LA 1= T
1~ 10%Ai JERR, FLBE, S, MOV S FER e & OESHBALOS
0.1~ 1%KT A TN PFRRIRA, BOIR, REHN, 5

* 6 Ll b 12 BT CRIVEE DY 10%L 1
6 kUL b 12 A C AL D L= BIE A

o R E

FELWERICOW TIEE L OER LOEEOHE S,

EE A

FRARON 12 5% Ph EOFFE A5G & LTz Xolair DERIRGRER 7' 1 7T b THIEE SV BMETEY O
MFRERIT, —RRETHRESNH TV D RAERLFERTH o1,

6 Ll b 12 meAI O /N R & LTZBRIRRBR T, A~ ) X~ 7 REUSEMEH Y O SEH
Tt Shiiolo, —JF, SIRBRCEMES ORI 1 H8E Shi,
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CTD16 NEIZHITHERKREFICET HEHR

Xolair 75 mg powder and solvent for solution for injection

HR5E4 Xolair 150 mg powder and solvent for solution for injection
Xolair 75 mg solution for injection Xolair 150 mg solution for injection
M LR | Bk ZERA N b
(D 3%) beigons IR K OSifoe o OBLZABRIZ W) €, BIRMARZER R A X & (ATE) OFAEHER DR

PIRENTRD BT, ATEZIIMMAF, —@PERME M 1E, DA%, RZEPOIE, ROVMLE
3 (REARHOELE 2 ETe) BNEENT, HikHRERER D EH O ATE F4 # I3 Xolair F£T 6.29
(17/2703 BBEA) , XtIREET 3.42 (6/1755 BEE) Tholz, Cox WhINF— RETFTLICLD
fiEHTCIE, Xolair & ATE U X7 L OBEMEIXFED o7z (0N — R 1.86 5 95%(F XM
0.73~4.72) , #2538 TI%, ATE 43T Xolair #£ T 5.59 (79/14140 BE4E) |, *HREET 3.71
(31/8366 FRHELE) Tholz, N—ATA L OLME Y A7 77 7 X —&E L= 2L BT T
I%, Xolair /X ATE U A7 (2B L7Zgro 7z (O — R 111 ; 95%(E#E X [H 0.70~1.76)

/MR

PR CI/ MBS IER FIREZ TRl 72BEIE T ThHo72, T koo h, H
MHEDHFLO~E S 1 B U Ao TV b DIF o 72, BIRGER| & U CRFREME L MR
FENTIREICHRE SN TIW 5D, b NUAAOFEEECBIE S X 9 2 i/ MR D FEBE ) 7208
HRE =%, B R (6 EOBE) TITHE STV,

7S R ERABR T, IEIETED U 2 7 BRI E B~ ) R~ T A TS & i
FRDOTNICHINT D Z EWRINTDR, FEIFICHER TIER o7, BERoOFKH, BIEE K
BSOS IE D b lehr o T,

BERS

Xolair DE RIAEIZH ST I TR, K 4,000 mg 23 BF ICHEFFARNE S ST b
25, FAERIRFHEIZRD 5Ty, £72, BE~ORKEBER ST 20 8T CRE S
72 44,000 mg TH DM, ZTOHETLRAMOFEERFEIIRBO N1,
BERSNEDNT-EEIE, BEORERMEEIVEROBEIICEEZET D, WURGEE
L, WEZEBIGRT D &,

SETEA A

201245 H 25 A
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Table 2-2

REDFMHXEDHE

XOLAIR®

o

=N
I=2X

BREHEL R H A 150 mg

Xolair (A~ VU X~7) 1%, PEIE~FIERFMEMEZ2HTHMAROEFEE (12 m k) @9
B, BRI A GUR IR & RS X in vitro SOUGPEZER R L, O AAT 1A R CERA
3y b e— L SRARWEREICEEIG S D,
Xolair 1%, ZNOHDOBRFICB W TIEMEORRELLETEIELZ LR RENTWS,
i B9~ % B A PR

Xolair [ZML DT LL F— PR BOIEFICIIHEH Lisn 2 &y

Xolair 1 ZAMED K& S K O ERIEEEOTRRIIIFER Lisn 2 &,

Xolair 1% 12 R O/NRBEIZIIFEH L2 &y

ik

Xolair (A~ VU X~7) 150~375mg % 2 XTI 4 HEEIZEZTHRS TS,

B 5 H(mg) M OB 5 HERE 1, B 5-BRLARNCHIE Lz miE Fie IgE B (IU/mL) K OMRE (kg)
WK VIET D, B#ERHEDE Y 2 TIZO0 TIFLL FORGEEWEK (K1 ROK2) #2/MH
7524,

LD MBI SWTIE, BFOREBEEERONGE 2 hr— LD LS x, EH
MINZHFHMI T2 0 LT 5,

#F 14 BEERES
MR ORA KR OFFEBE (12 WLl b)) 13325 4 BREEOKR FHESIC X 2 Xolair O# 58 (mg)

RE (kg)

B ERT DML
IgE #& B (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 %2 B

>400-500
>500-600

#2: 2 EERES
MR ORA KR OFFEBE (12 L b)) 13325 2 BEEOKR FHEHIC X 2 Xolair O# 58 (mg)

RE (kg)
e LRl O ML 75
IgE J8 E (IU/mL) 30-60 >60-70 >70-90 >90-150
>30-100
>100-200 * 1 B 225
>200-300 225 225 300
>300-400 225 225 300
>400-500 300 300 375
>500-600 300 375 BELRWNWT &
>600—700 375
FEFRES
FENRE LM LIESEITE, ARERETLZE (&1 ROFE2 Z=/H) .

MIgE BERHRSHICEREL, BEFIENS 1EPRBL L ERA LETEOEERHD, 20

72®, Xolair OG- HIZHRIE L7z IgE BEITHEREORE L L THEHAT L Z LixTE 22w,

® | RGO E W : YO HBFRERICE SN -GS IgE BEICESHCHEEZRTET
5:&0
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724 XOLAIR®
ik - & ® Xolair OFHHEHIMA 1 HFLL L HEREDOZDIZIIEFR gE RELZHNETHZ &,
(22%) B
Xolair |3 FIES TG SN D, AEEITDOTNICHERDH S 720, EHT0I25~10 a2
THEAENRD D, %5 TLH 5 1.2 mL(150 mg)D Xolair 2% 5-T& 5, HEHFERNL 1 HFTIC
150 mg LA &35 L CiE2e 7220, 2 AT LI E OSSR 1T C 150 mg L EA #5425 2 &
(#3) .
73
TSR O i &
Xolair D& 5-& (mg) BRI MR (mL)
150 1 1.2
225 2 1.8
300 2 2.4
375 3 3.0
A EOER

BE . 7P TI45%—

KEXFWNA, BIOLE, &M, BFRBE®/ UIEED L XEF0MERES L TREHRT
BT FT745F%T—D, Xoair OBRESRICECELHEINTWVWS, TF745F—i%
Xolair OFIEHREGHBEHICHEAELTWVEN, EHREREICE 2THERENE» D, 1 £ ERHE
LTHhbACEBELH D, Xoair E5BIT, TFHI4TFL—DYVRAIBHBH, BY
]|
IIEEICBELZBETAIRETHS, Xoair 25T HE, ERULELZIEMEZENLIS
TF74T7FV—%2BETIRBEELI TRBRETHD, EDBITAEBX, TFH745F
T —DEFERPERIZOVWTH SR, b LIEERSAE Uk SR BELZ T L 5HELT
B ( TEEREL LOREE 2/E)

=YY

Xolair DFERIE, UT2ATHEBEIERLENTND

Xolair & L < 1% Xolair DIk 2 B FE O IBBUE

BEEROER EOBEER

TF74T7F%—

TIRETER AR B & O\ IR % O B F 5128 T, Xolair BHRBIZTF 7 4 X% —WELT- L8
HEEINTND, RS2 D OIEFIOBEIEIRIC T, [REZ T WA, Ki)E, &K, =
Wz, ROV OIEMES L IXEOMBEREREGENTWD, ZHHHERO—EIX, Emadd)
THDELARS>TWD, HRATHRKRRRICIH VT, Xolair ODFERICE AT 7 4 7% —OHEEIX
0.1% L HEFE STz, THIRE O BRI E TIE, Xolair DFEAICL AT F7 4 T % —DHEEN,
2003 £ 6 H~2006 ££ 12 A OWIMDOBERK 57,300 4 & WO HEERBRICESX, D sd
BED 02%EHE SN, TF 74 5% —1F Xolair WEHEEHFHIZRKREL TWER, EH
OG- 0BG, | FEULERBL THrSELTVWIEALH D,

Xolair 1, EMEENLIDBTF 7 4 T —DIEFEICH UIH 2D b 5 EREEED, EROLE
TOREEETRETH D, HIRATERABRE OCHEEO BRRE TALNTZT T 7 0 7% —%
B ECORMZEE L, Xolair &5%ITEE 2@ 2WMBEICHERTD ( /FIEH) 2/4) .
BEIIE, TF 74 5% —OBERIERIZOWTE L, & LIERAE U bl nIc B %
ZIFDEOEELTEL,

OB SISV U= B T, Xolair O ETILT5% (/22 M)
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e XOLAIR"
W EOTEE | B A
(O3E) | ERGZOMOT LA F—ERBORNRORE (125 E) &% s LI BRRB i

Xolair #5-FB3 4127 #ilH 20 61 (0.5%) K OSKHFREERFE 2236 B 5 ] (0.2%) (ZEMEHAY
NEE ST, Xolair ¥ 5 BF BRI NZEMS/EMORIEIIZ Lo TRy, L, 2
BIELAN O SRS, RiNIIME, REEROETFIRENENEN 2 FILL EIZAETTIED, O/ S
FERFROENL 1 BHUE LT, ZNHOBFEOKRESIE 1 FLUNICEIZE Sz, Xolair (2R
BT LA OB R OERF AN Y 27 NEnEBE (B Eimg, BEWEE) (A L%
BORBIIAHTHD (TFIEH 2

SR BIE R
Xolair 230 B A ZGRICREM ST 5 2 IR SN TW RN ®, Ao e s & O BI
VEBEROIRRIITER Ln 2 &,

27 a4 ROBE
Xolair DOEEGFMHICEFEIIWART A FOFEEZRPIE LW &, AT A RO
21, EMICL2EBEOBEHET CHRAIZITI Z &,

HEETRIESFEDIREE

FAUZ, Xolair THEFEE LTV HIEBEICMER (Fv—7 « A T 7 AEBERD) OERO X
S REEREIVEDIFRERESIEN S SN D, THODHERIT-NTY (BREITIEARL) KOR
FuA NEEORENEE L TS, EFMAT o/ FTHRESNEBREICBWNT, ZELWGE
B OHERS, MEREORS, FEROEN,, ERSOHELD/ ii= 2 — a8 —O3BICxt
L, EREZs L TEB<, Xolair & 25 OREEDBIHMIIMEN STz,

HE, BfE, KOHS

BB OMAT, Xolair ZHEIHEE S L IXZNLBOELO 1 225 5 AkICEESR FETH
¥ GEHZEL Lo Z A7), FERO Vo EERZ & e iR R OYRE A RRBR L 72 B
DD, HDHEETIE, T DOIEROTERITLENER G OB ICHERE L, SEEGEROIEED
U < 1 Type I SE O B2 FEARRDS 20 B OREFI TIER LNV, MiFROBEIZH R L5 72
FEROIBENR R S5, BEICZNS OIREIER S R SN HE 121X, ERX Xolair D# 5%
WD RETHD (FIEA ,  TTTRE DR )

FHAEHR (Fh) R

FIEME YL U R 7 OEWEBEICK L, Xolair FEETIIZN O DORGEICHOWTE=F Y 7 %
THRETH D, Xolair FHHILHZD, LJFRMIE RS LGB =2 U o 7 B2 Hlr3
DO, o T =23 ES TV,

LI d Y (ald, #9h, Him, FEER) OV X NEWBEEZRNRICLET I VL TITD
Nz 1ER OBERRERICIBW T, MEAEORMIC L B LB, BN E L0t ~) X~7
BEHBE T 53% (36/68) THol-DITkL, 7T HRMBTIL42% (29/69) Th-oT-, B
*9 B Ay RO SHEEMEIL 1.96, 95%EHHX M (0.88, 4.36) L780, ZORBRIZBWT, &
Yk B UT- B TG Lo - L e, Xolair ARFIE Y 0.88~4.36 5% - 7- 2 L VR
X7, R OIFEIC L0 FHI L 728 8] Ao il YRR~ O KOGE, BGHERICENZed o
776

FRRRE

Xolair DFEH#%ITIE, Xolair : IgE #WAROTAIZ LY, MyFHHR gE REDN EH35 ( THK
W) 2, MiEPRIgE BEO EF1E, Xolair OFHFIE#RK 1 FMICH > TR
HEENRD D, FEPIEE | ERWEICE SN ME TR IgE REILEF IR Ot IgE R %
KL TWRWEERH D7, BESFTEOBETHMIICITEH L2 &,
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HR5E4 XOLAIR®
R EorE | BIFEA
(Do%) Xolair O IFLATIZBEERH S -
& T T 4 TXv— ([EE), [ZBEEROEN FOIEE] M)

o BMEHAY ( [TEEROR LOIEE ) ZHE)

FRRRBRICBNT, 7740 7% —I13BE 35074134 (0.1%) CTHREENE, 7FH7 47
F—I%, 24 DBETIE Xolair OFEHREGETEL, 1 4DBETIT4EBEORSETELE, 7
FT7 4 TH R E TORRIL, 240BETRFHE 0, 1 40BETRIZ 2/ TH-
7=,

EEARRRER I BT, Xolair &RGHEHIZRD S =EME AR ER (0.5%) 1%, TREEEE
(0.2%) (ZHA~FAERNCE Do T2,

BRRBRICBIT R

JRA R TN 12 FRLL D 4

UUTFOF =1L, 77t A% SRR St oot s Bk T 5% 6 1 H UL L L7-
1687 Bl O 5-% 1 LA E5EHE L 72 555 Bl & e sk A R OV RS 2076 Il 351F % Xolair D
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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 one vial contains 125 mg/ml of omalizumab (75 mg in 0.6 ml).

For a full list of 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 in adults, adolescents and children (6 to <12 years of age).

Xolair treatment should only be considered for patients with convincing IgE (immunoglobulin E)
mediated asthma (see section 4.2).

Adults and adolescents (12 years of age and older)

Xolair is indicated as add-on therapy to improve asthma control in patients 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.

Children (6 to <12 years of age)

Xolair is indicated as add-on therapy to improve asthma control in patients with severe persistent
allergic asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen and
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.

4.2 Posology and method of administration

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

Posology
The appropriate dose and frequency of Xolair is determined by baseline IgE (IU/ml), measured before

the start of treatment, and body weight (kg). Prior to administration of the initial dose, patients should
have their IgE level determined by any commercial serum total IgE assay for their dose assignment.
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Based on these measurements, 75 to 600 mg of Xolair in 1 to 4 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 adult and adolescent patients with IgE below 76 IU/ml and
children (6 to < 12 years of age) with IgE below 200 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 in adults,
adolescents and children (6 to <12 years of age).

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

The maximum recommended dose is 600 mg omalizumab every two weeks.

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
450 0 3 3 3.6
525 1° 3 4 4.2
600 0 4 4 4.8

*0.6 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

1100

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
>100-200 150 150 150 300 300 300 300 300 450 600
>200-300 150 150 225 300 300 450 450 450 600
>300-400 225 225 300 450 450 450 600 600
>400-500 225 300 450 450 600 600
>500-600 300 300 450 600 600
>600-700 300 450 600
>700-800
>800-900 ADMINISTRATION EVERY 2 WEEKS
~900- SEE TABLE 3
1000
>1000-




Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 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 ADMINISTRATION EVERY 4 WEEKS
~100-200 SEE TABLE 2
>200-300 375
>300-400 450 525
>400-500 375 375 525 600
>500-600 375 450 450 600
>600-700 225 375 450 450 525
>700-800 225 225 300 375 450 450 525 600
>800-900 225 225 300 375 450 525 600
>900- 225 300 375 450 525 600
1000
>1000- 225 300 375 450 600
1100
>1100- 300 300 450 325 600 | DO NOT ADMINISTER- data is unavailable
1200 for dose recommendation
>1200- 300 375 450 525
1300
>1300- 300 375 525 600
1500

Treatment duration, monitoring and dose adjustments
Xolair is intended for long-term treatment. Clinical trials have demonstrated that it takes at least

12-16 weeks for Xolair treatment to show effectiveness. 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 following the 16-week timepoint, or on
subsequent occasions, 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).

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




Special populations

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 dose from younger adult patients.

Renal or hepatic impairment

There have been no studies on the effect of impaired renal or hepatic function on the
pharmacokinetics of Xolair. Because omalizumab clearance at clinical doses is dominated by the
reticular endothelial system (RES) it is unlikely to be altered by renal or hepatic impairment. While
no particular dose adjustment is recommended for these patients, Xolair should be administered with
caution (see section 4.4).

Paediatric population
The safety and efficacy of Xolair in children below age 6 have not been established. No data are
available.

Method of administration
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 only.

For instructions on reconstitution of Xolair before administration, see section 6.6 and also information
for the healthcare professional section of the package leaflet.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and 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, atopic dermatitis, or allergic rhinitis. Xolair is not indicated for the
treatment of these conditions.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment (see section 4.2). 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.



Immune system disorders

o Allergic reactions type I

Type I 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 medicinal products 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).

Antibodies to omalizumab have been detected in a low number of patients in clinical trials (see
section 4.8). The clinical relevance of anti-Xolair antibodies is not well understood.

o Serum sickness

Serum sickness and serum sickness-like reactions, which are delayed allergic type III reactions, have
been seen in patients treated with humanised monoclonal antibodies including omalizumab. The
suggested pathophysiologic mechanism includes immune-complex formation and deposition due to
development of antibodies against omalizumab. The onset has typically been 1-5 days after
administration of the first or subsequent injections, also after long duration of treatment. Symptoms
suggestive of serum sickness include arthritis/arthralgias, rash (urticaria or other forms), fever and
lymphadenopathy. Antihistamines and corticosteroids may be useful for preventing or treating this
disorder, and patients should be advised to report any suspected symptoms.

. Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present 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 medicinal products, 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, paranasal sinus abnormalities, cardiac complications, and/or
neuropathy.

Discontinuation of omalizumab should be considered in all severe cases with the above mentioned
immune system disorders.

Malignancies
During clinical trials in adults and adolescents 12 years of age and older, there was a numerical

imbalance in cancers arising in the Xolair (0.5%; 25 cancers in 5,015 patients) treatment group
compared with the control (0.18%; 5 cancers in 2,854 patients) group. Malignancies were uncommon
(<1/100) in both the active and the control group. 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.

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
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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.

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. Medicinal product
or vaccine interaction studies have not been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medicinal products 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 anti-asthma medicinal products. Limited data are available on the use of Xolair in
combination with specific immunotherapy (hypo-sensitisation therapy). In a clinical trial where Xolair
was co-administered with immunotherapy, the safety and efficacy of Xolair in combination with
specific immunotherapy were found to be no different to that of Xolair alone.

Xolair may indirectly reduce the efficacy of medicinal products for the treatment of helminthic or
other parasitic infections (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
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.

Breast-feeding
It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into

non-human primate breast milk and risk to the suckling child cannot be excluded. Women should not
breast-feed during Xolair therapy.

Fertility

There are no human fertility data for omalizumab. In specifically-designed non-clinical fertility
studies, including mating studies, no impairment of male or female fertility was observed following
repeated dosing with omalizumab at dose levels up to 75 mg/kg. Furthermore, no genotoxic effects
were observed in separate non-clinical genotoxicity studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Xolair has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Over 4,400 allergic asthma patients were randomised in controlled efficacy trials with Xolair.
During clinical trials in adult and adolescent patients 12 years of age and older, the most commonly

reported adverse reactions were injection site reactions, including injection site pain, swelling,
erythema and pruritus, and headaches. In clinical trials in children 6 to <12 years of age, the most
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commonly reported adverse reactions suspected of being related to the medicinal product were
headache, pyrexia and upper abdominal pain. 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 MedDRA system organ class and frequency. Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness. Frequency categories are defined as: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to
<1/1,000) and very rare (<1/10,000). Reactions reported in the post-marketing setting are listed with
frequency not known (cannot be estimated from the available data).

Table 4: Adverse reactions

Infections and infestations

Uncommon
Rare

Pharyngitis
Parasitic infection

Blood and lymphatic system disorders

Not known

| Idiopathic severe thrombocytopenia

Immune system disorders

Rare

Not known

Anaphylactic reaction, other serious allergic conditions, anti-
therapeutic antibody development
Serum sickness, may include fever and lymphadenopathy

Nervous system disorders

Common Headache*

Uncommon Syncope, paraesthesia, somnolence, dizziness
Vascular disorders

Uncommon | Postural hypotension, flushing

Respiratory, thoracic and mediastinal disorders

Uncommon Allergic bronchospasm, coughing

Rare Laryngoedema

Not known Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Common Abdominal pain upper**

Uncommon Dyspeptic signs and symptoms, diarrhoea, nausea
Skin and subcutaneous tissue disorders

Uncommon Photosensitivity, urticaria, rash, pruritus

Rare Angioedema

Not known Alopecia

Musculoskeletal and connective tissue disorders

Not known

| Arthralgia, myalgia, joint swelling

General disorders and administration site conditions

Very common
Common
Uncommon

Pyrexia**
Injection site reactions such as swelling, erythema, pain, pruritus
Influenza-like illness, swelling arms, weight increase, fatigue

*: Very common in children 6 to <12 years of age

**: In children 6 to <12 years of age

Immune system disorders

For further information, see section 4.4.

Malignancies

The overall observed incidence rate of malignancy in adults and in adolescents 12 years of age and
older in the Xolair clinical trial programme was comparable to that reported in the general population

(see section 4.4).




There were no cases of malignancy with omalizumab in the clinical trials in children 6 to <12 years of
age; there was a single case of malignancy in the control group.

Arterial thromboembolic events (ATE)

In controlled clinical trials and an ongoing observational study, a numerical imbalance of ATEs was
observed. ATE included stroke, transient ischaemic attack, myocardial infarction, unstable angina,
and cardiovascular death (including death from unknown cause). The rate of ATE in patients in the
controlled clinical trials was 6.29 for Xolair-treated patients (17/2703 patient years) and 3.42 for
control patients (6/1755 patient years). In Cox proportional hazards model, Xolair was not associated
with ATE risk (hazard ratio 1.86; 95% confidence interval 0.73-4.72). In the observational study, the
rate of ATE was 5.59 (79/14140 patients years) for Xolair-treated patients and 3.71 (31/8366 patient
years) for control patients.In a multivariate analysis controlling for baseline cardiovascular risk
factors, Xolair was not associated with ATE risk (hazard ratio 1.11; 95% confidence interval
0.70-1.76).

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 (patients above 6 years of age), 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 were unaltered (see section 4.4).

4.9 Overdose

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.

If an overdose is suspected, the patient should be monitored for any abnormal signs or symptoms.
Medical treatment should be sought and instituted appropriately.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, other systemic drugs for
obstructive airway diseases, ATC code: RO3DXO05

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 FCeRI (high-affinity IgE 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.
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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 washout of the medicinal product.

Clinical experience

Adults and adolescents >12 years of age

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.

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
(peak expiratory flow), 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
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to placebo patients.

Children 6 to <12 years of age
The primary support for safety and efficacy of Xolair in the group aged 6 to <12 years comes from
one randomised, double-blind, placebo-controlled, multi-centre trial (study 7).

Study 7 was a placebo-controlled trial which included a specific subgroup (n=235) of patients as
defined in the present indication, who were treated with high-dose inhaled corticosteroids
(=500 pg/day fluticasone equivalent) plus long-acting beta agonist.

A clinically significant exacerbation was defined as a worsening of asthma symptoms as judged
clinically by the investigator, requiring doubling of the baseline inhaled corticosteroid dose for at
least 3 days and/or treatment with rescue systemic (oral or intravenous) corticosteroids for at least
3 days.

In the specific subgroup of patients on high dose inhaled corticosteroids, the omalizumab group had a
statistically significantly lower rate of clinically significant asthma exacerbations than the placebo
group. At 24 weeks, the difference in rates between treatment groups represented a 34% (rate ratio
0.662, p = 0.047) decrease relative to placebo for omalizumab patients. In the second double-blind 28-
week treatment period the difference in rates between treatment groups represented a 63% (rate ratio
0.37, p<0.001) decrease relative to placebo for omalizumab patients.

During the 52-week double-blind treatment period (including the 24-week fixed-dose steroid phase
and the 28-week steroid adjustment phase) the difference in rates between treatment groups
represented a 50% (rate ratio 0.504, p<0.001) relative decrease in exacerbations for omalizumab
patients.

The omalizumab group showed greater decreases in beta-agonist rescue medication use than the
placebo group at the end of the 52-week treatment period, although the difference between treatment
groups was not statistically significant. For the global evaluation of treatment effectiveness at the end
of the 52-week double-blind treatment period in the subgroup of severe patients on high-dose inhaled
corticosteroids plus long-acting beta agonists, the proportion of patients rated as having ‘excellent’
treatment effectiveness was higher, and the proportions having ‘moderate’ or ‘poor’ treatment
effectiveness lower in the omalizumab group compared to the placebo group; the difference between
groups was statistically significant (p<0.001), while there were no differences between the
omalizumab and placebo groups for patients’ subjective Quality of Life ratings.

5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in adult and adolescent 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.

Administration of Xolair manufactured as a lyophilised or liquid formulation resulted in similar serum
concentration-time profiles of omalizumab.
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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, Body Mass Index

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
(6-76 years), race/ethnicity, gender or Body Mass Index (see section 4.2).

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see sections 4.2 and 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 at dose levels of up to 250 mg/kg (more than 14-fold the
maximum allowable clinical dose of 17.5 mg/kg according to the recommended dosing table) was
well tolerated in non-human primates (both adult and juvenile animals), 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
gestation, delivery and nursing.

Omalizumab is excreted in milk in cynomolgus monkeys. Milk levels of omalizumab were 1.5% of
the maternal blood concentration.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Sucrose

L-histidine

L-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 medicinal 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 medicinal 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.

For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

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

Pack containing one vial of powder for solution for injection and one ampoule of water for injections.
6.6  Special precautions for disposal and other handling

The lyophilised medicinal product takes 15-20 minutes to dissolve, although in some cases it may take
longer. The fully reconstituted medicinal 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

medicinal product care must be taken to withdraw all of the medicinal product from the vial before
expelling any air or excess solution from the syringe in order to obtain the 0.6 ml.
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To prepare Xolair 75 mg vials for subcutaneous administration, please adhere to the following
instructions:

1.

8.

Draw 0.9 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 on to 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 medicinal 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
medicinal 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 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 5-10 seconds to administer the solution by subcutaneous
injection.

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

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.

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

Any unused medicinal 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 one vial contains 125 mg/ml of omalizumab (150 mg in 1.2 ml).

For a full list of 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 in adults, adolescents and children (6 to <12 years of age).

Xolair treatment should only be considered for patients with convincing IgE (immunoglobulin E)
mediated asthma (see section 4.2).

Adults and adolescents (12 years of age and older)

Xolair is indicated as add-on therapy to improve asthma control in patients 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.

Children (6 to <12 years of age)

Xolair is indicated as add-on therapy to improve asthma control in patients with severe persistent
allergic asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen and
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.

4.2 Posology and method of administration

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

Posology
The appropriate dose and frequency of Xolair is determined by baseline IgE (IU/ml), measured before

the start of treatment, and body weight (kg). Prior to administration of the initial dose, patients should
have their IgE level determined by any commercial serum total IgE assay for their dose assignment.
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Based on these measurements, 75 to 600 mg of Xolair in 1 to 4 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 adult and adolescent patients with IgE below 76 IU/ml and
children (6 to < 12 years of age) with IgE below 200 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 in adults,
adolescents and children (6 to <12 years of age).

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

The maximum recommended dose is 600 mg omalizumab every two weeks.

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
450 0 3 3 3.6
525 1° 3 4 4.2
600 0 4 4 4.8

*0.6 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.

19



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

1100

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
>100-200 150 150 150 300 300 300 300 300 450 600
>200-300 150 150 225 300 300 450 450 450 600
>300-400 225 225 300 450 450 450 600 600
>400-500 225 300 450 450 600 600
>500-600 300 300 450 600 600
>600-700 300 450 600
>700-800
>800-900 ADMINISTRATION EVERY 2 WEEKS
~900- SEE TABLE 3
1000
>1000-
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Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 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 ADMINISTRATION EVERY 4 WEEKS
~100-200 SEE TABLE 2
>200-300 375
>300-400 450 525
>400-500 375 375 525 600
>500-600 375 450 450 600
>600-700 225 375 450 450 525
>700-800 225 225 300 375 450 450 525 600
>800-900 225 225 300 375 450 525 600
>900- 225 300 375 450 525 600
1000
>1000- 225 300 375 450 600
1100
>1100- 300 300 450 325 600 | DO NOT ADMINISTER- data is unavailable
1200 for dose recommendation
>1200- 300 375 450 525
1300
>1300- 300 375 525 600
1500

Treatment duration, monitoring and dose adjustments
Xolair is intended for long-term treatment. Clinical trials have demonstrated that it takes at least

12-16 weeks for Xolair treatment to show effectiveness. 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 following the 16-week timepoint, or on
subsequent occasions, 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).

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

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 dose from younger adult patients.

Renal or hepatic impairment

There have been no studies on the effect of impaired renal or hepatic function on the
pharmacokinetics of Xolair. Because omalizumab clearance at clinical doses is dominated by the
reticular endothelial system (RES) it is unlikely to be altered by renal or hepatic impairment. While
no particular dose adjustment is recommended for these patients, Xolair should be administered with
caution (see section 4.4).

Paediatric population
The safety and efficacy of Xolair in children below age 6 have not been established. No data are
available.

Method of administration
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 only.

For instructions on reconstitution of Xolair before administration, see section 6.6 and also information
for the healthcare professional section of the package leaflet.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and 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, atopic dermatitis, or allergic rhinitis. Xolair is not indicated for the
treatment of these conditions.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment (see section 4.2). 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.
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Immune system disorders

o Allergic reactions type I

Type I 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 medicinal products 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).

Antibodies to omalizumab have been detected in a low number of patients in clinical trials (see
section 4.8). The clinical relevance of anti-Xolair antibodies is not well understood.

o Serum sickness

Serum sickness and serum sickness-like reactions, which are delayed allergic type III reactions, have
been seen in patients treated with humanised monoclonal antibodies including omalizumab. The
suggested pathophysiologic mechanism includes immune-complex formation and deposition due to
development of antibodies against omalizumab. The onset has typically been 1-5 days after
administration of the first or subsequent injections, also after long duration of treatment. Symptoms
suggestive of serum sickness include arthritis/arthralgias, rash (urticaria or other forms), fever and
lymphadenopathy. Antihistamines and corticosteroids may be useful for preventing or treating this
disorder, and patients should be advised to report any suspected symptoms.

o Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present 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 medicinal products, 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, paranasal sinus abnormalities, cardiac complications, and/or
neuropathy.

Discontinuation of omalizumab should be considered in all severe cases with the above mentioned
immune system disorders.

Malignancies
During clinical trials in adults and adolescents 12 years of age and older, there was a numerical

imbalance in cancers arising in the Xolair (0.5%; 25 cancers in 5,015 patients) treatment group
compared with the control (0.18%; 5 cancers in 2,854 patients) group. Malignancies were uncommon
(<1/100) in both the active and the control group. 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.

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
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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.

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. Medicinal product
or vaccine interaction studies have not been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medicinal products 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 anti-asthma medicinal products. Limited data are available on the use of Xolair in
combination with specific immunotherapy (hypo-sensitisation therapy). In a clinical trial where Xolair
was co-administered with immunotherapy, the safety and efficacy of Xolair in combination with
specific immunotherapy were found to be no different to that of Xolair alone.

Xolair may indirectly reduce the efficacy of medicinal products for the treatment of helminthic or
other parasitic infections (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
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.

Breast-feeding
It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into

non-human primate breast milk and risk to the suckling child cannot be excluded. Women should not
breast-feed during Xolair therapy.

Fertility

There are no human fertility data for omalizumab. In specifically-designed non-clinical fertility
studies, including mating studies, no impairment of male or female fertility was observed following
repeated dosing with omalizumab at dose levels up to 75 mg/kg. Furthermore, no genotoxic effects
were observed in separate non-clinical genotoxicity studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Xolair has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Over 4,400 allergic asthma patients were randomised in controlled efficacy trials with Xolair.
During clinical trials in adult and adolescent patients 12 years of age and older, the most commonly

reported adverse reactions were injection site reactions, including injection site pain, swelling,
erythema and pruritus, and headaches. In clinical trials in children 6 to <12 years of age, the most
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commonly reported adverse reactions suspected of being related to the medicinal product were
headache, pyrexia and upper abdominal pain. 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 MedDRA system organ class and frequency. Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness. Frequency categories are defined as: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to
<1/1,000) and very rare (<1/10,000). Reactions reported in the post-marketing setting are listed with
frequency not known (cannot be estimated from the available data).

Table 4: Adverse reactions

Infections and infestations

Uncommon

Pharyngitis

Rare

Parasitic infection

Blood and lymphatic system disorders

Not known

| Idiopathic severe thrombocytopenia

Immune system disorders

Rare

Not known

Anaphylactic reaction, other serious allergic conditions, anti-
therapeutic antibody development
Serum sickness, may include fever and lymphadenopathy

Nervous system disorders

Common Headache*

Uncommon Syncope, paraesthesia, somnolence, dizziness
Vascular disorders

Uncommon | Postural hypotension, flushing

Respiratory, thoracic and mediastinal disorders

Uncommon Allergic bronchospasm, coughing

Rare Laryngoedema

Not known Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Common Abdominal pain upper**

Uncommon Dyspeptic signs and symptoms, diarrhoea, nausea
Skin and subcutaneous tissue disorders

Uncommon Photosensitivity, urticaria, rash, pruritus

Rare Angioedema

Not known Alopecia

Musculoskeletal and connective tissue disorders

Not known

| Arthralgia, myalgia, joint swelling

General disorders and administration site conditions

Very common
Common
Uncommon

Pyrexia**
Injection site reactions such as swelling, erythema, pain, pruritus
Influenza-like illness, swelling arms, weight increase, fatigue

*: Very common in children 6 to <12 years of age

**: In children 6 to <12 years of age

Immune system disorders

For further information, see section 4.4.

Malignancies

The overall observed incidence rate of malignancy in adults and in adolescents 12 years of age and
older in the Xolair clinical trial programme was comparable to that reported in the general population

(see section 4.4).
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There were no cases of malignancy with omalizumab in the clinical trials in children 6 to <12 years of
age; there was a single case of malignancy in the control group.

Arterial thromboembolic events (ATE)

In controlled clinical trials and an ongoing observational study, a numerical imbalance of ATEs was
observed. ATE included stroke, transient ischaemic attack, myocardial infarction, unstable angina,
and cardiovascular death (including death from unknown cause). The rate of ATE in patients in the
controlled clinical trials was 6.29 for Xolair-treated patients (17/2703 patient years) and 3.42 for
control patients (6/1755 patient years). In Cox proportional hazards model, Xolair was not associated
with ATE risk (hazard ratio 1.86; 95% confidence interval 0.73-4.72). In the observational study, the
rate of ATE was 5.59 (79/14140 patients years) for Xolair-treated patients and 3.71 (31/8366 patient
years) for control patients.In a multivariate analysis controlling for baseline cardiovascular risk
factors, Xolair was not associated with ATE risk (hazard ratio 1.11; 95% confidence interval
0.70-1.76).

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 (patients above 6 years of age), 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 were unaltered (see section 4.4).

4.9 Overdose

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.

If an overdose is suspected, the patient should be monitored for any abnormal signs or symptoms.
Medical treatment should be sought and instituted appropriately.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, 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 FCeRI (high-affinity IgE 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.
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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 washout of the medicinal product.

Clinical experience

Adults and adolescents >12 years of age

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.

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
(peak expiratory flow), day and night time symptoms, rescue medication use, spirometry and
exacerbations. In all five studies a significantly greater proportion of Xolair treated patients were
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judged to have achieved either a marked improvement or complete control of their asthma compared
to placebo patients.

Children 6 to <12 yvears of age
The primary support for safety and efficacy of Xolair in the group aged 6 to <12 years comes from
one randomised, double-blind, placebo-controlled, multi-centre trial (study 7).

Study 7 was a placebo-controlled trial which included a specific subgroup (n=235) of patients as
defined in the present indication, who were treated with high-dose inhaled corticosteroids
(=500 pg/day fluticasone equivalent) plus long-acting beta agonist.

A clinically significant exacerbation was defined as a worsening of asthma symptoms as judged
clinically by the investigator, requiring doubling of the baseline inhaled corticosteroid dose for at
least 3 days and/or treatment with rescue systemic (oral or intravenous) corticosteroids for at least
3 days.

In the specific subgroup of patients on high dose inhaled corticosteroids, the omalizumab group had a
statistically significantly lower rate of clinically significant asthma exacerbations than the placebo
group. At 24 weeks, the difference in rates between treatment groups represented a 34% (rate ratio
0.662, p =0.047) decrease relative to placebo for omalizumab patients. In the second double-blind 28-
week treatment period the difference in rates between treatment groups represented a 63% (rate ratio
0.37, p<0.001) decrease relative to placebo for omalizumab patients.

During the 52-week double-blind treatment period (including the 24-week fixed-dose steroid phase
and the 28-week steroid adjustment phase) the difference in rates between treatment groups
represented a 50% (rate ratio 0.504, p<0.001) relative decrease in exacerbations for omalizumab
patients.

The omalizumab group showed greater decreases in beta-agonist rescue medication use than the
placebo group at the end of the 52-week treatment period, although the difference between treatment
groups was not statistically significant. For the global evaluation of treatment effectiveness at the end
of the 52-week double-blind treatment period in the subgroup of severe patients on high-dose inhaled
corticosteroids plus long-acting beta agonists, the proportion of patients rated as having ‘excellent’
treatment effectiveness was higher, and the proportions having ‘moderate’ or ‘poor’ treatment
effectiveness lower in the omalizumab group compared to the placebo group; the difference between
groups was statistically significant (p<0.001), while there were no differences between the
omalizumab and placebo groups for patients’ subjective Quality of Life ratings.

5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in adult and adolescent 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.

Administration of Xolair manufactured as a lyophilised or liquid formulation resulted in similar serum
concentration-time profiles of omalizumab.

29



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, Body Mass Index

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
(6-76 years), race/ethnicity, gender or Body Mass Index (see section 4.2).

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see sections 4.2 and 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 at dose levels of up to 250 mg/kg (more than 14-fold the
maximum allowable clinical dose of 17.5 mg/kg according to the recommended dosing table) was
well tolerated in non-human primates (both adult and juvenile animals), 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
gestation, delivery and nursing.

Omalizumab is excreted in milk in cynomolgus monkeys. Milk levels of omalizumab were 1.5% of
the maternal blood concentration.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Sucrose

L-histidine

L-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 medicinal product have
been demonstrated for 8 hours at 2°C to §°C and for 4 hours at 30°C.

From a microbiological point of view, the medicinal 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 §°C or 4 hours at
30°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
Do not freeze.

For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder vial: Clear, colourless type I glass vial with a butyl 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  Special precautions for disposal and other handling

The lyophilised medicinal product takes 15-20 minutes to dissolve, although in some cases it may take
longer. The fully reconstituted medicinal 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
medicinal product care must be taken to withdraw all of the medicinal product from the vial before
expelling any air or excess solution from the syringe in order to obtain the 1.2 ml.
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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 on to 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 medicinal 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
medicinal 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.

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

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

Xolair 75 mg solution for injection

Omalizumab

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe of 0.5 ml solution 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.

For a full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection.

Clear to opalescent, slightly yellow to brown solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Xolair is indicated in adults, adolescents and children (6 to <12 years of age).

Xolair treatment should only be considered for patients with convincing IgE (immunoglobulin E)
mediated asthma (see section 4.2).

Adults and adolescents (12 years of age and older)

Xolair is indicated as add-on therapy to improve asthma control in patients 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.

Children (6 to <12 years of age)

Xolair is indicated as add-on therapy to improve asthma control in patients with severe persistent
allergic asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen and
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.

4.2 Posology and method of administration

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

Posology
The appropriate dose and frequency of Xolair is determined by baseline IgE (IU/ml), measured before

the start of treatment, and body weight (kg). Prior to administration of the initial dose, patients should
have their IgE level determined by any commercial serum total IgE assay for their dose assignment.
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Based on these measurements, 75 to 600 mg of Xolair in 1 to 4 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 adult and adolescent patients with IgE below 76 IU/ml and
children (6 to < 12 years of age) with IgE below 200 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 in adults,
adolescents and children (6 to <12 years of age).

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

The maximum recommended dose is 600 mg omalizumab every two weeks.

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

Dose (mg) Number of syringes Number of injections Total injection volume (ml)
75 mg 150 mg
75 1 0 1 0.5
150 0 1 1 1.0
225 1 1 2 1.5
300 0 2 2 2.0
375 1 2 3 2.5
450 0 3 3 3.0
525 1 3 4 3.5
600 0 4 4 4.0
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Table 2: ADMINISTRATION EVERY 4 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 4 weeks

1100

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
>100-200 150 150 150 300 300 300 300 300 450 600
>200-300 150 150 225 300 300 450 450 450 600
>300-400 225 225 300 450 450 450 600 600
>400-500 225 300 450 450 600 600
>500-600 300 300 450 600 600
>600-700 300 450 600
>700-800
>800-900 ADMINISTRATION EVERY 2 WEEKS
~900- SEE TABLE 3
1000
>1000-
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Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 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 ADMINISTRATION EVERY 4 WEEKS
~100-200 SEE TABLE 2
>200-300 375
>300-400 450 525
>400-500 375 375 525 600
>500-600 375 450 450 600
>600-700 225 375 450 450 525
>700-800 225 225 300 375 450 450 525 600
>800-900 225 225 300 375 450 525 600
>900- 225 300 375 450 525 600
1000
>1000- 225 300 375 450 600
1100
>1100- 300 300 450 325 600 | DO NOT ADMINISTER- data is unavailable
1200 for dose recommendation
>1200- 300 375 450 525
1300
>1300- 300 375 525 600
1500

Treatment duration, monitoring and dose adjustments
Xolair is intended for long-term treatment. Clinical trials have demonstrated that it takes at least

12-16 weeks for Xolair treatment to show effectiveness. 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 following the 16-week timepoint, or on
subsequent occasions, 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).

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

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 dose from younger adult patients.

Renal or hepatic impairment

There have been no studies on the effect of impaired renal or hepatic function on the
pharmacokinetics of Xolair. Because omalizumab clearance at clinical doses is dominated by the
reticular endothelial system (RES) it is unlikely to be altered by renal or hepatic impairment. While
no particular dose adjustment is recommended for these patients, Xolair should be administered with
caution (see section 4.4).

Paediatric population
The safety and efficacy of Xolair in children below age 6 have not been established. No data are
available.

Method of administration
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 only (see section 6.6 and also information for the healthcare
professional section of the package leaflet).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and 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, atopic dermatitis, or allergic rhinitis. Xolair is not indicated for the
treatment of these conditions.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment (see section 4.2). 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.

Immune system disorders

. Allergic reactions type I

Type I 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
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2 hours and even beyond 24 hours after the injection. Therefore medicinal products 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).

Antibodies to omalizumab have been detected in a low number of patients in clinical trials (see
section 4.8). The clinical relevance of anti-Xolair antibodies is not well understood.

o Serum sickness

Serum sickness and serum sickness-like reactions, which are delayed allergic type III reactions, have
been seen in patients treated with humanised monoclonal antibodies including omalizumab. The
suggested pathophysiologic mechanism includes immune-complex formation and deposition due to
development of antibodies against omalizumab. The onset has typically been 1-5 days after
administration of the first or subsequent injections, also after long duration of treatment. Symptoms
suggestive of serum sickness include arthritis/arthralgias, rash (urticaria or other forms), fever and
lymphadenopathy. Antihistamines and corticosteroids may be useful for preventing or treating this
disorder, and patients should be advised to report any suspected symptoms.

o Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present 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 medicinal products, 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, paranasal sinus abnormalities, cardiac complications, and/or
neuropathy.

Discontinuation of omalizumab should be considered in all severe cases with the above mentioned
immune system disorders.

Malignancies
During clinical trials in adults and adolescents 12 years of age and older, there was a numerical

imbalance in cancers arising in the Xolair (0.5%; 25 cancers in 5,015 patients) treatment group
compared with the control (0.18%; 5 cancers in 2,854 patients) group. Malignancies were uncommon
(<1/100) in both the active and the control group. 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.

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.
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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. Medicinal product
or vaccine interaction studies have not been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medicinal products 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 anti-asthma medicinal products. Limited data are available on the use of Xolair in
combination with specific immunotherapy (hypo-sensitisation therapy). In a clinical trial where Xolair
was co-administered with immunotherapy, the safety and efficacy of Xolair in combination with
specific immunotherapy were found to be no different to that of Xolair alone.

Xolair may indirectly reduce the efficacy of medicinal products for the treatment of helminthic or
other parasitic infections (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
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.

Breast-feeding
It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into

non-human primate breast milk and risk to the suckling child cannot be excluded. Women should not
breast-feed during Xolair therapy.

Fertility

There are no human fertility data for omalizumab. In specifically-designed non-clinical fertility
studies, including mating studies, no impairment of male or female fertility was observed following
repeated dosing with omalizumab at dose levels up to 75 mg/kg. Furthermore, no genotoxic effects
were observed in separate non-clinical genotoxicity studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Xolair has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Over 4,400 allergic asthma patients were randomised in controlled efficacy trials with Xolair.
During clinical trials in adult and adolescent patients 12 years of age and older, the most commonly
reported adverse reactions were injection site reactions, including injection site pain, swelling,
erythema and pruritus, and headaches. In clinical trials in children 6 to <12 years of age, the most

commonly reported adverse reactions suspected of being related to the medicinal product were
headache, pyrexia and upper abdominal pain. Most of the reactions were mild or moderate in severity.
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Table 4 lists the adverse reactions recorded in clinical studies in the total safety population treated
with Xolair by MedDRA system organ class and frequency. Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness. Frequency categories are defined as: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to
<1/1,000) and very rare (<1/10,000). Reactions reported in the post-marketing setting are listed with
frequency not known (cannot be estimated from the available data).

Table 4: Adverse reactions

Infections and infestations

Uncommon
Rare

Pharyngitis
Parasitic infection

Blood and lymphatic system disorders

Not known

| Idiopathic severe thrombocytopenia

Immune system disorders

Rare

Not known

Anaphylactic reaction, other serious allergic conditions, anti-
therapeutic antibody development
Serum sickness, may include fever and lymphadenopathy

Nervous system disorders

Common

Headache*

Uncommon Syncope, paraesthesia, somnolence, dizziness
Vascular disorders

Uncommon | Postural hypotension, flushing

Respiratory, thoracic and mediastinal disorders

Uncommon Allergic bronchospasm, coughing

Rare Laryngoedema

Not known Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Common Abdominal pain upper**

Uncommon Dyspeptic signs and symptoms, diarrhoea, nausea
Skin and subcutaneous tissue disorders

Uncommon Photosensitivity, urticaria, rash, pruritus

Rare Angioedema

Not known Alopecia

Musculoskeletal and connective tissue disorders

Not known

| Arthralgia, myalgia, joint swelling

General disorders and administration site conditions

Very common
Common
Uncommon

Pyrexia**
Injection site reactions such as swelling, erythema, pain, pruritus
Influenza-like illness, swelling arms, weight increase, fatigue

*: Very common in children 6 to <12 years of age

**: In children 6 to <12 years of age

Immune system disorders

For further information, see section 4.4.

Malignancies

The overall observed incidence rate of malignancy in adults and in adolescents 12 years of age and

older in the Xolair clinical trial programme was comparable to that reported in the general population
(see section 4.4).

There were no cases of malignancy with omalizumab in the clinical trials in children 6 to <12 years of
age; there was a single case of malignancy in the control group.
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Arterial thromboembolic events (ATE)

In controlled clinical trials and an ongoing observational study, a numerical imbalance of ATEs was
observed. ATE included stroke, transient ischaemic attack, myocardial infarction, unstable angina,
and cardiovascular death (including death from unknown cause). The rate of ATE in patients in the
controlled clinical trials was 6.29 for Xolair-treated patients (17/2703 patient years) and 3.42 for
control patients (6/1755 patient years). In Cox proportional hazards model, Xolair was not associated
with ATE risk (hazard ratio 1.86; 95% confidence interval 0.73-4.72). In the observational study, the
rate of ATE was 5.59 (79/14140 patients years) for Xolair-treated patients and 3.71 (31/8366 patient
years) for control patients.In a multivariate analysis controlling for baseline cardiovascular risk
factors, Xolair was not associated with ATE risk (hazard ratio 1.11; 95% confidence interval
0.70-1.76).

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 (patients above 6 years of age), 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 were unaltered (see section 4.4).

4.9 Overdose

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.

If an overdose is suspected, the patient should be monitored for any abnormal signs or symptoms.
Medical treatment should be sought and instituted appropriately.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, 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 FCeRI (high-affinity IgE 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.
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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 washout of the medicinal product.

Clinical experience

Adults and adolescents >12 years of age

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.

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
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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
(peak expiratory flow), 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.

Children 6 to <12 years of age
The primary support for safety and efficacy of Xolair in the group aged 6 to <12 years comes from
one randomised, double-blind, placebo-controlled, multi-centre trial (study 7).

Study 7 was a placebo-controlled trial which included a specific subgroup (n=235) of patients as
defined in the present indication, who were treated with high-dose inhaled corticosteroids
(>500 pg/day fluticasone equivalent) plus long-acting beta agonist.

A clinically significant exacerbation was defined as a worsening of asthma symptoms as judged
clinically by the investigator, requiring doubling of the baseline inhaled corticosteroid dose for at
least 3 days and/or treatment with rescue systemic (oral or intravenous) corticosteroids for at least
3 days.

In the specific subgroup of patients on high dose inhaled corticosteroids, the omalizumab group had a
statistically significantly lower rate of clinically significant asthma exacerbations than the placebo
group. At 24 weeks, the difference in rates between treatment groups represented a 34% (rate ratio
0.662, p =0.047) decrease relative to placebo for omalizumab patients. In the second double-blind 28-
week treatment period the difference in rates between treatment groups represented a 63% (rate ratio
0.37, p<0.001) decrease relative to placebo for omalizumab patients.

During the 52-week double-blind treatment period (including the 24-week fixed-dose steroid phase
and the 28-week steroid adjustment phase) the difference in rates between treatment groups
represented a 50% (rate ratio 0.504, p<0.001) relative decrease in exacerbations for omalizumab
patients.

The omalizumab group showed greater decreases in beta-agonist rescue medication use than the
placebo group at the end of the 52-week treatment period, although the difference between treatment
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groups was not statistically significant. For the global evaluation of treatment effectiveness at the end
of the 52-week double-blind treatment period in the subgroup of severe patients on high-dose inhaled
corticosteroids plus long-acting beta agonists, the proportion of patients rated as having ‘excellent’
treatment effectiveness was higher, and the proportions having ‘moderate’ or ‘poor’ treatment
effectiveness lower in the omalizumab group compared to the placebo group; the difference between
groups was statistically significant (p<0.001), while there were no differences between the
omalizumab and placebo groups for patients’ subjective Quality of Life ratings.

5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in adult and adolescent 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.

Administration of Xolair manufactured as a lyophilised or liquid formulation resulted in similar serum
concentration-time profiles of omalizumab.

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, Body Mass Index

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
(6-76 years), race/ethnicity, gender or Body Mass Index (see section 4.2).

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see sections 4.2 and 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.
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Chronic administration of omalizumab at dose levels of up to 250 mg/kg (more than 14-fold the
maximum allowable clinical dose of 17.5 mg/kg according to the recommended dosing table) was
well tolerated in non-human primates (both adult and juvenile animals), 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
gestation, delivery and nursing.

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

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

L-arginine hydrochloride

L-histidine hydrochloride

L-histidine

Polysorbate 20

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.

6.3  Shelf life

1 year.

The shelf life includes potential temperature excursions. The product may be kept for a total of

4 hours at 25°C. If necessary, the product may be returned to the refrigerator for later use, but this
must not be done more than once.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package in order to protect from light.

6.5 Nature and contents of container

0.5 ml solution in a pre-filled syringe barrel (type I glass) with staked needle (stainless steel), (type I)

plunger stopper (latex-free rubber) and needle shield (latex-free). Pack sizes of 1, 4 or 10.
Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling

Prior to completion of the injection, avoid contact with the device activation clips to keep from
prematurely covering the needle with the needle guard.

Using the syringe

1. Holding the syringe with the needle pointing upwards, carefully pull off the needle cap from the
syringe and discard it. Do not touch the exposed needle. Then, gently tap the syringe with your
finger until the air bubble rises to the top of the syringe. Slowly push the plunger up to force the
air bubble out of the syringe without inadvertently expelling solution.

2. Gently pinch the skin at the injection site and insert the needle.

3. Holding onto the finger flange, slowly depress the plunger as far as it will go. If any solution
leaks from the injection site, insert the needle further.

4. Keeping the plunger fully depressed, carefully lift the needle straight out from the injection site.

5. Slowly release the plunger and allow the needle guard to automatically cover the exposed
needle.

Disposal instructions
Dispose of the used syringe immediately in a sharps container.

7. MARKETING AUTHORISATION HOLDER
Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/05/319/005

EU/1/05/319/006

EU/1/05/319/007

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 25/10/2005

Date of latest renewal: 25/10/2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg solution for injection

Omalizumab

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe of 1 ml solution 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.

For a full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection.

Clear to opalescent, slightly yellow to brown solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Xolair is indicated in adults, adolescents and children (6 to <12 years of age).

Xolair treatment should only be considered for patients with convincing IgE (immunoglobulin E)
mediated asthma (see section 4.2).

Adults and adolescents (12 years of age and older)

Xolair is indicated as add-on therapy to improve asthma control in patients 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.

Children (6 to <12 years of age)

Xolair is indicated as add-on therapy to improve asthma control in patients with severe persistent
allergic asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen and
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.

4.2 Posology and method of administration

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

Posology
The appropriate dose and frequency of Xolair is determined by baseline IgE (IU/ml), measured before

the start of treatment, and body weight (kg). Prior to administration of the initial dose, patients should
have their IgE level determined by any commercial serum total IgE assay for their dose assignment.
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Based on these measurements, 75 to 600 mg of Xolair in 1 to 4 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 adult and adolescent patients with IgE below 76 IU/ml and
children (6 to < 12 years of age) with IgE below 200 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 in adults,
adolescents and children (6 to <12 years of age).

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

The maximum recommended dose is 600 mg omalizumab every two weeks.

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

Dose (mg) Number of syringes Number of injections Total injection volume (ml)
75 mg 150 mg
75 1 0 1 0.5
150 0 1 1 1.0
225 1 1 2 1.5
300 0 2 2 2.0
375 1 2 3 2.5
450 0 3 3 3.0
525 1 3 4 3.5
600 0 4 4 4.0
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Table 2: ADMINISTRATION EVERY 4 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 4 weeks

1100

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
>100-200 150 150 150 300 300 300 300 300 450 600
>200-300 150 150 225 300 300 450 450 450 600
>300-400 225 225 300 450 450 450 600 600
>400-500 225 300 450 450 600 600
>500-600 300 300 450 600 600
>600-700 300 450 600
>700-800
>800-900 ADMINISTRATION EVERY 2 WEEKS
~900- SEE TABLE 3
1000
>1000-

50




Table 3: ADMINSTRATION EVERY 2 WEEKS. Xolair doses (milligrams per dose)
administered by subcutaneous injection every 2 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 ADMINISTRATION EVERY 4 WEEKS
~100-200 SEE TABLE 2
>200-300 375
>300-400 450 525
>400-500 375 375 525 600
>500-600 375 450 450 600
>600-700 225 375 450 450 525
>700-800 225 225 300 375 450 450 525 600
>800-900 225 225 300 375 450 525 600
>900- 225 300 375 450 525 600
1000
>1000- 225 300 375 450 600
1100
>1100- 300 300 450 325 600 | DO NOT ADMINISTER- data is unavailable
1200 for dose recommendation
>1200- 300 375 450 525
1300
>1300- 300 375 525 600
1500

Treatment duration, monitoring and dose adjustments
Xolair is intended for long-term treatment. Clinical trials have demonstrated that it takes at least

12-16 weeks for Xolair treatment to show effectiveness. 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 following the 16-week timepoint, or on
subsequent occasions, 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).

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

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 dose from younger adult patients.

Renal or hepatic impairment

There have been no studies on the effect of impaired renal or hepatic function on the
pharmacokinetics of Xolair. Because omalizumab clearance at clinical doses is dominated by the
reticular endothelial system (RES) it is unlikely to be altered by renal or hepatic impairment. While
no particular dose adjustment is recommended for these patients, Xolair should be administered with
caution (see section 4.4).

Paediatric population
The safety and efficacy of Xolair in children below age 6 have not been established. No data are
available.

Method of administration
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 only (see section 6.6 and also information for the healthcare
professional section of the package leaflet).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and 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, atopic dermatitis, or allergic rhinitis. Xolair is not indicated for the
treatment of these conditions.

Xolair therapy has not been studied in patients with autoimmune diseases, immune complex-mediated
conditions, or pre-existing renal or hepatic impairment (see section 4.2). 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.

Immune system disorders

. Allergic reactions type I

Type I 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 medicinal products for the treatment
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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).

Antibodies to omalizumab have been detected in a low number of patients in clinical trials (see
section 4.8). The clinical relevance of anti-Xolair antibodies is not well understood.

o Serum sickness

Serum sickness and serum sickness-like reactions, which are delayed allergic type III reactions, have
been seen in patients treated with humanised monoclonal antibodies including omalizumab. The
suggested pathophysiologic mechanism includes immune-complex formation and deposition due to
development of antibodies against omalizumab. The onset has typically been 1-5 days after
administration of the first or subsequent injections, also after long duration of treatment. Symptoms
suggestive of serum sickness include arthritis/arthralgias, rash (urticaria or other forms), fever and
lymphadenopathy. Antihistamines and corticosteroids may be useful for preventing or treating this
disorder, and patients should be advised to report any suspected symptoms.

o Churg-Strauss syndrome and hypereosinophilic syndrome

Patients with severe asthma may rarely present 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 medicinal products, 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, paranasal sinus abnormalities, cardiac complications, and/or
neuropathy.

Discontinuation of omalizumab should be considered in all severe cases with the above mentioned
immune system disorders.

Malignancies
During clinical trials in adults and adolescents 12 years of age and older, there was a numerical

imbalance in cancers arising in the Xolair (0.5%; 25 cancers in 5,015 patients) treatment group
compared with the control (0.18%; 5 cancers in 2,854 patients) group. Malignancies were uncommon
(<1/100) in both the active and the control group. 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.

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.
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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. Medicinal product
or vaccine interaction studies have not been performed with Xolair. There is no pharmacological
reason to expect that commonly prescribed medicinal products 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 anti-asthma medicinal products. Limited data are available on the use of Xolair in
combination with specific immunotherapy (hypo-sensitisation therapy). In a clinical trial where Xolair
was co-administered with immunotherapy, the safety and efficacy of Xolair in combination with
specific immunotherapy were found to be no different to that of Xolair alone.

Xolair may indirectly reduce the efficacy of medicinal products for the treatment of helminthic or
other parasitic infections (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
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.

Breast-feeding
It is not known whether omalizumab is excreted in human breast milk. Omalizumab is excreted into

non-human primate breast milk and risk to the suckling child cannot be excluded. Women should not
breast-feed during Xolair therapy.

Fertility

There are no human fertility data for omalizumab. In specifically-designed non-clinical fertility
studies, including mating studies, no impairment of male or female fertility was observed following
repeated dosing with omalizumab at dose levels up to 75 mg/kg. Furthermore, no genotoxic effects
were observed in separate non-clinical genotoxicity studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Xolair has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Over 4,400 allergic asthma patients were randomised in controlled efficacy trials with Xolair.
During clinical trials in adult and adolescent patients 12 years of age and older, the most commonly
reported adverse reactions were injection site reactions, including injection site pain, swelling,
erythema and pruritus, and headaches. In clinical trials in children 6 to <12 years of age, the most

commonly reported adverse reactions suspected of being related to the medicinal product were
headache, pyrexia and upper abdominal pain. Most of the reactions were mild or moderate in severity.
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Table 4 lists the adverse reactions recorded in clinical studies in the total safety population treated
with Xolair by MedDRA system organ class and frequency. Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness. Frequency categories are defined as: very
common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to
<1/1,000) and very rare (<1/10,000). Reactions reported in the post-marketing setting are listed with
frequency not known (cannot be estimated from the available data).

Table 4: Adverse reactions

Infections and infestations

Uncommon
Rare

Pharyngitis
Parasitic infection

Blood and lymphatic system disorders

Not known

| Idiopathic severe thrombocytopenia

Immune system disorders

Rare

Not known

Anaphylactic reaction, other serious allergic conditions, anti-
therapeutic antibody development
Serum sickness, may include fever and lymphadenopathy

Nervous system disorders

Common

Headache*

Uncommon Syncope, paraesthesia, somnolence, dizziness
Vascular disorders

Uncommon | Postural hypotension, flushing

Respiratory, thoracic and mediastinal disorders

Uncommon Allergic bronchospasm, coughing

Rare Laryngoedema

Not known Allergic granulomatous vasculitis (i.e. Churg-Strauss syndrome)
Gastrointestinal disorders

Common Abdominal pain upper**

Uncommon Dyspeptic signs and symptoms, diarrhoea, nausea
Skin and subcutaneous tissue disorders

Uncommon Photosensitivity, urticaria, rash, pruritus

Rare Angioedema

Not known Alopecia

Musculoskeletal and connective tissue disorders

Not known

| Arthralgia, myalgia, joint swelling

General disorders and administration site conditions

Very common
Common
Uncommon

Pyrexia**
Injection site reactions such as swelling, erythema, pain, pruritus
Influenza-like illness, swelling arms, weight increase, fatigue

*: Very common in children 6 to <12 years of age

**: In children 6 to <12 years of age

Immune system disorders

For further information, see section 4.4.

Malignancies

The overall observed incidence rate of malignancy in adults and in adolescents 12 years of age and

older in the Xolair clinical trial programme was comparable to that reported in the general population
(see section 4.4).

There were no cases of malignancy with omalizumab in the clinical trials in children 6 to <12 years of
age; there was a single case of malignancy in the control group.
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Arterial thromboembolic events (ATE)

In controlled clinical trials and an ongoing observational study, a numerical imbalance of ATEs was
observed. ATE included stroke, transient ischaemic attack, myocardial infarction, unstable angina,
and cardiovascular death (including death from unknown cause). The rate of ATE in patients in the
controlled clinical trials was 6.29 for Xolair-treated patients (17/2703 patient years) and 3.42 for
control patients (6/1755 patient years). In Cox proportional hazards model, Xolair was not associated
with ATE risk (hazard ratio 1.86; 95% confidence interval 0.73-4.72). In the observational study, the
rate of ATE was 5.59 (79/14140 patients years) for Xolair-treated patients and 3.71 (31/8366 patient
years) for control patients.In a multivariate analysis controlling for baseline cardiovascular risk
factors, Xolair was not associated with ATE risk (hazard ratio 1.11; 95% confidence interval
0.70-1.76).

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 (patients above 6 years of age), 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 were unaltered (see section 4.4).

4.9 Overdose

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.

If an overdose is suspected, the patient should be monitored for any abnormal signs or symptoms.
Medical treatment should be sought and instituted appropriately.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for obstructive airway diseases, 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 FCeRI (high-affinity IgE 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.

56



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 washout of the medicinal product.

Clinical experience

Adults and adolescents >12 years of age

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.

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
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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
(peak expiratory flow), 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.

Children 6 to <12 years of age
The primary support for safety and efficacy of Xolair in the group aged 6 to <12 years comes from
one randomised, double-blind, placebo-controlled, multi-centre trial (study 7).

Study 7 was a placebo-controlled trial which included a specific subgroup (n=235) of patients as
defined in the present indication, who were treated with high-dose inhaled corticosteroids
(>500 pg/day fluticasone equivalent) plus long-acting beta agonist.

A clinically significant exacerbation was defined as a worsening of asthma symptoms as judged
clinically by the investigator, requiring doubling of the baseline inhaled corticosteroid dose for at
least 3 days and/or treatment with rescue systemic (oral or intravenous) corticosteroids for at least
3 days.

In the specific subgroup of patients on high dose inhaled corticosteroids, the omalizumab group had a
statistically significantly lower rate of clinically significant asthma exacerbations than the placebo
group. At 24 weeks, the difference in rates between treatment groups represented a 34% (rate ratio
0.662, p = 0.047) decrease relative to placebo for omalizumab patients. In the second double-blind 28-
week treatment period the difference in rates between treatment groups represented a 63% (rate ratio
0.37, p<0.001) decrease relative to placebo for omalizumab patients.

During the 52-week double-blind treatment period (including the 24-week fixed-dose steroid phase
and the 28-week steroid adjustment phase) the difference in rates between treatment groups
represented a 50% (rate ratio 0.504, p<0.001) relative decrease in exacerbations for omalizumab
patients.
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The omalizumab group showed greater decreases in beta-agonist rescue medication use than the
placebo group at the end of the 52-week treatment period, although the difference between treatment
groups was not statistically significant. For the global evaluation of treatment effectiveness at the end
of the 52-week double-blind treatment period in the subgroup of severe patients on high-dose inhaled
corticosteroids plus long-acting beta agonists, the proportion of patients rated as having ‘excellent’
treatment effectiveness was higher, and the proportions having ‘moderate’ or ‘poor’ treatment
effectiveness lower in the omalizumab group compared to the placebo group; the difference between
groups was statistically significant (p<0.001), while there were no differences between the
omalizumab and placebo groups for patients’ subjective Quality of Life ratings.

5.2 Pharmacokinetic properties

The pharmacokinetics of omalizumab have been studied in adult and adolescent 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.

Administration of Xolair manufactured as a lyophilised or liquid formulation resulted in similar serum
concentration-time profiles of omalizumab.

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, Body Mass Index

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
(6-76 years), race/ethnicity, gender or Body Mass Index (see section 4.2).

Renal and hepatic impairment
There are no pharmacokinetic or pharmacodynamic data in patients with renal or hepatic impairment
(see sections 4.2 and 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.
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There was no evidence of an anaphylactic response due to mast-cell degranulation in cynomolgus
monkeys.

Chronic administration of omalizumab at dose levels of up to 250 mg/kg (more than 14-fold the
maximum allowable clinical dose of 17.5 mg/kg according to the recommended dosing table) was
well tolerated in non-human primates (both adult and juvenile animals), 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

gestation, delivery and nursing.

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

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

L-arginine hydrochloride

L-histidine hydrochloride

L-histidine

Polysorbate 20

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.

6.3  Shelf life

1 year.

The shelf life includes potential temperature excursions. The product may be kept for a total of
4 hours at 25°C. If necessary, the product may be returned to the refrigerator for later use, but this
must not be done more than once.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package in order to protect from light.

6.5 Nature and contents of container

1 ml solution in a pre-filled syringe barrel (type I glass) with staked needle (stainless steel), (type I)
plunger stopper (latex-free rubber), and needle shield (latex-free). Pack sizes of 1, 4 or 10.
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Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Prior to completion of the injection, avoid contact with the device activation clips to keep from
prematurely covering the needle with the needle guard.

Using the syringe

1. Holding the syringe with the needle pointing upwards, carefully pull off the needle cap from the
syringe and discard it. Do not touch the exposed needle. Then, gently tap the syringe with your
finger until the air bubble rises to the top of the syringe. Slowly push the plunger up to force the
air bubble out of the syringe without inadvertently expelling solution.

2. Gently pinch the skin at the injection site and insert the needle.

3. Holding onto the finger flange, slowly depress the plunger as far as it will go. If any solution
leaks from the injection site, insert the needle further.

4. Keeping the plunger fully depressed, carefully lift the needle straight out from the injection site.

5. Slowly release the plunger and allow the needle guard to automatically cover the exposed
needle.

Disposal instructions
Dispose of the used syringe immediately in a sharps container.

7. MARKETING AUTHORISATION HOLDER
Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/05/319/008

EU/1/05/319/009

EU/1/05/319/010

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 25/10/2005

Date of latest renewal: 25/10/2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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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 GmbH
Roonstrasse 25
D-90429 Nuremberg
GERMANY

B. CONDITIONS OF THE MARKETING AUTHORISATION

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

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

o CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
. OTHER CONDITIONS
Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, presented in Module 1.8.1. of the
Marketing Authorisation, is in place and functioning before and whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version 4.2 dated 11 December 2009, of the Risk
Management Plan (RMP) presented in Module 1.8.2. of the Marketing Authorisation Application and
any subsequent updates of the RMP agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, any
updated RMP should be submitted at the same time as the following Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted:

. when new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities,

. within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached,

. at the request of the European Medicines Agency.

63



PSURs: The MAH will submit periodic safety update reports on a 6-monthly cycle, unless the CHMP
decides otherwise.
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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

CARTON

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, L-histidine, L-histidine hydrochloride monohydrate and polysorbate 20.
Solvent: water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection
1 x 75 mg vial
1 x 2 ml solvent ampoule

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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

67



‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C - 8°C).

Use immediately after reconstitution (may be stored at 2°C - 8°C for up to 8 hours or at 30°C for
4 hours).

Do not freeze.

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. 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

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

75 mg

6. OTHER

Store in a refrigerator (2°C - 8°C).
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

AMPOULE LABEL

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

Solvent for Xolair
Water for injections

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

2 ml

6. OTHER
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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, L-histidine, L-histidine hydrochloride monohydrate and polysorbate 20.
Solvent: water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection
1 x 150 mg vial
1 x 2 ml solvent ampoule

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C - 8°C).

Use immediately after reconstitution (may be stored at 2°C - 8°C for up to 8 hours or at 30°C for
4 hours).

Do not freeze.

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/1/05/319/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR INTERMEDIATE PACK (WITHOUT BLUE BOX) OF MULTIPACKS

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, L-histidine, L-histidine hydrochloride monohydrate and polysorbate 20.
Solvent: water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

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.
Component of a multipack comprising 10 packs, each containing 1 vial and 1 ampoule.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C - 8°C).

Use immediately after reconstitution (may be stored at 2°C - 8°C for up to 8 hours or at 30°C for
4 hours).

Do not freeze.

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 Multipack comprising 4 packs
EU/1/05/319/004 Multipack comprising 10 packs

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

WRAPPER LABEL ON MULTIPACKS 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, L-histidine, L-histidine hydrochloride monohydrate and polysorbate 20.
Solvent: water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection
Multipack comprising 4 packs, each containing 1 vial (150 mg) and 1 solvent ampoule (2 ml):
Multipack comprising 10 packs, each containing 1 vial (150 mg) and 1 solvent ampoule (2 ml):

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C - 8°C).

Use immediately after reconstitution (may be stored at 2°C - 8°C for up to 8 hours or at 30°C for
4 hours).

Do not freeze.

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 Multipack comprising 4 packs
EU/1/05/319/004 Multipack comprising 10 packs

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 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 150 mg powder for solution for injection
Omalizumab
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

150 mg

6. OTHER

Store in a refrigerator (2°C - 8°C).
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

AMPOULE LABEL

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

Solvent for Xolair
Water for injections

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

2 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 0.5 ml solution contains 75 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
One pre-filled syringe containing 0.5 ml solution for injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

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/1/05/319/005 75 mg solution for injection

13. 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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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACKS (INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 0.5 ml solution contains 75 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multipack comprising 4 intermediate packs, each containing 1 pre-filled syringe of 0.5 ml solution for
injection.

Multipack comprising 10 intermediate packs, each containing 1 pre-filled syringe of 0.5 ml solution
for injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/319/006 75 mg solution for injection (4)
EU/1/05/319/007 75 mg solution for injection (10)

13. 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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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACKS (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 0.5 ml solution contains 75 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Component of a multipack comprising 4 packs, each containing 1 pre-filled syringe of 0.5 ml solution
for injection.

Component of a multipack comprising 10 packs, each containing 1 pre-filled syringe of 0.5 ml
solution for injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

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/1/05/319/006 75 mg solution for injection (4)
EU/1/05/319/007 75 mg solution for injection (10)

13. 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 BLISTERS OR STRIPS

BLISTER OF PRE-FILLED SYRINGE

1. NAME OF THE MEDICINAL PRODUCT

Xolair 75 mg solution for injection
Omalizumab
Subcutaneous use.

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED SYRINGE LABEL

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

Xolair 75 mg solution for injection
Omalizumab
SC use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 1 ml solution contains 150 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
One pre-filled syringe containing 1 ml solution for injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

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/1/05/319/008 150 mg solution for injection

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACKS (INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 1 ml solution contains 150 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multipack comprising 4 intermediate packs, each containing 1 pre-filled syringe of 1 ml solution for
injection.

Multipack comprising 10 intermediate packs, each containing 1 pre-filled syringe of 1 ml solution for
injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

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/1/05/319/009 150 mg solution for injection (4)
EU/1/05/319/010 150 mg solution for injection (10)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACKS (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg solution for injection
Omalizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of 1 ml solution contains 150 mg of omalizumab.

3. LIST OF EXCIPIENTS

Also contains: L-arginine hydrochloride, L-histidine hydrochloride, L-histidine, polysorbate 20, water
for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Component of a multipack comprising 4 packs, each containing 1 pre-filled syringe of 1 ml solution
for injection.

Component of a multipack comprising 10 packs, each containing 1 pre-filled syringe of 1 ml solution
for injection.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

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

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Do not freeze.
Store in the original package in order to protect from light.

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

Dispose the used syringe immediately in a sharps container.

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/1/05/319/009 150 mg solution for injection (4)
EU/1/05/319/010 150 mg solution for injection (10)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Xolair 150 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER OF PRE-FILLED SYRINGE

1. NAME OF THE MEDICINAL PRODUCT

Xolair 150 mg solution for injection
Omalizumab
Subcutaneous use.

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED SYRINGE LABEL

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

Xolair 150 mg solution for injection
Omalizumab
SC use

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 ml

6. OTHER
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Xolair 75 mg powder and solvent for solution for injection
Omalizumab

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

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

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

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

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Xolair is and what it is used for
2. Before you are given Xolair

3. How Xolair is given

4. Possible side effects

5. How to store Xolair

6. Further information

1. WHAT XOLAIR IS AND WHAT IT IS USED FOR

The active substance of Xolair is omalizumab. Omalizumab is a man-made protein that is similar to
natural proteins produced by the body; it belongs to a class of medicines called monoclonal
antibodies. It is used to prevent asthma from getting worse by controlling symptoms of severe allergic
asthma in adults and children (6 years of age and older) who are already receiving asthma medicine,
but whose asthma symptoms are not well controlled by medicines such as high-dose steroid inhalers
or beta-agonist inhalers.

Xolair works by blocking a substance called immunoglobulin E (IgE), which is produced by the body.
IgE plays a key role in causing allergic asthma.

2. BEFORE YOU ARE GIVEN XOLAIR

You should not be given Xolair

- if you are allergic (hypersensitive) to omalizumab or any of the other ingredients of Xolair. The
ingredients are listed in section 6 of this leaflet.

If you think you may be allergic to any of the ingredients, tell your doctor since you should not be

given Xolair.

Take special care with 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.

A certain type of allergic reaction called serum sickness has been observed in patients treated with
Xolair. The symptoms of serum sickness can be one or more of the following symptoms: joint pain
with or without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain. If you experience
any of these symptoms, or in particular if you experience a combination of such symptoms, contact
your doctor immediately.
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Churg-Strauss and Hypereosinophilic syndrome have been observed in patients treated with Xolair.
The symptoms may include one or more of the following: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia), worsening
problems with breathing, nasal congestion, heart problems, pain, numbness, tingling in the arm and
legs. If you experience any of these symptoms, or in particular if you experience a combination of
such symptoms, contact your doctor immediately.

Tell your doctor before you are given Xolair:

- if you have kidney or liver problems.

- if you have a disorder where your own immune system attacks parts of your own body
(autoimmune disease).

- if you live in a region where infections caused by parasites are common or if you are travelling
to such a region as Xolair may weaken your resistance to such infections.

Xolair does not treat acute asthma symptoms, such as a sudden asthma attack. Therefore Xolair
should not be used to treat such symptoms.

Xolair is not meant 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, eczema or hay fever.

Children (under 6 years of age)
Xolair should not be given to children under 6 years of age. There are not enough data in this group.

Taking other medicines

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,

including medicines obtained without a prescription.

This is especially important if you are taking:

- medicines to treat an infection caused by a parasite, as Xolair may reduce the effect of your
medicines,

- inhaled corticosteroids and other medicines for allergic asthma.

Pregnancy and breast-feeding
You should not take Xolair when you are pregnant, unless this is considered necessary by your doctor.

If you 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 immediately.
You should not take Xolair when you are breast-feeding.

Driving and using machines

It is unlikely that Xolair will affect your ability to drive and use machines.

3. HOW XOLAIR IS GIVEN

Instructions on how to use Xolair are given in the section “Information for the healthcare
professional”.

Xolair is given to you by a doctor or nurse as an injection just under the skin (subcutaneously).
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Your doctor will work out how much Xolair you need and how often you will be given it. This
depends on your body weight and the results of a blood test carried out before the start of the
treatment to measure the amount of IgE in your blood.

Follow carefully all instructions given by your doctor or nurse.

How much you will be given
You will be given 1 to 4 injections at a time, either every two weeks, or every four weeks.

Carry on taking your current asthma medicine during Xolair treatment. Do not stop taking any asthma
medicines without talking to your doctor.

You may not see an immediate improvement in your asthma after beginning Xolair therapy. It usually
takes between 12 and 16 weeks to have the full effect.

Use in children

Xolair can be given to children and adolescents aged 6 years or older, who are already receiving
asthma medicine, but whose asthma symptoms are not well controlled by medicines such as high dose
steroid inhalers or beta-agonist inhalers. Your doctor will work out how much Xolair your child needs
and how often it needs to be given. This will depend on your child’s weight and the results of a blood
test carried out before the start of the treatment to measure the amount of IgE in his/her blood.

If a dose of Xolair is missed
Contact your doctor or hospital as soon as possible to re-schedule your appointment.

If you stop treatment with Xolair
Do not stop taking Xolair unless your doctor tells you to. Interrupting or stopping the treatment with

Xolair may cause your asthma symptoms to come back.

If you have any further questions on the use of this medicine, ask your doctor.

4. POSSIBLE SIDE EFFECTS

Like all medicines, Xolair can cause side effects, although not everybody gets them. The side effects
caused by Xolair are usually mild to moderate but can occasionally be serious.

The frequency of possible side effects listed below is defined using the following convention:

Very common affects more than 1 user in 10

Common affects 1 to 10 users in 100

Uncommon affects 1 to 10 users in 1,000

Rare affects 1 to 10 users in 10,000

Very rare affects less than 1 user in 10,000

Not known frequency cannot be estimated from the available data.

Serious side effects include:

Rare side effects

o Sudden severe allergic reactions: if you notice any serious sudden signs of allergy or
combination of signs such as rash, itching or hives on the skin, swelling of the face, lips,
tongue, larynx (voice box), windpipe 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.

98



Not known

o Development of one or more of the following symptoms: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia),
worsening problems with breathing, nasal congestion, heart problems, pain, numbness, tingling
in the arms and legs (signs of so-called “Churg-Strauss syndrome or hypereosinophilic

syndrome”).
o Low blood platelet count with symptoms such as bleeding or bruising more easily than normal.
o Development of any of the following symptoms, especially if in combination: joint pain with or
without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain (signs of serum
sickness).

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

Other side effects include:
Very common side effects
o fever (in children)

Common side effects

o reactions at the injection site including pain, swelling, itching and redness
o pain in the upper part of the tummy (in children)
o headache (very common in children)

Uncommon side effects

o feeling dizzy, sleepy or tired

o 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

swelling arms

Rare side effects

o parasitic infection

Not known

o joint pain, muscle pain and joint swelling
o hair loss

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

5. HOW TO STORE XOLAIR

- Keep out of the reach and sight of children.

- Do not use after the expiry date which is stated on the label. The expiry date refers to the last
day of that month.

- Store in a refrigerator (2°C - 8°C). Do not freeze.
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6. FURTHER INFORMATION

What Xolair contains

- The active substance is omalizumab. One vial contains 75 mg of omalizumab. After
reconstitution one vial contains 125 mg/ml of omalizumab (75 mg in 0.6 ml).

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

What Xolair looks like and contents of the pack

Xolair 75 mg powder and solvent for solution for injection 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 doctor or nurse.

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.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB

United Kingdom

Manufacturer
Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
GERMANY

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder.

Belgié/Belgique/Belgien Luxembourg/Luxemburg
Novartis Pharma N.V. Novartis Pharma N.V.
Tél/Tel: 4322246 16 11 Tél/Tel: +322246 16 11
bouarapus Magyarorszag

Novartis Pharma Services Inc. Novartis Hungéria Kft. Pharma
Tem.: +359 2 489 98 28 Tel.: +36 1 457 65 00

Ceska republika Malta

Novartis s.r.o. Novartis Pharma Services Inc.
Tel: +420 225 775 111 Tel: +356 2298 3217
Danmark Nederland

Novartis Healthcare A/S Novartis Pharma B.V.

TIf: +45 39 16 84 00 Tel: +312637 82 111
Deutschland Norge

Novartis Pharma GmbH Novartis Norge AS

Tel: +49911 273 0 TIf: +47 23 05 20 00
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Eesti Osterreich

Novartis Pharma Services Inc. Novartis Pharma GmbH

Tel: +372 66 30 810 Tel: +43 1 86 6570

E)\\Goa Polska

Novartis (Hellas) A.E.B.E. Novartis Poland Sp. z o.0.

TnA: +30210 281 17 12 Tel.: +48 22 375 4888

Espaiia Portugal

Novartis Farmacéutica, S.A. Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +34 93 306 42 00 Tel: +351 21 000 8600

France Romania

Novartis Pharma S.A.S. Novartis Pharma Services Romania SRL
Tél: +33 1 55 47 66 00 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

Lietuva

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

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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INFORMATION FOR THE HEALTHCARE PROFESSIONAL
The following information is intended for medical or healthcare professionals only:

The lyophilised medicinal product takes 15-20 minutes to dissolve, although in some cases it may take
longer. The fully reconstituted medicinal 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
medicinal product care must be taken to withdraw all of the medicinal 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 medicinal 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
medicinal 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 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: INFORMATION FOR THE USER

Xolair 150 mg powder and solvent for solution for injection
Omalizumab

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

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

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

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

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Xolair is and what it is used for
2. Before you are given Xolair

3. How Xolair is given

4. Possible side effects

5. How to store Xolair

6. Further information

1. WHAT XOLAIR IS AND WHAT IT IS USED FOR

The active substance of Xolair is omalizumab. Omalizumab is a man-made protein that is similar to
natural proteins produced by the body; it belongs to a class of medicines called monoclonal
antibodies. It is used to prevent asthma from getting worse by controlling symptoms of severe allergic
asthma in adults and children (6 years of age and older) who are already receiving asthma medicine,
but whose asthma symptoms are not well controlled by medicines such as high-dose steroid inhalers
or beta-agonist inhalers.

Xolair works by blocking a substance called immunoglobulin E (IgE), which is produced by the body.
IgE plays a key role in causing allergic asthma.

2. BEFORE YOU ARE GIVEN XOLAIR

You should not be given Xolair

- if you are allergic (hypersensitive) to omalizumab or any of the other ingredients of Xolair. The
ingredients are listed in section 6 of this leaflet.

If you think you may be allergic to any of the ingredients, tell your doctor since you should not be

given Xolair.

Take special care with 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.

A certain type of allergic reaction called serum sickness has been observed in patients treated with
Xolair. The symptoms of serum sickness can be one or more of the following symptoms: joint pain
with or without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain. If you experience
any of these symptoms, or in particular if you experience a combination of such symptoms, contact
your doctor immediately.
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Churg-Strauss and Hypereosinophilic syndrome have been observed in patients treated with Xolair.
The symptoms may include one or more of the following: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia), worsening
problems with breathing, nasal congestion, heart problems, pain, numbness, tingling in the arm and
legs. If you experience any of these symptoms, or in particular if you experience a combination of
such symptoms, contact your doctor immediately.

Tell your doctor before you are given Xolair:

- if you have kidney or liver problems.

- if you have a disorder where your own immune system attacks parts of your own body
(autoimmune disease).

- if you live in a region where infections caused by parasites are common or if you are travelling
to such a region as Xolair may weaken your resistance to such infections.

Xolair does not treat acute asthma symptoms, such as a sudden asthma attack. Therefore Xolair
should not be used to treat such symptoms.

Xolair is not meant 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, eczema or hay fever.

Children (under 6 years of age)
Xolair should not be given to children under 6 years of age. There are not enough data in this group.

Taking other medicines

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,

including medicines obtained without a prescription.

This is especially important if you are taking:

- medicines to treat an infection caused by a parasite, as Xolair may reduce the effect of your
medicines,

- inhaled corticosteroids and other medicines for allergic asthma.

Pregnancy and breast-feeding
You should not take Xolair when you are pregnant, unless this is considered necessary by your doctor.

If you 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 immediately.
You should not take Xolair when you are breast-feeding.

Driving and using machines

It is unlikely that Xolair will affect your ability to drive and use machines.

3. HOW XOLAIR IS GIVEN

Instructions on how to use Xolair are given in the section “Information for the healthcare
professional”.

Xolair is given to you by a doctor or nurse as an injection just under the skin (subcutaneously).

104



Your doctor will work out how much Xolair you need and how often you will be given it. This
depends on your body weight and the results of a blood test carried out before the start of the
treatment to measure the amount of IgE in your blood.

Follow carefully all instructions given by your doctor or nurse.

How much you will be given
You will be given 1 to 4 injections at a time, either every two weeks, or every four weeks.

Carry on taking your current asthma medicine during Xolair treatment. Do not stop taking any asthma
medicines without talking to your doctor.

You may not see an immediate improvement in your asthma after beginning Xolair therapy. It usually
takes between 12 and 16 weeks to have the full effect.

Use in children

Xolair can be given to children and adolescents aged 6 years or older, who are already receiving
asthma medicine, but whose asthma symptoms are not well controlled by medicines such as high dose
steroid inhalers or beta-agonist inhalers. Your doctor will work out how much Xolair your child needs
and how often it needs to be given. This will depend on your child’s weight and the results of a blood
test carried out before the start of the treatment to measure the amount of IgE in his/her blood.

If a dose of Xolair is missed
Contact your doctor or hospital as soon as possible to re-schedule your appointment.

If you stop treatment with Xolair
Do not stop taking Xolair unless your doctor tells you to. Interrupting or stopping the treatment with

Xolair may cause your asthma symptoms to come back.

If you have any further questions on the use of this medicine, ask your doctor.

4. POSSIBLE SIDE EFFECTS

Like all medicines, Xolair can cause side effects, although not everybody gets them. The side effects
caused by Xolair are usually mild to moderate but can occasionally be serious.

The frequency of possible side effects listed below is defined using the following convention:

Very common affects more than 1 user in 10

Common affects 1 to 10 users in 100

Uncommon affects 1 to 10 users in 1,000

Rare affects 1 to 10 users in 10,000

Very rare affects less than 1 user in 10,000

Not known frequency cannot be estimated from the available data.

Serious side effects include:

Rare side effects

o Sudden severe allergic reactions: if you notice any serious sudden signs of allergy or
combination of signs such as rash, itching or hives on the skin, swelling of the face, lips,
tongue, larynx (voice box), windpipe 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.

105



Not known

o Development of one or more of the following symptoms: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia),
worsening problems with breathing, nasal congestion, heart problems, pain, numbness, tingling
in the arms and legs (signs of so-called “Churg-Strauss syndrome or hypereosinophilic

syndrome”).
o Low blood platelet count with symptoms such as bleeding or bruising more easily than normal.
o Development of any of the following symptoms, especially if in combination: joint pain with or
without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain (signs of serum
sickness).

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

Other side effects include:
Very common side effects
. fever (in children)

Common side effects

o reactions at the injection site including pain, swelling, itching and redness
o pain in the upper part of the tummy (in children)
. headache (very common in children)

Uncommon side effects
o feeling dizzy, sleepy or tired

o tingling or numbness of the hands or feet

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

o feeling sick (nausea), diarrhoea, indigestion

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

o weight increase

o flu-like symptoms

o swelling arms

Rare side effects

o parasitic infection

Not known

o joint pain, muscle pain and joint swelling
o hair loss

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

S. HOW TO STORE XOLAIR

- Keep out of the reach and sight of children.

- Do not use after the expiry date which is stated on the label. The expiry date refers to the last
day of that month.

- Store in a refrigerator (2°C - 8°C). Do not freeze.
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6. FURTHER INFORMATION

What Xolair contains

- The active substance is omalizumab. One vial contains 150 mg of omalizumab. After
reconstitution one vial contains 125 mg/ml of omalizumab (150 mg in 1.2 ml).

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

What Xolair looks like and contents of the pack

Xolair 150 mg powder and solvent for solution for injection 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 doctor or nurse.

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.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5SAB

United Kingdom

Manufacturer
Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
GERMANY

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder.

Belgié/Belgique/Belgien Luxembourg/Luxemburg
Novartis Pharma N.V. Novartis Pharma N.V.
Tél/Tel: 4322246 16 11 Tél/Tel: +322246 16 11
bouarapus Magyarorszag

Novartis Pharma Services Inc. Novartis Hungéria Kft. Pharma
Tem.: +359 2 489 98 28 Tel.: +36 1 457 65 00

Ceska republika Malta

Novartis s.r.o. Novartis Pharma Services Inc.
Tel: +420 225 775 111 Tel: +356 2298 3217
Danmark Nederland

Novartis Healthcare A/S Novartis Pharma B.V.

TIf: +45 39 16 84 00 Tel: +312637 82 111
Deutschland Norge

Novartis Pharma GmbH Novartis Norge AS

Tel: +49 9112730 TIf: +47 23 05 20 00
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Eesti Osterreich

Novartis Pharma Services Inc. Novartis Pharma GmbH

Tel: +372 66 30 810 Tel: +43 1 86 6570

E)\\Goa Polska

Novartis (Hellas) A.E.B.E. Novartis Poland Sp. z o.0.

TnA: +30210 281 17 12 Tel.: +48 22 375 4888

Espaiia Portugal

Novartis Farmacéutica, S.A. Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +34 93 306 42 00 Tel: +351 21 000 8600

France Romania

Novartis Pharma S.A.S. Novartis Pharma Services Romania SRL
Tél: +33 1 55 47 66 00 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

Lietuva

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

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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INFORMATION FOR THE HEALTHCARE PROFESSIONAL
The following information is intended for medical or healthcare professionals only:

The lyophilised medicinal product takes 15-20 minutes to dissolve, although in some cases it may take
longer. The fully reconstituted medicinal 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
medicinal product care must be taken to withdraw all of the medicinal 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.

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 medicinal 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
medicinal 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 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.

8. The injections are administered subcutaneously in the deltoid region of the arm or the thigh.
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Xolair 75 mg solution for injection
Xolair 150 mg solution for injection
Omalizumab

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

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

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

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

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Xolair is and what it is used for
2. Before you are given Xolair

3. How Xolair is given

4. Possible side effects

5. How to store Xolair

6. Further information

1. WHAT XOLAIR IS AND WHAT IT IS USED FOR

The active substance of Xolair is omalizumab. Omalizumab is a man-made protein that is similar to
natural proteins produced by the body; it belongs to a class of medicines called monoclonal
antibodies. It is used to prevent asthma from getting worse by controlling symptoms of severe allergic
asthma in adults and children (6 years of age and older) who are already receiving asthma medicine,
but whose asthma symptoms are not well controlled by medicines such as high-dose steroid inhalers
or beta-agonist inhalers.

Xolair works by blocking a substance called immunoglobulin E (IgE), which is produced by the body.
IgE plays a key role in causing allergic asthma.

2. BEFORE YOU ARE GIVEN XOLAIR

You should not be given Xolair

- if you are allergic (hypersensitive) to omalizumab or any of the other ingredients of Xolair. The
ingredients are listed in section 6 of this leaflet.

If you think you may be allergic to any of the ingredients, tell your doctor since you should not be

given Xolair.

Take special care with 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.

A certain type of allergic reaction called serum sickness has been observed in patients treated with
Xolair. The symptoms of serum sickness can be one or more of the following symptoms: joint pain
with or without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain. If you experience
any of these symptoms, or in particular if you experience a combination of such symptoms, contact
your doctor immediately.
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Churg-Strauss and Hypereosinophilic syndrome have been observed in patients treated with Xolair.
The symptoms may include one or more of the following: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia), worsening
problems with breathing, nasal congestion, heart problems, pain, numbness, tingling in the arm and
legs. If you experience any of these symptoms, or in particular if you experience a combination of
such symptoms, contact your doctor immediately.

Tell your doctor before you are given Xolair:

- If you have kidney or liver problems.

- If you have a disorder where your own immune system attacks parts of your own body
(autoimmune disease).

- If you live in a region where infections caused by parasites are common or if you are travelling
to such a region as Xolair may weaken your resistance to such infections.

Xolair does not treat acute asthma symptoms, such as a sudden asthma attack. Therefore Xolair
should not be used to treat such symptoms.

Xolair is not meant 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, eczema or hay fever.

Children (under 6 years of age)
Xolair should not be given to children under 6 years of age. There are not enough data in this age

group.

Taking other medicines

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicine,

including medicines obtained without a prescription.

This is especially important if you are taking:

- medicines to treat an infection caused by a parasite, as Xolair may reduce the effect of your
medicines,

- inhaled corticosteroids and other medicines for allergic asthma.

Pregnancy and breast-feeding
You should not take Xolair when you are pregnant, unless this is considered necessary by your doctor.

If you 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 immediately.
You should not take Xolair when you are breast-feeding.

Driving and using machines

It is unlikely that Xolair will affect your ability to drive and use machines.

3. HOW XOLAIR IS GIVEN

Instructions on how to use Xolair are given in the section “Information for the healthcare
professional”.

Xolair is given to you by a doctor or nurse as an injection just under the skin (subcutaneously).
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Your doctor will work out how much Xolair you need, and how often you will be given it. This
depends on your body weight and the results of a blood test carried out before the start of the
treatment to measure the amount of IgE in your blood.

Follow carefully all instructions given by your doctor or nurse.

How much you will be given
You will be given 1 to 4 injections at a time, either every two weeks, or every four weeks.

Carry on taking your current asthma medicine during Xolair treatment. Do not stop taking any asthma
medicines without talking to your doctor.

You may not see an immediate improvement in your asthma after beginning Xolair therapy. It usually
takes between 12 and 16 weeks to have the full effect.

Use in children

Xolair can be given to children and adolescents aged 6 years or older, who are already receiving
asthma medicine, but whose asthma symptoms are not well controlled by medicines such as high dose
steroid inhalers or beta-agonist inhalers. Your doctor will work out how much Xolair your child needs
and how often it needs to be given. This will depend on your child’s weight and the results of a blood
test carried out before the start of the treatment to measure the amount of IgE in his/her blood.

If a dose of Xolair is missed
Contact your doctor or hospital as soon as possible to re-schedule your appointment.

If you stop treatment with Xolair
Do not stop taking Xolair unless your doctor tells you to. Interrupting or stopping the treatment with

Xolair may cause your asthma symptoms to come back.

If you have any further questions on the use of this medicine, ask your doctor.

4. POSSIBLE SIDE EFFECTS

Like all medicines, Xolair can cause side effects, although not everybody gets them. The side effects
caused by Xolair are usually mild to moderate but can occasionally be serious:

The frequency of possible side effects listed below is defined using the following convention:

Very common affects more than 1 user in 10

Common affects 1 to 10 users in 100

Uncommon affects 1 to 10 users in 1,000

Rare affects 1 to 10 users in 10,000

Very rare affects less than 1 user in 10,000

Not known frequency cannot be estimated from the available data.

Serious side effects include:

Rare side effects

o Sudden severe allergic reactions: if you notice any serious sudden signs of allergy or
combination of signs such as rash, itching or hives on the skin, swelling of the face, lips,
tongue, larynx (voice box), windpipe 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.
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Not known

o Development of one or more of the following symptoms: swelling, pain or rash around blood or
lymph vessels, high level of a specific type of white blood cells (marked eosinophilia),
worsening problems with breathing, nasal congestion, heart problems, pain, numbness, tingling
in the arms and legs (signs of so-called “Churg-Strauss syndrome or hypereosinophilic

syndrome”).
o Low blood platelet count with symptoms such as bleeding or bruising more easily than normal.
o Development of any of the following symptoms, especially if in combination: joint pain with or
without swelling or stiffness, rash, fever, swollen lymph nodes, muscle pain, (signs of serum
sickness).

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

Other side effects include:
Very common side effects
. fever (in children)

Common side effects

o reactions at the injection site including pain, swelling, itching and redness
o pain in the upper part of the tummy (in children)
. headache (very common in children)

Uncommon side effects
o feeling dizzy, sleepy or tired

o tingling or numbness of the hands or feet

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

o feeling sick (nausea), diarrhoea, indigestion

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

o weight increase

o flu-like symptoms

o swelling arms

Rare side effects

o parasitic infection

Not known

o joint pain, muscle pain and joint swelling
o hair loss

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

S. HOW TO STORE XOLAIR

- Keep out of the reach and sight of children.

- Do not use after the expiry date which is stated on the label. The expiry date refers to the last
day of that month.

- Store in the original package in order to protect from light.

- Store in a refrigerator (2°C — 8°C). Do not freeze.

- Do not use any pack that is damaged or shows signs of tampering.
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6. FURTHER INFORMATION

What Xolair contains

- The active substance is omalizumab. One syringe of 0.5 ml solution contains 75 mg
omalizumab. One syringe of 1 ml solution contains 150 mg omalizumab.

- The other ingredients are L-arginine hydrochloride, L-histidine hydrochloride, L-histidine,
Polysorbate 20 and water for injections.

What Xolair looks like and contents of the pack
Xolair solution for injection is supplied as a clear to opalescent, slightly yellow to brown solution in a
pre-filled syringe, and is available as 75 mg and 150 mg solution for injection.

Xolair 75 mg solution for injection is available in packs containing 1 pre-filled syringe and in
multipacks comprising 4 or 10 intermediate packs, each containing 1 pre-filled syringe.

Xolair 150 mg solution for injection is available in packs containing 1 pre-filled syringe and in
multipacks comprising 4 or 10 intermediate packs, each containing 1 pre-filled syringe.

Not all pack sizes may be marketed in your country.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

Manufacturer
Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
GERMANY

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder.

Belgié/Belgique/Belgien Luxembourg/Luxemburg
Novartis Pharma N.V. Novartis Pharma N.V.
Tél/Tel: 4322246 16 11 Tél/Tel: +322246 16 11
Bouarapus Magyarorszag

Novartis Pharma Services Inc. Novartis Hungéria Kft. Pharma
Tem.: +359 2 489 98 28 Tel.: +36 1 457 65 00

Ceska republika Malta

Novartis s.r.0. Novartis Pharma Services Inc.
Tel: +420 225 775 111 Tel: +356 2298 3217
Danmark Nederland

Novartis Healthcare A/S Novartis Pharma B.V.

TIf: +45 39 16 84 00 Tel: +31 2637 82 111
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Deutschland Norge

Novartis Pharma GmbH Novartis Norge AS

Tel: +49 911 273 0 TIf: +47 23 05 20 00

Eesti Osterreich

Novartis Pharma Services Inc. Novartis Pharma GmbH

Tel: +372 66 30 810 Tel: +43 1 86 6570

EALado Polska

Novartis (Hellas) A.E.B.E. Novartis Poland Sp. z o.0.

TnA: +30210 281 17 12 Tel.: +48 22 375 4888

Espaiia Portugal

Novartis Farmacéutica, S.A. Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +34 93 306 42 00 Tel: +351 21 000 8600

France Romania

Novartis Pharma S.A.S. Novartis Pharma Services Romania SRL
Tél: +33 1 55 47 66 00 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

Lietuva

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

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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INFORMATION FOR THE HEALTHCARE PROFESSIONAL

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

Before using the syringe, please read the following information carefully.

Each Xolair pack contains a pre-filled syringe individually sealed in a plastic wrapper.

Parts of the pre-filled syringe

Needle cap Needle guard Finger flange

Activation clips Plunger rod
Viewing window

Label and expiration date

‘

Fill line

Xolair syringes are intended to be used by a healthcare professional only.

Preparing the syringe for use
Prior to completion of the injection, avoid contact with the device activation clips (see first
illustration) to keep from prematurely covering the needle with the needle guard.

1.

2.

SNk w

Take the box containing the syringe out of the refrigerator and leave it for about 20 minutes so
that it reaches room temperature (leave the syringe in the box to protect it from light).

If necessary, the syringe can be returned to the refrigerator for use at a later time, but this must
not be done more than once. The cumulative time during which the syringe is kept at room
temperature must not exceed 4 hours.

When you are ready to use the syringe, wash your hands thoroughly with soap and water.
Clean the injection site.

Remove the plastic tray from the box, peel back the paper cover, and remove the syringe.
Inspect the syringe. DO NOT USE if it is broken or if the liquid looks cloudy or contains
particles. In all these cases, return the entire pack to the pharmacy.

Holding the syringe horizontally (as shown below), look into the viewing window to check the
dose (75 mg or 150 mg) of medicine and the expiry date printed on the label. Note: Rotate the
inner part of the syringe assembly as shown below so that the label can be read in the viewing
window.

é;, ,_’\
Viewing

l ol DO NOT USE if the product has expired or if the
dose is incorrect. In both these cases, return the

O entire pack to the pharmacy.
/)

8.

Hold the syringe vertically with the plunger uppermost and tap the side of the syringe against
your finger to allow the air bubble to rise.
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9. Check to see if the liquid level is at or above the minimum fill line. If the liquid is below the fill

line, return the entire pack to the pharmacy.

Using the syringe

Holding the syringe with the needle pointing
upwards, carefully pull off the needle cap from
the syringe and discard it. Do not touch the
exposed needle. Then, gently tap the syringe with
your finger until the air bubble rises to the top of
the syringe. Slowly push the plunger up to force
the air bubble out of the syringe without
inadvertently expelling solution.

Gently pinch the skin at the injection site and
insert the needle.

Holding onto the finger flange, slowly depress the
plunger as far as it will go.

If any solution leaks from the injection site, insert
the needle further.

Keeping the plunger fully depressed, carefully lift
the needle straight out from the injection site.
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Slowly release the plunger and allow the needle
guard to automatically cover the exposed needle.
Hold gauze on the injection site for
approximately 30 seconds.

Disposal instructions
Dispose of the used syringe immediately in a sharps container.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use Xolair safely and
effectively. See full prescribing information for Xolair.

XO LA|R® (omalizumab)

For injection, for subcutaneous use
Initial U.S. Approval: 2003

WARNING: ANAPHYLAXIS
See full prescribing information for complete boxed 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 after the first dose of Xolair
but also has occurred beyond 1 year after beginning treatment. Closely observe
patients for an appropriate period of time after Xolair administration and be pre-
pared to manage anaphylaxis that can be life-threatening. Inform patients of the
signs and symptoms of anaphylaxis and have them seek immediate medical care
should symptoms occur.

RECENT MAJOR CHANGES
Indications and Usage, Pediatric Patients (Age 0 to <12) (1) 01/2010
Use in Specific Populations, Pediatric Use (Age 0 to <12) (8.4) 01/2010
Warnings and Precautions, Fever, Arthralgia, and Rash (5.6) 07/10
Adverse Reactions, Postmarketing Experience (6.2) 0710

INDICATIONS AND USAGE

Xolair is indicated for:
* Moderate to severe persistent asthma in patients with a positive skin test or
in vitro reactivity to a perennial aeroallergen and symptoms that are inadequately
controlled with inhaled corticosteroids.
Important Limitations of Use:
* Not indicated for other allergic conditions. (1)
* Not indicated for acute bronchospasm or status asthmaticus. (1, 5.3)
» Not indicated for pediatric patients less than 12 years of age. (1, 8.4)

DOSAGE AND ADMINISTRATION
For subcutaneous (SC) administration only.
Administer Xolair 150 to 375 mg SC every 2 or 4 weeks. (2.1)

» Determine dose (mg) and dosing frequency by serum total IgE level (IU/mL), mea-
sured before the start of treatment, and body weight (kg). See the dose determination
charts. (2.1)

* Divide doses of more than 150 mg among more than one injection site to limit injec-
tions to not more than 150 mg per site. (2.3)

DOSAGE FORMS AND STRENGTHS
* Lyophilized, sterile powder in a single-use 5 mL vial, 150 mg (3)
CONTRAINDICATIONS
* Severe hypersensitivity reaction to Xolair or any ingredient of Xolair. (4, 5.1)
WARNINGS AND PRECAUTIONS

* Anaphylaxis—Administer only in a healthcare setting prepared to manage anaphylaxis
that can be life-threatening and observe patients for an appropriate period of time
after administration. (5.1)

* Malignancy—Malignancies have been observed in clinical studies. (5.2)

* Acute Asthma Symptoms—Do not use for the treatment of acute bronchospasm or
status asthmaticus. (5.3)

* Corticosteroid Reductions—Do not abruptly discontinue corticosteroids upon initia-
tion of Xolair therapy. (5.4)

* Fever, Arthralgia, and Rash—Stop Xolair if patients develop signs and symptoms
similar to serum sickness. (5.6)

* Eosinophilic Conditions—Be alert to eosinophilia, vasculitic rash, worsening pulmonary
symptoms, cardiac complications, and/or neuropathy, especially upon reduction of
oral corticosteroids. (5.5)

ADVERSE REACTIONS

In the adult and adolescent patients (=12 years of age), the most commonly observed
adverse reactions in clinical studies (=1% more frequent in Xolair-treated patients)
were arthralgia, pain (general), leg pain, fatigue, dizziness, fracture, arm pain, pruritus,
dermatitis, and earache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at 1-888-835-2555
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

* No formal drug interaction studies have been performed. (7)

USE IN SPECIFIC POPULATIONS

* Pregnancy: No adequate data in humans. Xolair Pregnancy Exposure Registry avail-
able (1-866-496-5247). (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.

Revised: 07/2010
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FULL PRESCRIBING INFORMATION

WARNING: ANAPHYLAXIS

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 adminis-
tered treatment. Because of the risk of anaphylaxis, observe patients closely for
an appropriate period of time after Xolair administration. Health care providers
administering Xolair should be prepared to manage anaphylaxis that can be life-
threatening. Inform patients of the signs and symptoms of anaphylaxis and
instruct them to seek immediate medical care should symptoms occur [see
Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
Xolair (omalizumab) is indicated for adults and adolescents (12 years of age and
above) with moderate to 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.

Important Limitations of Use
Xolair is not indicated for treatment of other allergic conditions.
Xolair is not indicated for the relief of acute bronchospasm or status asthmaticus.
Xolair is not indicated for use in pediatric patients less than 12 years of age.

2 DOSAGE AND ADMINISTRATION
2.1 Dosing
Administer Xolair (omalizumab) 150 to 375 mg by subcutaneous (SC) injection
every 2 or 4 weeks. Determine doses (mg) and dosing frequency by serum total IgE
level (IU/mL), measured before the start of treatment, and body weight (kg). See
the dose determination charts below (Table 1 and Table 2) for appropriate dose
assignment.

Periodically reassess the need for continued therapy based upon the patient’s dis-
ease severity and level of asthma control.

Table 1
Administration Every 4 Weeks
Xolair Doses (milligrams) Administered by Subcutaneous Injection
Every 4 Weeks for Adults and Adolescents 12 Years of Age and Older

Pre-treatment Body Weight (kg)

Reconstitution

The lyophilized product takes 15-20 minutes to dissolve. The fully reconstituted
product will appear clear or slightly opalescent and it is acceptable if there are 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.

Use the solution 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 tempera-
ture. Reconstituted Xolair vials should be protected from sunlight.

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

STEP 2: Place the vial upright on a flat surface and using standard aseptic tech-
nique, 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 approxi-
mately every 5 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: If it takes longer than 20 minutes to dissolve completely, repeat STEP 4 until
there are no visible gel-like particles in the solution. 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 mL 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.

Administration

Administer Xolair by subcutaneous injection. The injection may take 5-10 seconds
to administer because the solution is slightly viscous. Each vial delivers 1.2 mL
(150 mg) of Xolair. Do not administer more than 150 mg per injection site. Divide
doses of more than 150 mg among two or more injection sites (Table 3).

Table 3
Number of Injections and Total Injection Volumes

Xolair Dose (mg)

Number of Injections Total Volume Injected (mL)

Serum 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 2
>400-500
>500-600
Table 2

Administration Every 2 Weeks
Xolair Doses (milligrams) Administered by Subcutaneous Injection
Every 2 Weeks for Adults and Adolescents 12 Years of Age and Older

150 1 1.2
225 2 1.8
300 2 2.4
375 3 3.0

Pre-treatment Body Weight (kg)

Serum IgE (IU/mL) 30-60 >60-70 >70-90 >90-150
>30-100
>100-200 SEE TABLE 1 225
>200-300 225 225 300
>300-400 225 225 300
>400-500 300 300 375
>500-600 300 375 DO NOT DOSE
>600-700 375

2.2 Dosing Adjustments
Adjust doses for significant changes in body weight (see Table 1 and Table 2).

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.

* Interruptions lasting less than one year: Dose based on serum IgE levels obtained
at the initial dose determination.

* Interruptions lasting one year or more: Re-test total serum IgE levels for dose
determination.

2.3 Preparation and Administration
Prepare Xolair for subcutaneous injection using Sterile Water for Injection (SWFI),
USP, ONLY. Each vial of Xolair is for single use only and contains no preservatives.

3 DOSAGE FORMS AND STRENGTHS
150 mg of omalizumab as lyophilized, sterile powder in a single-use 5 mL vial.

4 CONTRAINDICATIONS
The use of Xolair is contraindicated in the following:
Severe hypersensitivity reaction to Xolair or any ingredient of Xolair [see Warnings
and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Anaphylaxis
Anaphylaxis has been reported to occur after administration of Xolair in premarket-
ing 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.

Administer Xolair only in a healthcare setting by healthcare providers prepared to
manage anaphylaxis that can be life-threatening. Observe patients closely 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 (6)]. Inform patients of the signs and
symptoms of anaphylaxis, and instruct them to seek immediate medical care
should signs or symptoms occur.

Discontinue Xolair in patients who experience a severe hypersensitivity reaction
[see Contraindications (4)].



5.2 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 adults and
adolescents (=12 years of age) with 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 (6)].

5.3 Acute Asthma Symptoms
Xolair has not been shown to alleviate asthma exacerbations acutely. Do not use
Xolair to treat acute bronchospasm or status asthmaticus.

5.4 Corticosteroid Reduction

Do not discontinue systemic or inhaled corticosteroids abruptly upon initiation of
Xolair therapy. Decrease corticosteroids gradually under the direct supervision of a
physician.

5.5 Eosinophilic Conditions

In rare cases, patients with asthma on therapy with Xolair may present with serious
systemic eosinophilia sometimes presenting with clinical features of vasculitis con-
sistent with Churg-Strauss syndrome, a condition which is often treated with sys-
temic 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 com-
plications, and/or neuropathy presenting in their patients. A causal association
between Xolair and these underlying conditions has not been established.

5.6 Fever, Arthralgia, and Rash

In post-approval use, some patients have experienced a constellation of signs and
symptoms including arthritis/arthralgia, rash (urticaria or other forms), fever and
lymphadenopathy with an onset 1 to 5 days after the first or subsequent injections
of Xolair. These signs and symptoms have recurred after additional doses in some
patients. Although circulating immune complexes or a skin biopsy consistent with a
Type IlI reaction were not seen with these cases, these signs and symptoms are
similar to those seen in patients with serum sickness. Physicians should stop Xolair
if a patient develops this constellation of signs and symptoms [see Adverse Reac-
tions, Postmarketing Experience (6.2)].

5.7 Parasitic (Helminth) Infection

Monitor patients at high risk of geohelminth infection while on Xolair therapy. Insuf-
ficient data are available to determine the length of monitoring required for geo-
helminth infections after stopping Xolair treatment.

In a one-year clinical trial conducted in Brazil in patients at high risk for geo-
helminthic infections (roundworm, hookworm, whipworm, threadworm), 53%
(36/68) of Xolair-treated patients experienced an infection, as diagnosed by stan-
dard 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 any-
where from 0.88 to 4.36 times as likely to have received Xolair 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.

5.8 Laboratory Tests

Serum total IgE levels increase following administration of Xolair due to formation
of Xolair:IgE complexes [see Clinical Pharmacology (12.2)]. Elevated serum total
IgE levels may persist for up to 1 year following discontinuation of Xolair. Do not
use serum total IgE levels obtained less than 1 year following discontinuation to
reassess the dosing regimen because these levels may not reflect steady state free
IgE levels.

ADVERSE REACTIONS

Use of Xolair has been associated with:

* Anaphylaxis [see Boxed Warning and Warnings and Precautions (5.1)]
» Malignancies [see Warnings and Precautions (5.2)]

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%).

6.1 Clinical Trials Experience

Adult and Adolescent Patients 12 Years of Age and Older

The data described below 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 con-
trol groups, standard therapy with or without a placebo. 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 adverse events most frequently resulting in clinical intervention (e.g., discontin-
uation of Xolair, or the need for concomitant medication to treat an adverse event)
were 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.
Table 4 shows adverse reactions from four placebo-controlled asthma studies that
occurred =1% and more frequently in patients receiving Xolair than in those receiving
placebo. Adverse events were classified using preferred terms from the International
Medical Nomenclature (IMN) dictionary. Injection site reactions were recorded sepa-
rately from the reporting of other adverse events and are described following Table 4.
Table 4
Adverse Reactions >1% More Frequent in
Xolair-Treated Adult or Adolescent Patients 12 Years of Age and Older

Four placebo-controlled asthma studies

Xolair Placebo
n=738 n=717
Adverse reaction (%) (%)
Body as a whole
Pain 7 5
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 1

There were no differences in the incidence of adverse reactions based on age
(among patients under 65), gender or race.

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 for-
mation, pain, indurations, mass, and inflammation.

Severe injection 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 8 days, and generally decreased in frequency at subsequent dosing visits.

Immunogenicity

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 incidence of antibodies to
Xolair with the incidence of antibodies to other products may be misleading.

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of
Xolair in adult and adolescent patients 12 years of age and older. Because these
reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relation-
ship to drug exposure.

Anaphylaxis: Based on spontaneous reports and an estimated exposure of about
57,300 patients from June 2003 through December 2006, the frequency of anaphy-
laxis attributed to Xolair use was estimated to be at least 0.2% of patients. Diagnos-
tic 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 iden-
tifiable 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 14% of
cases. Fifteen percent of the reported cases resulted in hospitalization. A previous
history of anaphylaxis unrelated to Xolair was reported in 24% of the cases.

Of the reported 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 [see Warnings
and Precautions (5.5)).

Fever, Arthralgia, and Rash: A constellation of signs and symptoms including arthritis/
arthralgia, rash (urticaria or other forms), fever and lymphadenopathy similar to
serum sickness have been reported in postapproval use of Xolair [see Warnings
and Precautions (5.6)].

Hematologic: Severe thrombocytopenia has been reported.
Skin: Hair loss has been reported.

DRUG INTERACTIONS
No formal drug interaction studies have been performed with Xolair. The concomi-
tant use of Xolair and allergen immunotherapy has not been evaluated.

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects: Pregnancy Category B

There are no adequate and well-controlled studies of Xolair in pregnant women.
Reproduction studies have been performed in Cynomolgus monkeys at subcuta-
neous doses up to 10 times the maximum recommended human dose on a mg/kg
basis and have revealed no evidence of impaired fertility or harm to the fetus due to
Xolair. Because animal reproduction studies are not always predictive of human
response, administer Xolair during pregnancy only if clearly needed [see Nonclini-
cal Toxicology (13.2)].

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.
Encourage patients to call 1-866-4XO0LAIR (1-866-496-5247) to enroll in the Xolair
Pregnancy Exposure Registry. Call this number to obtain further information about
this registry.

8.3 Nursing Mothers

There are no data from controlled clinical trials on the use of Xolair by nursing
mothers. It is not known whether Xolair is excreted in human breast milk. However,
IgG is excreted in human breast milk and therefore it is expected that Xolair will be
excreted in human breast milk. The potential for Xolair absorption or harm to the
infant is unknown; therefore caution should be exercised when Xolair is adminis-
tered to a nursing woman.

The excretion of omalizumab in milk was evaluated in female Cynomolgus monkeys
at a subcutaneous dose approximately 10 times the maximum recommended
human dose on a mg/kg basis. 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
[see Nonclinical Toxicology (13.2)].

8.4 Pediatric Use

Safety and effectiveness of Xolair were evaluated in 2 studies in 926 (Xolair 624;
placebo 302) asthma patients 6 to <12 years of age. One study was a pivotal study
of similar design and conduct to that of adult and adolescent studies 1 and 2 [see
Clinical Trials (14)]. The other study was primarily a safety study and included eval-
uation of efficacy as a secondary outcome. In the pivotal study, Xolair-treated
patients had a statistically significant reduction in the rate of exacerbations (exacer-
bation was defined as worsening of asthma that required treatment with systemic
corticosteroids or a doubling of the baseline ICS dose), but other efficacy variables
such as nocturnal symptom scores, beta-agonist use, and measures of airflow
(FEV4) were not significantly different in Xolair-treated patients compared to
placebo. Considering the risk of anaphylaxis and malignancy seen in Xolair-treated
patients =12 years old and the modest efficacy of Xolair in the pivotal pediatric
study, the risk-benefit assessment does not support the use of Xolair in patients 6
to <12 years of age. Although patients treated with Xolair in these two studies did
not develop anaphylaxis or malignancy, the studies are not adequate to address
these concerns because patients with a history of anaphylaxis or malignancy were
excluded, and the duration of exposure and sample size were not large enough to
exclude these risks in patients 6 to <12 years of age. Furthermore, there is no rea-
son to expect that younger pediatric patients would not be at risk of anaphylaxis
and malignancy seen in adult and adolescent patients with Xolair [see Warnings
and Precautions (5.1) (5.2); and Adverse Reactions (6)].
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Studies in patients 0-5 years of age were not required because of the safety con-
cerns of anaphylaxis and malignancy associated with the use of Xolair in adults and
adolescents.

8.5 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.

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.

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. Each 202.5 mg vial of omalizumab
also contains L-histidine (1.8 mg), L-histidine hydrochloride monohydrate (2.8 mg),
polysorbate 20 (0.5 mg) and sucrose (145.5 mg) and is designed to deliver 150 mg
of omalizumab in 1.2 mL after reconstitution with 1.4 mL SWFI, USP.

CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Omalizumab 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 FceRI-
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.

12.2 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 forma-
tion 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.

12.3 Pharmacokinetics

After SC administration, omalizumab is absorbed with an average absolute bioavail-
ability 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 Xolair, 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 com-
plexes and complexes larger than 1 million daltons in molecular weight are not
observed in vitro or in vivo. Tissue distribution studies in Cynomolgus monkeys
showed no specific uptake of 1251-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 1gG includes degradation in the liver reticuloendothelial system (RES) and
endothelial cells. Intact IgG is also excreted in bile. In studies with mice and mon-
keys, 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 approx-
imately doubled apparent clearance.

Special Populations

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



13 NONCLINICAL TOXICOLOGY
13.1 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 concentra-
tions up to 5000 pg/mL.

There were no effects on fertility and reproductive performance in male and female
Cynomolgus monkeys that received Xolair at subcutaneous doses up to 75 mg/kg/week
(approximately 5 times the maximum recommended human dose on an AUC basis).

13.2 Animal Toxicology and/or Pharmacology

Reproductive Toxicology Studies:

Reproductive studies have been performed in Cynomolgus monkeys at subcuta-
neous doses up to 75 mg/kg (approximately 10 times the maximum recommended
human dose on a mg/kg basis) and have revealed no evidence of 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. IgG molecules are known to cross
the placental barrier [see Use in Specific Populations (8.1)].

Lactation Studies:

The excretion of omalizumab in milk was evaluated in female Cynomolgus monkeys
receiving a subcutaneous dose of 75 mg/kg/week (approximately 10 times the max-
imum recommended human dose on a mg/kg basis). 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 Xolair were 1.5% of maternal
blood concentration [see Use in Specific Populations (8.3)].

14 CLINICAL STUDIES
Adult and Adolescent Patients 12 Years of Age and Older
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. In all trials, 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.

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. Most exacerbations were managed in the out-patient setting and the majority
were treated with systemic steroids. Hospitalization rates were not significantly dif-
ferent between Xolair and placebo-treated patients; however, the overall hospitaliza-
tion rate was small. Among those patients who experienced an exacerbation, the
distribution of exacerbation severity was similar between treatment groups.

Studies 1 and 2

At screening, patients in Studies 1 and 2 had a forced expiratory volume in one
second (FEV) between 40% and 80% predicted. All patients had a FEV4 improve-
ment of at least 12% following beta,-agonist administration. All patients were
symptomatic and were being treated with inhaled corticosteroids (ICS) and short
acting betap-agonists. 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), followed by randomization to Xolair
or placebo. 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 during which ICS dose reduction was attempted
in a step-wise manner.

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 both Studies 1 and 2 the number of exacerbations per patient was reduced in
patients treated with Xolair compared with placebo (Table 5).

Measures of airflow (FEV4) and asthma symptoms were also evaluated in these
studies. The clinical relevance of the treatment-associated differences is unknown.
Results from the stable steroid phase Study 1 are shown in Table 6. 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 6.

Table 5
Frequency of Asthma Exacerbations per Patient by Phase in Studies 1 and 2

Stable Steroid Phase (16 wks)

Study 1 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
1 11.9 16.7 11.3 25.0
>2 2.2 6.6 1.1 5.1
p-Value 0.005 <0.001
Mean number
exacerbations/patient 0.2 0.3 0.1 0.4
Steroid Reduction Phase (12 wks)
Study 1 Study 2
Xolair Placebo Xolair Placebo
Exacerbations per N=268 N=257 N=274 N=272
patient (o/o) (o/o) (0/0) (o/u)
0 78.7 67.7 83.9 70.2
1 19.0 28.4 14.2 26.1
>2 2.2 3.9 1.8 3.7
p-Value 0.004 <0.001
Mean number
exacerbations/patient 0.2 0.4 0.2 0.3
Table 6
Asthma Symptoms and Pulmonary Function During Stable Steroid Phase of Study 1
Xolair Placebo
N=2682 N=2572
Mean Median Change Mean Median Change
Endpoint Baseline (Baseline to Wk 16) Baseline (Baseline to Wk 16)
Total asthma
symptom score 43 -1.5b 42 -1.1b
Nocturnal
asthma score 1.2 -0.4b 1.1 -0.20
Daytime
asthma score 2.3 -0.90 2.3 -0.60
FEV4 % predicted 63 3b 63 0b

Asthma symptom scale: total score from 0 (least) to 9 (most); nocturnal and daytime

scores from 0 (least) to 4 (most symptoms).

2Number of patients available for analysis ranges 255-258 in the Xolair group and
238-239 in the placebo group.

bComparison of Xolair versus placebo (p<0.05).

Study 3

In Study 3, there was no restriction on screening FEV4, and unlike Studies 1 and 2,
long-acting betay-agonists were allowed. 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.

The study was comprised of a run-in period to achieve a stable conversion to a
common ICS (fluticasone propionate), followed by randomization to Xolair or
placebo. 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 cortico-
steroid dose unless an acute exacerbation necessitated an increase. Patients then
entered an ICS reduction phase of 16 weeks during which ICS or oral steroid dose
reduction was attempted in a step-wise manner.

The number of exacerbations in patients treated with Xolair was similar to that in
placebo-treated patients (Table 7). The absence of an observed treatment effect
may be related to differences in the patient population compared with Studies 1 and
2, study sample size, or other factors.
Table 7
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
>1 exacerbations 15.9 15.0 32.0 22.2
Difference 0.9 9.8
(95% CI) (-9.7,13.7) (-10.5, 31.4)

(continued)



Table 7
Percentage of Patients with Asthma Exacerbations by Subgroup and Phase in Study 3

Steroid Reduction Phase (16 wks)

Inhaled Only Oral + Inhaled
Xolair Placebo Xolair Placebo
N=126 N=120 N=50 N=45
% Patients with
>1 exacerbations 22.2 26.7 42.0 42.2
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; >80% at the time of randomization. Reduc-
tions in exacerbations were not seen in patients who required oral steroids as main-
tenance therapy.

Pediatric Patients 6 to <12 Years of Age
Clinical studies with Xolair in pediatric patients 6 to 11 years of age have been con-
ducted [see Use in Specific Populations (8.4)).

Pediatric Patients <6 Years of Age
Clinical studies have with Xolair in pediatric patients less than 6 years of age have
not been conducted [see Use in Specific Populations (8.4)].

16 HOW SUPPLIED/STORAGE AND HANDLING
Xolair (omalizumab) is supplied as a lyophilized, sterile powder in a single-use,
5 mL vial without preservatives. Each vial delivers 150 mg of Xolair upon reconsti-
tution with 1.4 mL SWFI, USP. Each carton contains one single-use vial of Xolair®
(omalizumab) NDC 50242-040-62.

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

Use the solution for subcutaneous administration within 8 hours following reconsti-
tution when stored in the vial at 2-8°C (36-46°F), or within 4 hours of reconstitu-
tion when stored at room temperature.

Reconstituted Xolair vials should be protected from direct sunlight.

17 PATIENT COUNSELING INFORMATION
[See Medication Guide)
17.1 Information for Patients
Provide and instruct patients 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.
Inform patients of the risk of life-threatening anaphylaxis with Xolair including the
following points [see Warnings and Precautions (5.1)]:
 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 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

Instruct patients receiving Xolair not to decrease the dose of, or stop taking any
other asthma medications unless otherwise instructed by their physician. Inform
patients that they may not see immediate improvement in their asthma after begin-
ning Xolair therapy.
Pregnancy Exposure Registry
Encourage pregnant women exposed to Xolair to enroll in the Xolair Pregnancy
Exposure Registry [1-866-4X0LAIR (1-866-496-5247)] (8.1).

MEDICATION GUIDE
XOLAIR®
(omalizumab)

IMPORTANT: XOLAIR SHOULD ALWAYS BE INJECTED
IN YOUR DOCTOR’S OFFICE.

WHAT IS THE MOST IMPORTANT INFORMATION | 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 anaphylaxis include:

* wheezing, shortness of breath, cough, chest tightness, or trouble
breathing

* low blood pressure, dizziness, fainting, rapid or weak heartbeat,
anxiety, or feeling of “impending doom”

* flushing, itching, hives, or feeling warm

« swelling of the throat or tongue, throat tightness, hoarse voice,
or trouble swallowing

Get emergency medical treatment right 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
* after any Xolair injection. Anaphylaxis has occurred after the first
Xolair injection or after many Xolair injections

Your healthcare provider 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 anaphylaxis, 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 12 years of age and older
with moderate to severe persistent allergic asthma whose asthma symp-
toms are not controlled by asthma medicines called inhaled cortico-
steroids. A skin or blood test is done to see if you have allergic asthma.

WHAT ELSE SHOULD | KNOW ABOUT XOLAIR?

* You should not receive Xolair if you have ever had an allergic reac-
tion to a Xolair injection.

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

* There are other possible side effects with Xolair. Talk to your doctor
for more information. You can also go to www.xolair.com or call
1-866-4XO0LAIR (1-866-496-5247).

* You may report side effects to FDA at 1-800-FDA-1088.

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

Manufactured by: 7390209/X0L-400050
Genentech, Inc. LX1331
A Member of the Roche Group 4855302

1 DNA Way Initial US Approval: June 2003
South San Francisco, CA 94080-4990 Revision Date: July 2010

Jointly marketed by: Xolair® is a registered trademark of
Genentech USA, Inc. Novartis AG Corporation.
A Member of the Roche Group ©2010 Genentech USA, Inc.
1 DNA Way

South San Francisco, CA 94080-4990

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936-1080

©Novartis
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1.500 mg | mg | mg | mg
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EADSIER L, Mg T RIgERE N FH4 5, it-> T,
ARG P OIENEMEZ . Ak - AEOHHEICITH
Wik, F£7, mIgEMEZ RTERR (7 LLr¥—
MRE T AL X)L AIELE) OBERT L L X—
PO B OTRIE R OB ORI E L THWRNWD
L,

1. ERALOZEE

(1) B|ERER:
ARIOEE1T, K FESORE L, HIRA L O AN
~OBHIIATORNT &,

(2) FARBIDENR
BeH- BN 150me a8 2 DG EIIEE DA T2 fE
32 (1 @) &5 B5RE-EX 2H) . Z
DO%E . LEROTEFE R OEHE (185 —, 25
=) FHETDHZ L,

(3) ERAEAL -

1) AFNIOWBMCIE B RER AALSMIER L2
L.

2) VR IT I
O 187 =T OEHNHZIEE LI ERBEEHWT, 1

NA T2 B IRESHKE 75mg S A 7 0D
EHA09mL, 150mg/ A 7 /L DIGE1.4mL % £ 1Y
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525mg N IR 4.2mL
600mg — %N 4.8mL
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T 3 RAB[FEIR], 2 D AUIT I E = FEE(R 22
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HlOY—7 70 —0D_R—A T A AEIFAAFIRE (7041)
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24758 L L7ANCOVA) . RBREETORE L 1T
FERBECTH -7,

B A BRRERRY

ERERFGAL T LV — M BAE (MAERART 1
A RE DNz, EREERRBHIEA AL T2
U RBE— VR RE) EXSRE LT T ARRR
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BRI SR QSEM) 7m0 onpEME (£
AT a4 REIZ X DR A LE L3 B0k

DEAL) OBEEIX, AKIFE (20941) 0.68[E, 7T &R
B 1061) 0.910F], BEREE [95% EHEXRI] 130.738
[0.552, 0.998] &, 7T ERBECH L CAKIFETH
Bl o7z (p=0.042, #H#, &5ME, FhEE.
M EVREEN ONR—RA T A MEEFERE L LA T
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L U RIEERRRICB\V T AKIZ 38411224
JEE EREE R U, 1BRRIEE G Q4EM) KT
B D I I B IgER E (ng/mL) DAY [95%(F
FEIXM] 1315.551 [13.844, 17.469] &, HAZRED
25ng/mLLA FIZffl Sz, Fio, m B (AR
F oA FEOHEHEN D DS 43 AL EEE s
T5, XFeHMAT oA FEICK DEREELE L+
L AR OBEAL) OB, N—A T A > (FEREH
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Rk [95%(EHE XM ] 12:0.541 [0.366, 0.799] (p=0.002)
L WTNE T EARBECH L CTARIE THEICIEL
(58, BEEME, WEMEREA LR L LR T
Y ElRa ) | REBRAERTOMRE L IZIFERETH -
i

€ 39 329

AFNZ, v Mefie FIgEE®/ 7 u—F ik TH Y | IgE
L EBIFEZ IR (Fee RI) OfEGEET D2 LT,
YR RER, BRI O SIEME O TFR AL 2 9 5,

1.

IgEIcxtd TR Y

AHNEe RgEEFc e RIOEE ZHAWICIHAEL, M
TE P ITEIgEIR E b S8, ek, AFNEZT T
Fc ¢ RIEFEA LIZIgEICITFEA L72awy,

ER4 = UiEREICR T BEERY

75 YR RINIgE COBIERHC AR 2 INT 5 2 &
WL, T VHURERRISIC LD e MEEIRERDN D O
b A& I EEEERS I S s,
SUEIRBICx T BEhR Y

SE I ERE BT, FURBAIZ X 2RI G A
O K OSB3 H s BROG S B S vz,
SEBEHECT EHERY
RETMEEFIZBNT, A3l oy b 50EE
e SE LT,

(BRSBTS BIEZHAR]

—fk4 A~ U AT (BT R)

Omalizumab (Genetical Recombination)

& : $9149,000

B v MU RHE RNgEE ./ 7 n—F A HKICH
%ﬁ‘é@fﬂ (C1048H1609N278035056 5 SR
23,895.03) & F#H (Caoo4H3380N5550673815 ; 70 &
49,372.00) % =2 — KT HDNADEAIZ LY Fx

S ANLAZ — PN CREA SN D HEE

SRy
(& %]
VL7 BT ERT5mg INA T L
VU T7RTFERIONE 131471
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CTD1.8.2 ®fE - HR (X) , B - AE () RUZDOHRFERN

H R ettt ettt ettt ettt ettt a et et et et en sttt en e nnenenns 2
B B e 2
B B e 2
B T B et 3
1 ZHEESXUTZNEIL N DFRTEARIL. ...t 4
1.1 FIBE TR oottt 4
1.2 FNHE ST TN TE D FBETERRIL ..ot 4
1.2.1 SHRE SUFZN R % SIHRF T D BEIR BRI v 4
13 ZRE TN EAC BT D EDTER oo 10
14 ZhEESUIZN R BIE T A LD DFEEARIL oo, 11
2 HEROHER O DFETERRIL.......ooooeoeeeeeeeeeeeee e 12
2.1 T R O T B ettt 12
2.2 FHTE L OB DB TEFRIL ..ot 13
221 BHEHEROET (1EH-0 OHEOBNEOEGFBOLT) ... 15
222 FHTERLOVHBEED F L8 e 18
2.3 FHVE R OV B BIE T D E D TEE oo 20
2.4 FER O EIZBEET 26 EOFEEDRZRDFETERIL ..o, 20
B BB UMK oo 21
& — &
Table 1-1 Wi BB FEORBUHE D R— 2T A > L Ol (B1301 7Bk, 1A05 3
BR-JAT ZEITD) oot 6
Table 1-2 et LB L D FE BUAE FE O BRI HElE (TA05 FRBR-JAT 25M) o 7
Table 1-3 NEEERFEOEEE (HOEEE) LA~ A~T7 Ol ESEE
FHOALE ST UNRAE S EBIRIE « BHET A RT A2 2012) . 11
Table 2-1 BEARGROB G BHUE R [1EHEGE (M) ] s 14
Table 2-2 NEEERRER (B1301 L OVIA05 #ABR) THW -G BHEER  [1 (9
FEGBEE(ME) ] oo 14
Table 2-3 1E S0 OFEMNBMS T (JERkSh) B EREE  [1E
FEGBE(ME) ] oo 16
Table 2-4 ARHFEIZBIT o HGEHER (1 BEGEME)] e, 19
B - %
Figure 1-1 Kaplan Meier 1£ CHEE L 7= EHEEER B E TOHIM (IA05 FABR-JAT

BEIH) ettt ettt ettt ettt ettt ettt ettt ee et ee e eeeereeen 7
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e

W& = BIE LTV RWREL (35) AIE LTV eWEREL (B)
CI confidence interval fEHE X [H

FEV, forced expiratory volume in 1 second 1 fh&

GETE Global Evaluation of the Treatment of Effectiveness —

IgE immunoglobulin E fE s a7 ) U E
mlITT modified intention-to-treat —

PD pharmacodynamics B Syl

PK pharmacokinetics SR ENRE

QOL quality of life ETEDE

SD standard deviation YR 7=

SOC system organ class 23 B BRI R




Page 4
CTD1.8.2 gt - R () , BiE - AE (V) RUZDOFHTEIRRL

AEFE, FHATO DNEGEEOEN) RO G REROEE (1 Bz ofoem
RO HMBOLE) | % i E LIARFHD AT HHTH 5,

1 MEX (X R RV ZDEETERM
1.1 EEX [T

[Zhre i3z -]
S[EXmMB (BMFARICE>THEmMBEREI Y FO—LTELZVHEDBEICES)

1.2 #heE R (L3R D% EIRBL

Y UT R TFER 75mg KOV 150mg (LLF, A~ VU X~7) 1%, RAICK L T&EmE (BE
fAREIZ L > CTHGESERZ 2 b r— L TERWERHEOBZICRD) 22X I3RR e LTHE
ClIE 150 mg BAKIDEKFEZ 2000 45 1 H1Z, 75 mg WA DEGRE 2012 49 HIZESSG L7,

INRRE NS (BT, ANERGE) 1, RBIEMEICE 2 2 KOERAEIC L o THIGOMERUE R, P
W IR 4R B TIRBCTH D, EARBITBMEOKERIETH Y, TS KoE@E D T
EREOWENEL (VET VYY) BE5T 5, Zhb/NEmEOREBABIY, FEAMIZRA
REXWE (LLF, BARE) LRETHD CNERRE S EIRE - BT A K712 2012) |
NN B TIER ARG B & B LT, T LA R 0BEENE L, BED IgE BE NSV
(Wittig et al. 1980) .

ANEREBIEFRIE UNRRE SRR « WHETA RTA4 V) OBRITHE-> THERALND b
DD, EKIRE L CEERE CIIAFRENEAROATBY, TomEay e — /Wi~ +o7nE
FTHD, ZOLIREIEO/NEMEEICK L TE, BFEORMEHEKLHT - & TiE oy
fr—nZBEL, DORWERY X7 ODRWEHITZIBRENLETH L, A~ ) A~ 7o
IBRIELITER Y, T UM B OREORMITALET D IgE ZEHEDO X —F v b & LT3
HThHoZ L&y, NI L THRARE, EHEHEE L TRARRIC ERERE5 T2 L
T, KRy ha— LA WET L I ERMIFIND,

NV B O IR AR QAR EHI R AN B & AMICEEECH D 2 &, WS 1.2.1 HITR
TERRRBREGE IS &, /NEICKT 5 [#hae TR ] A & F—Ilc Lz,

1.21 HEEXREIRE3FT HERKRRABRIE

BEFIRRIC A~ ) A~ T % i 5 U EAN/NEIEIRGRER (B1301 #BR) K OYME/NE T
R IRERER (A0S #RBR) DOFRICKSE, A~V X~7 O/nNE BICx3 270 (W 3G,
Wi SR B 2 5, W EER, QOL %) AR L7,

B1301 sBRI%, BG-WIM 24 HOIERFRIEEMRAER T, WA OXEFEIT 6 LA E 15 UL T
ThY, 38 LAYV AT RELE SN, FTEFMEA L, 4~V X~vT7 &5 24 B%OIME
HilERE IgE JREECTH Y, AMEIFRIKAOEE & L CRHE L 7=,
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1A05 3BRIE, #5-HI 52 WE D7 7 AR EERILEGER T, WRE OXLFmmIL 6 ik
UENEUTTHY, 214104~ XA~ T 3G S iz, FEHnE B 10 S8 5 BUEE
E LTz, ok, HANTOA~ U A= 70w HEELRMICEET 2554 (Japan Target
population, JAT E[]) % B1301 #RERGFHERFICFHANTEHRE Lz, BRI, 1A05 RBROHT

MEAAT A R (>200 pg/day D7 NFHY 70’ F e AT VI Y E) L ERERE
FAME By B, mA a MY 55K, A7 4V V3K, suxes Y 7B R U A, BROX
TuA ROFNG 2 FILL EOMEBIREIEAHEH L W A9 | % JAT £ & L7, 1A05 3Bk
TUX, JAT £ % F.0Z, 1A05 B ORI EN CTH 5 modified intent-to-treat  (mITT) £
b PR CRIMm L 72,

Atk
i R E

(1) MEEERREEDOR—XSM4 VLOLE

B1301 FBR T, JRBRER G 24 W H O BB OR BT 0.92 BI/BH « £ T, X=X T4
v GRERBEAART 1| B 002,99 [BI/EFH - FLH L TH3I 5D 1 ThY, FEICHD Lz

(p<0.001, Wilcoxon 7 51 ZNEMKE) (Table 1-1) . {RERIEL GHIFF, 5 70% 26 4) O
BB E X B AR ER L 2o 7o, RIBEIS, TA05 #kBR-JAT MDA~ U X< 7 RETH i B
BORBUHE L, 1BHERGH 24 B (1.64 BVEF - 4) KOEGHIMAMA 52 @EH (1.34 2/
BEF) ONTROR—RAT A (271 B/EHF - ) ICHXTHREICED Lz (p<0.001,
Wilcoxon £ 5+ Z NAG AR E)
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Table 1-1 MEEEORBHEEDOR—RSM4 0 EDLE (B1301 FHER, 1A05 ABR-
JAT &)
B1301 7Bk IA05 FRER-JAT 4E ]
Fel) v I~ X~7
N=38 N=111
S AT7uaA K
(24 JE[H)
KRR 3572 0 oo B
N 38 38 111 111 111
Mean (SD) 3.1(2.04) 0.4 (0.72) 3.2(1.9) — —
Median 2.0 0.0 3.0 — —
Range (1-8) (0-3) (1-13) — —
it L TR B 0D B 53 Af - (%)
None 0 26 (68.4) — 58 (52.3) 44 (39.6)
1 10 (26.3) 9 (23.7) — 32(28.8) 34(30.6)
2 10 (26.3) 2(5.3) — 16 (14.4) 13(11.7)
3 4 (10.5) 1(2.6) — 3(2.7) 12 (10.8)
>4 14 (36.8) 0 — 2(1.8) 8(7.2)
Wi SR BUEE (BB - 4 2.99 0.92 2.71 1.64 1.34
N2 T A & DG - <0.001 — <0.001 <0.001

Source : 2.7.3-Table 3-19, Table 3-20, Table 3-26, Table 3-30, 5.3.5.3-1-Table 3.1-6
NR—R T A ALRERBALS 1 R0 GBIEHIE T RFE TOHIR
a : Wilcoxon £ 5 & AN IR E

(2) MEMERREED TSt RBELOLE

IA05 FBR-JAT 4T, 24 B DA T 1A REEHCOEHEEBEOREHE O 5T OF
~ U X~ T8 7T AR, 9S%IEHEXM) 1 0.638 (0.421~0.966) [EITHY, A~V XA~TEET
X7 7 BRI O B EORBBE DN A RICHED Lz (p=0.034, &7 YV CEIFSHT)
ZhTHe< 28 WM D AT 1A RF#EH], 52 HEOKRGHFEE TS A~ U X~ 7RO S
DORBBEITNT NG 77 BRI THRICKS (En £ p<0.001, p=0.002, RT V>
BT, A~ U X~ 7 Ol B 2 IR R R S 4v7z (Table 1-2) &

F7-, BEEIEE LR LR o TERE OEIEIX, AT a4 RETEH A~ ) X~ 7R 52.3%,
77 wAREE 43.8%, BHHIM SR TA~ Y X~ THE 39.6%, 77 BREE 27.1%, W Tib A~
U A~ TRETE Dol

IA05 BBR-mITT 4E[C, A7 v A REEH, A7 v FEEW, &5HH2EOWT oI
IZBWTh, A~ U A7 HOBEEORBME LY 7 BRI THFREICHEA L. (W
N p<0.05 K7V EURSH) o
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Table 1-2 MEEEOREHAEOHMLE (1A05 HER-JAT £H)
27 a4 REEH AT uA R B GBI
(24 ) (28 ) (52 ¥EE)
F=RX~wT TI7kvKR A~vIVRAX~T TIBR F~vUA~wT TITEBAR
N=111 N=48 N=111 N=48 N=111 N=438
[l 5 8 R [ 2 0.73 1.15 0.54 1.23 1.29 238
R 0.638 0.438 0.541
(A~ X~T 17 5ER)
95% CI (0.421, 0.966) (0.272, 0.706) (0.366, 0.799)
p fitr ® 0.034 <0.001 0.002

Source : 2.7.3-Table 3-20, Table 3-24, Table 3-26
a: N7V UEUROHTET M X 0 HEE L &M 572 0 OSFEHFELRIEKL
b PEHEE, #EMIR, WEEEREEZRT & TR T Y R

(3) mRBEDHEIFE F THOHAIM

IA05 FRBR-JAT 221 C o> 52 A ) O B S AEFEBL D Kaplan Meier Hif 4 Figure 1-1 (127777,

Cox el ~¥F— RETFT /L THEE Lo BEHERBLE COHIRIZOWT, I 2RI 54
~ U X2 7RO — R (95%EHHXH) 1% 0.628 (0.403~0.979) THV, A~ U AXA~vTx7
7B RIZHA T ENG B R B E TOHM A A RICER L7z (p=0.040, Cox i #F— FE

F) o RO EIL mITT £ THR O LN [N — R (95%CI)  : 0.644 (0.501 ~
0.827) , p<0.001] .

Figure 1-1 Kaplan Meier ;A CHE L -InRIEERBFFTOHIM (1A05 RAER-JAT £

i)
500 -
L
g BN
Tt A -
g - . 2
a0 - B T i) .—LLH—\
1 B "-__. : ";—.1
-
(=
§ »
10
o =0 100 ®0 00 =0 am 0 am 50
Time o first dinically significant asthma exacerdation (days)
Treairant QT T Placabx

Source : 2.7.3-Figure 3-1

7%, MANERGRLE LIEEWNAOE I ARG RO, REEHRERZANT 1 HHy A+
~ U A= T7% 75~375mg X 150~375mg &5 L7 HG, 4~ U X~ 7 Ol BIGHEIHI 64
DENRITANR & BN B TRIERIZFR D B LT,
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mMRBEICEET S2ER (EEOWRBIBE, AR, ERZ2)

o HEEOHGEIEE

B1301 sBR CIX, HE O EIGHEITRT DG 2 FEhi L7 o 72, T1A05 &R Clx, TaitEx
TuA RCEDEEE 3 HRU ELEE L, »ofEor—r 7uo—%721% 1 & (forced
expiratory volume in 1 second, FEV)) 72%H Clix RIED 60% A CTd HHHE ] & L Ol BIEHE &
LC, ZOMEEZRR Tl L7, T1A05 BR-JAT £ T, 4~ U X~ 7O EE O EHED
FBBAREX, 77 BARBCHART 24 HEOARAT v A FEEHT 33.7%, 52 HEE OG- BRI
T 42.8%A LTz, BEMHEEOFEER, WINOHIRICK L THAERZETRD biRnoT,
mITT £HTO 7 T v REHCHT B 4~ U X~ 7 REO T O B R E SR O HelX JAT M
EREERTH Y, BEMILEBOER TIX, WTNOBIMITK L THERERENRD b,

o AR

B1301 B C, JRBRIER 5 24 W COMGEIZ X D ABESEEEIX 0.29 BB - 42T, X—RF
ALD 133 B/EE - AFLEBELTHNS 50 1 THY, AR Lz (P<0.001, Wilcoxon 7F
Tt ENERIRE)

1A05 BR-JAT £ T, MrBlZ LD ABEOME T 24 MO AT v A REEH T~ Y X~ 7
0.05 [a], 77 &AHE 0.08 [B], 52 WM O GHAARTHZE4 0.12 [8], 0.17 [Bl & BB
RiroTeb DD, F~ VA~ THOABEOMEIL T 7 B ARFICHRT 24 BEO AT v A4 FEE
BT 36.7%, 52 HREOFRGHIFEET 31.2%8D Lz, BEFEEROMR, WOk LT
LA BRAETRD bR o7, mITT #£H, 52 HE OSSR AFHEE b RO R T
HoT,

e ER%Z

B1301 RABRC, JRBRIREGH] 24 B CTOMEIZ X% ER 2 OB I 0.46 [/ « £ T, X
— AT A D 0.68 BB - LU TH 3 00 2 (2D LR, BERICEEZRZTRD 5N
2o 7= (p=0.381, Wilcoxon 5 X N AR E) .

IA05 FABR-JAT M T, Wi Bl K5 ER X2 DML 24 DO AT v A FEEH TH~ U X~
TEE021 [, FTEAREE0.17 1, 2 HEOKRGHAEARTEZNE035E], 030ETHY, A
~ VXS TREET T REARREL CRIBE CTh o7, mITT £FHTO ER ZZHE L RBROKRTH

277,

mBERDEHE (BREFERVREERDEFADFMZESL)

B1301 B CIX, BFAGEICRRASNIET — 2 0 EIERagt, BEATE sk, A&HREIR S
AR Uz, MEIER AT A 2 7 BN@EOIE Ehg BAERIRSEW 2 & 28T, BEAESEE D
HREIR SO E N2 B F AN M OKEER O EOREZFHMI L TE0, AaT7 R E0nEL
PEEDRENKE NI & ERT,

A~ A~ T R4 24 WOMEAERSE, HEEGRE, "EERSERKEL, X—2AT7( &
L TP bAEICED Lz (1 B H70 08502  mEIER K- 13.6, BH/ERN
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B-17.1, KHEMERSHE-6.4) . WEAERAE, BEAEEE, HHBERSEOS 2273 0 T
bole (ENEI, WEOIERN R0 o7z, BEAEENT@ICHRZ, &KH X IR #iE
B 384, Wi EIERRETIIN—2AT 1 2 0 216 LEG% 24 T 74, AEAGRETIE
2402k 24 44, WEMEIRFEE CIL 8 AT L 26 4 & W T b RE ML, 4~ XTI
£ DM IR R ORI PE S B R AT, KRREIRE S OSeE D R ST,

IA05 #BR CTlE, nocturnal, morning, daytime asthma symptom score 72> 5 A% 415 clinical
symptom score % FV 7=, nocturnal asthma symptom score |34%[HHEAR D FEE OFLEE %2, morning
asthma symptom score | L5 D BSER DA MEZ, daytime asthma symptom score | 1 H D BJENR
EIEEEEORENOFMM L, WINb A a7 REWIEEREORENRKRE N & E2RT,

JAT $£HC, A~ U X~=7 & 5% 24 % 52 # D nocturnal asthma symptom score }2 U Total
asthma symptom score (VT HNDEGHTHN—ZF A NTHATREAD L, FHEEITT T
TR TV A THTRENo72D, BREICAERZITRO b o7, mITT 4
FTHRIEROERTH T,

QoL

QOL 1%, Z DR EEDZ DOFA RO e K LT\ D 2 &b, RBREN
Hu3g UL STV 5 QOL FAEF A& FH V- CRFM L 7=,

B1301 #ABRCIE [/NEAE S BEIE & B E 72135 @ QOL FH&EE 5 UG 2008

(Gifw) | Gk filh 2008) ZHWT, #BRHE & Z OMR#ESLO QOL Z i Talili L7z (HA#E
DA IRHEE) . AFITRENIEE QOL BRHGFTH L Z L amd, A~ Y A~vT7#h#% 24
B QOL (HIfE) 1%, AR RNAAL v, BIFH R ALY, ROBREKOEE AT L HIT—
ATA L EHRTHTNHAEIHEML (WFivd p<0.001, Wilcoxon 775 fF Z A FRE)
FKEATT OMY 55 ERISTVEE TtE Lz,

IA05 #5% CiX Pediatric Asthma Quality of Life Questionnaire (Juniper et al. 1996) Z VT, #¢Hk
B QOL Zitfi L7z, JAT JEM, A~V X~T7HG% 24 RO 52 MOTES), &S, AERO%
RAAL VR OBIRDEFHA T ON—=2T A D OYEEE, WK EEROHLZENE SN
HAAT N 0.5 LLESGE LIZ#REOEIEIX, WInb A~ XA~vTHEE 7T AR CRIBRE T
Holme ZHIImMITTEMFTHLREBEOREETH -7,

AUMEDREFME (GETE)

[ fil e OB 12 X D B 20 O ¥ A FFli Global Evaluation of the Treatment of Effectiveness

(GETE) % 5 B:ft (Excellent, Good, Moderate, Poor, Worsening) T3 L7z,

B1301 B CTA~ U XA~ T7H 5% 24 OGS TExcellent) X% [Goodl T - 7R D
FEIX, ERIC K 5T 76.3%, #EREIZ K DFHE T 78.9% CTh -7z,

IA05 FABR-JAT M T, A~ U X~ 7 H 5% 52 TO GETE (2 X 2 A2 EOFAMIL, EAl, ¢
BRELBICT T ERFICHN T I A THTENATEY (Z£h p<0.001, p=0.020,
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Cochran-Mantel-Haenszel f27E) , Ziut mITT £ THLREEETH -7, JAT EHDOA~ Y X~
BETOFME A TExcellent] X% [Good) DFEAM Tod - 7=k FH OEIE 1L, EAHIZ X 556 T
69.4%, HEREIZ L DFHET 72.1% TH D, B1301 sBROFR LR TH -7z,

L7emo T, EREOBERE OV T L0 A~ ) XA~ 7 L 50 E0UEIIH 50 Th 5 &l
Sz,

Z DM ORI E T D L A ¥ 2 —FOM HE%, FERERE, ROEEORBEIZOWT
I, FNEN[2.5-43.441H], [2.5-4.3.4.71H], [2.5-43.4.8 HZFt# L7,

e

B1301 7B K OSNEVNERBER OGN D, A~ AT OLREMET a7 7 4 MET 78R
EREETH Y, NWNERFFE DOV A7 ITFFES N oTe, A~V A~ T CEBEICRELLT-ASE
FHHT RYYER LOFAESRIE (SOCHI) | ThY, ZORIARIIT TR LFERE ThH T,
NERYYERS L OFAERE ] OFFHEGL, BMAZIRE L-EN B EEE (1304 35R) kO
SME T T B AR ELEGRBR O PR AR T i b < bz, £, BBLEAFHFLROLT
BRI FEE CTh o7, SETHNTHRE ST, 1RBEE L ORREROEE SN2 VWEERAE
FE, BEPLICESTEAEFRORBID R, BB LT FERITREOHAITE D s>
7

A~ Y X< @ Risk Management Plan (ver 8.0) T [EHEEZRFFEINTZY X7 ik [HER
BEMY 27 L LTHTONEAEFRICONT, Wb /hEnmBBEICkT 2%tk Lo
N E S NSV A WA REY e

1.3 MEXIFHRICEET SERALDOIERE

<BIREX I RICEAET HEALEDEE>
EHEOBRART v A FEROEHEOWEIEFRELZ I L THIERNLESE T, WmEERATUR
(2R LTt A R L, RE R OWIEHRG-AT ML R IgE IRE SR G EMA R TER Sh 5 2
W= T EIC AR R B L TEET 52 L,
JERDZE L2 &1, FRROIEROWT NS E L2 & &R,
BADIGE
Mt LR~ 2 B & e RERBEBE DR (FEV, 0 23 THRIEF B 5 L 80%ATif)
- AR B S ND
- O 1 [EPL R EER B S LD
INRDIGE
- B AMESERS B I N D
- O 1 B EAREER A S D
- E 1R EHEAENEESND
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1.4 SRER IR ICEET S ERALDTEDFHRERM

F~ U X~ 7 O HEEEMAZHIT 272012, ZhEeXUFERICBEES 6 EoFE 2 il
L7,

I~V A= T O/PNRBERORGR &7 AREEERIT [BEFAERICE > ThmESERZ =22k
L TERVWEAROBE | T, EANICEACXT 2GR THD, Thbb, BHARD
WART 1A RIEJ OEEL O BIEFIE A DR LT HIERD L E LAs Wil ABURIC ) L C
Bt R T HBETHD, DERDZELRWV) &, [MEAmEIERABERsnS) , T#E1M[E
UL ERFER B ESNS) , TE 1 EILERFAENSEEIND ] OWTANICEYT L2 &
EHE LTz, TERMLE LRV IZXT 2HEIZOWT, BRADERE - 2R Tix MBS
T BN FERAERE DR T (FEV o 23 THIIEFEIZ R LT 80%ATM) | & 723, /NNETIE
Mg SO BRE LIS L & T R RE S IEREICTVMEZ & D 2 & 226 (Bacharier et al. 2004) , Zi
wBRAN LT, — 0, PTG &0 B E TR ORIR & Vo fo/ N BB R ORBEAE B E L
GR)II At 2009) , T 1 EICLEREAENEESND ] ZBED 1 2L LTBEMLE,

F~ U A= T OGS E 2D BEEMIL, Tablel-3 1T TR EEREM] ( TEOHEE
L) WmEsh, A4 RTA - OBLE»6 s TBEFRRICK > ThmEEREZ = hr—LT
TRWEHEOBE ] LW IO MEMTZETICKEEL TWD LB b,

Table 1-3 INRREEEOEEE (BEQOEERE) ¢ATVXITOEREEELEADA
BJT (MREEXWGEARK - EBHA K542 2012)

BEDIRIEAT v 7 % B U EIEE (BLOEHRERE
BE AT v T REOWERFTT

2] 5 R R H
?ﬁﬁ%igﬁﬁ> 2F I T AT v T2 | RF v T3 | AT v T4
il eit!
CARIZHIE], ZREREICZR, BRI AT D - LI Hh A I
- BRI PR REEZ 0 5 A%, B2 RIS A CHaRsf ¢ HoE Frfid Frfid Frfil
JERUE L, Rt L2
RAE R fo
- UK, SERENGISAS 1 E/A PAE, 1 Rl A I Hh A FIE I
- BHCPRIR R O 5 %, BRI, HEEEE | RER s s e
EEXNDHZ EIIDRN
HSENE P U
- Mk, EREERGENE S 1 [EIAELLE, B L2 s EwIE EwIE BT
s RRZH - RIEEL 720 B ATE-CHEIR S RE S D Frigiil Frigei Frfc il Frigezd
FEIE R
- Wk, WIS H RE T wIE HIE HIE BEE
ST 1~2 8], e RIEIEE 720 B ARG RCHEIR S Rl Rl Rl Rl
fEsE XD
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PNRTS, BN EFER, A~V A~ 7 OREGEIIKRE & Y)EHERG-FTIE T gE §REIZHDWN
TEREGEMERICIVRET D, LT, PeUIRRICBET 260 LoEEE, NEEHFIC
D HERPZE LRV ST 2REDHREIBRL LT,

2 HERUVAERVZOERTEHRL
2.1 HERUVRE

[SEHT D, 1 EAHE-YOREEHVICIESEME. MEESHTOMEPL IgE BERUKEIC
HI3F, TRORSERERICIYRET S, (B0 3 LA« BIBRERSY, WEARARSY 25 )

REERER (1 EREE)
4 BRBRE

BEEO R (ko)
1% & =00 | =125
LB 220 | =25 f =30 »io >50 | =60 >70 | =80 _ N
~7 ~ —~, ~ ~ ~ T ~ —~
(IU/mL) 25 30 40 50 60 70 50 90 | s 150
©30~100 75 5 75 150 | 150 150 150 150 | 300 300
— me me mg mg mg mg mg mg mg mg
1T EEEEER]
~100~200 | 139 150 150 300 300 300 300 300 g 430 -
i - mg mg mg mg mg mg mg mg ™ mg mg =
srnEeENEgEERE EEEE)
. 150 150 § 225 300 | 300 = 450 [ 450 | 450 60O =
>200~300 - -
mg mg mg mg mg g mg mg mg mz u
SEEERIEEN R ]
. 225 | 225 300 w 450 | 450 [ 450 | 600 | 600 w
>300~-400 - -
mg mg mg me mg mg mg mg
= EEEN - aEmEEmEnl
225 5 g
~a00~500 | 222 300 g 450 | 450 | 600 | 600 T
mg mg mg me mg me  m
‘SR N NI
3 45 -
~s00~600 | 222 | 300 | 450 | 500 | 600 H
mg mg mg mg mg w
mEEEmEl
=
~600~700 f 22 a 430 600 3
mg - Z mg
— EREEEERENER
>700~800
>800~~900
000~
1.000 GEER S OFITEY LA WESITE
>1,000~ 2EMERSOREICEVERET L L
1.100
1.100~
1.200
1.200~
1.300
1.300~
1.500

2 BB G ITIRA— 2, TR TR BN, s TR - 35 R S AT
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2 ERBRE

# 5 g @ AHE (kg)
i 15 & N N R ) L ) - ] =00 =125
TR FE 220 | z25 | =30 | =40 | =50 | =60 | =70 | =80 | N
~75 ~ ~, ~ ~ ~T ~ ~
(TU/mL) 25 30 40 50 | ~60 70 80 9 | 10
>30~100 , s ,
2 EREORICEY LaVESITIE
\ Pl e s o I EEEEEEY
JlEESOFRICEWVESTHZE - -
>100~200 - -
LERRRRRRRRREREDD "EEEEEN]
= " 375
~200~-300 - -
- . g
s IENEIEEEEN
45 525
>300~400 - 450 | 523
mg me
| — ;‘.l..- ;‘.2’!:..;—;. ﬁ 600
75 7 525
~400~500 - N Sl B
- " mg mg mg mg
- EEEER
75 el
>500~600 - = 375 ) 450 | 450 | 600
mg mg mg mg
25 2t [ ase | 4s0 5
Il . =] y4
>600~-700 == - me | me | me
mg mg | me | mo | me
225 25 75 &)
o0~s00 | 225 | 225 | 300 | 375 | as0 | aso | s | eo0
- neg mg mg mg me mg mg
225 | 225 | 300 | 375 | 4s0 | s25 | coo
800~000 | == == 2= 2= =
me | me g | me | me | me | me
900~ 225 300 375 450 525 600
1.000 meg | mg | mg | me | me | me
[
Looo~ | 225 | 300 | 375 | 450 | s00 e
— — — — ~ R
1.100 mg | mg | mg | mg | mg B
1.100~ 300 300 450 525 600
1.200 me | mg | mg | mg | me
>1.200~ 300 375 450 525
1300 | me | me | me | me
>1.300~ | 300 | 375 | 525 | 600
1500 me | me | me | me
N

PG RMIE R TIT, AF ORISR R TH 5 0.008mg/ke/[ITU/mLILL E 2 BREFBRAL FHEH) U
0.016mg/kg/[ITU/mL]VA L (4 BRI THeGR) b X oBGEPHREINTND,

(TN, TR IBINEEHT, R TRk - B GHIRA S & pT)

2.2 RER UV HAEDEERL

I~V A= T3P0 IgE PR TH Y, Z DGR RITITE F OWEHE 1B 2 2 EmMfE, AFEEL
B 72 E O RIEMIENTEMAL A E Z SR WIREE TR TSE 5 2 & TRET D, M5 bk
IgE JEE O T BRI T 25 ngmL TH Y, TODICHTERA~ Y X~ 7 OEFRAETEH &I,
BEOR—2T 4 OREL IgE BEHZV 0.008 mgkg/[IUmLILL L (2 HFE#HE)
0.016 mg/kg/[TUmL]LA | (4 R E) THho, ZOMKHERHAEICKSE, HELZFHET S
JED L S 2 E Lt 5205132 B TR EBRFE R Z(ER L, 4~ U XA~T7OMELROHE
ELTWD, BEBRERIE, TXTORACEREHERAENELG S, M OIERERBROM R
N5 1 EHT Y OBREENMEEDH -V 20 mg/kg K222 L HITlERE T\ 5,

AEl, NEREERRBR CHW R G EBRERIC, 1| BH720 OfE 450 mg, 525 mg, 600 mg %
BIIL, 2o 2 BRSO —HE 4 BRHBRGICET LRGEREERL I~ XA~TDOH
- HEE LTHET S (Table2-4) .
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Table 2-1 BERROREEBER (1 EHREE (mg) ]
15 FI Ee f#Z (ka)
TEIQEME (UML) | =30~-40 | =40~50 | »80~60 | =60~-70 | =70~-80 | =80~-90 | =90~125 [=125--1580
230 ~ 100 75 150 150 150 150 150 300 300
=100 ~ 200 150 300 300 300 300 300 225 300
=200 ~ 300 225 300 300 225 225 225 300 375
=300 ~ 400 300 225 225 225 300 300
=400 ~ 500 225 225 300 300 375 375
=500 ~ 600 225 300 300 375 5 5ToaT
=600 ~ 700 225 300 375

FR Y Oy ¢ 4 ERER G, MY - 2 WS
NREEREER (B1301 3BR KL Y TA05 #BR) DOEMEICH 7= - TiE, UUTOBLENS, Mgl

B IgE JREDOIK T BAEE L OE O DI B st~ ) X~ 7 O RHER A B NTIC S Y T E

HEEZ, MALFEERC, BEEREREZME - HEL T2 L LT

1 /NERGEOWRREARY, EAMICHANE L FETHD Z &

2. AU RST, W IgE KO A~ Y X~ 7-IgE HAEKRDIRNENREIX, ~N—A T A U IgE IREE
K OMREICHBINDD, A~V X7 OHE - HEIZR—A T 1 1gE B K OYRE % 5
ICRESND Z &

3. A~ U X~T OMREBHEE, A~V X~ T -IgE HARONHHRES, W [gE o EPRITE R O
HHIREEIZ DN, FEIC L 2B WIFEE STV RN &

AN BEF TN AN TERENES IgE RERSWE WO REEATLZ L0, NEE
PREAER (B1301 sl M OF TA05 #kER) T, 1 B2 oA~ Y X~ T O G-E) 75~375 mg,
B G FRE7R R E DY 20~150kg, IgE JEFEA 30~13001UmL & L7-HFGEBEHEELS H -
(Table 2-2) .

Table 2-2 INREEEREIER (B1301 RUIA05 B8 THUV-EBEEHRER
[1 B 5 =(mg)]

185 B B 1#E (ka)

FEIGEBEE (UML) | 220~~25 | 52630 | 3040 | =40~~50 | =50~60 | »60~T70 | =70~~B0 | »B0~90 | »80~125 |=125~150
=30 ~ 100 74 7h 7h 150 150 150 150 150 300 300
=100 -~ 200 150 150 150 300 300 300 300 300 225 300
=200 ~ 300 150 150 225 300 300 225 225 225 200 375
=300 ~ 400 225 225 300 225 225 225 300 300
=400 ~ 500 225 300 225 225 300 300 375 74
=600 ~ 600 300 300 225 300 300 375
=600 ~ 700 300 225 225 300 375
=700 ~— &a00 225 225 300 375
=800 -~ 900 225 225 300 375 B EeT
=900 ~— 1000 225 300 74

=1000 -~ 1100 225 300 374

=100 ~ 1200 300 300

=1200 -~ 1300 300 74

A0 oY 4 BRI, M2 2 EER
KAUIAF CREAR O 5 BIFTR OFI & 77
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EYEE, Fh¥E (MFDERE I9E RE)

E/NEIEXRERER (B1301 HER)
B1301 iBRD A~ U X~ 7 e 5:4% 24 W% O il P ilFdE IgE #EIX 15.6 ng/mL T, (KT HELE
O 25 ng/mL LA FIZHHl S iz,

SPEVNR LB A EREER (IA05 SHER)

IA05 FRER D JAT S H K O mITT £ O i i bR IgE J £ I1XZ 424 13.7 ng/mL, 15.0 ng/mL
T, & BHIET HEED 25 ng/mL LA TIZHEHl S 7z,

B4 M PK/PD BT D#st

SMENNRERE &g & LTz TA0S 3Bk, 010C, 010E BRI ONCAME AN B4 « i NFBRHE & 515
& L72 008C, 008E, 009C, 009E, 011C, 2208, 2210, 2306 #kBr, AME AR AZ SR E L
2204 REROFES D PK/PD ET VAL, HANNRE (B1301 3B KORARHE (1304 3R
BN 1307 RBR) ToMiET A~ X~7, EBfE 1gE RE KON IgE IR Ol A% % R
PK/PD FEHTIC XV BEt L7z, 2 DOfER, BARA/NE B1301 3R K OV H AR AR 1304, 1307 35x
TD% PK/PD /T A—HISEANT —F &y b & FITHE U REREY &SRRl L, #Bhazo
SRITRERZD 2 O (95S%EHEXHE) NIZEEN T\, L ->T, BARNNEEE
(2B D IR BN RE K ONBERfE TgE IR OB AL, B ARANRA K OFME AL (B A K OVINR)
ERFRTH D Z LRSI TZ[2.7.2-3.3.4 IH],

PLE, BADERRHEER EICES S B EBRRARICE - 7252175 2 & T, /NEMEEEI
BTG IMTE A EHE IgE JE IR BEMELL NIZHfl 41, ZAUTPE - T B HERE B DR
VISHER STz, 61T, AEANEHE BARANEHTA ~ U X~ 7 OFEYERE K ONERE 1gE IRE
OIFIIRIL, A, NEEEDbPTEEOZEIZ R~ L, RIEMBEROEELZIT RN ERRS
iz,

Fo, BEWT 07 7 A MITNREBATEERTH Y, NUTRAEOREMNY 27 I3RE S
ot

L7223 > T, BATRE L7oiig b 1gE IRE O T B ELR DI DI BB R T~ X
~ 7 ORISR L TH RS TH Y, NEBEARBR CHOW R EERERIY, A
NMNREORNICHEHATE D LB X T,

2.21 BEEREROEE (1EHEYDOHAEDEMRUVESHROERE)

B1301 5B & OSME AN « s DERRREBR SR L V0, SMEARA < NEER O EARANSA « /N
RoMTA~Y X~70 PKPD, Ao, ZEMEOT 07 7 A4 T REIREND N T L DR
ENT=Z s, MEO 1 EHT-Y OREOEMN (&5 EREROIR) KOEGRFEOEFIC
P73 BR S 2 B AR NI B FIHARE &5 2 72[2.5-1.2.2.2 TH],



Page 16
CTD1.8.2 gt - R () , RiE - AE (V) RUZDOFHTEIRRL

2211 1EHEYOREDEN (BREEBREROILK)

1 [EH7=0 OHEOBEN (EHGEREROIR) 12hHiz>T, IRT LG5 EHREFR (Table 2-

3) 1%, MAROBEFERELLFICLL, TXTORALTE~ Y X~ 7 OBEKEHEEHEN G S

n, o 1 [H-0 oRGENMAEHZY 20 mgkg Rl s X OER L, £LUFO&MEE

medzEE Lz,

1. 1[EHZY OFKEGEEZ 600mg (HH720 O K &% 1200mg) £ L, 450 mg,
525mg, 600mg %= 1[ElH7-0 OHEE LTEMNTS

2. PeHATRE/ PR G5BT OIMIE PR IgE 2 E O FfR% 1500 IU/mL & 4%

Table 2-3 1E@&HE-YVOREENRBINEN: JEXKEhf) BREEBRER
[1 E#&5=(mg)]

BEHDMEP 8 (o)

HEIQEME (UML) | 20~25 | >25~30 | >30~40 | >40~50 | >50~60 | >60~70 | >70~B0 | >B0~90 | >90~125 |»125~150
230 ~ 100 | 78 75 75 50 150 50 50 150 300 300
>100 ~ 200 | 150 150 150 300 300 300 300 300 225 300
=200 ~ 300 150 150 225 300 300 225 225 225 300 375
=300 ~ 400 225 225 300 225 225 225 300 300 450 525
>400 ~ 500 | 225 300 225 225 300 300 35 376 525 500
=500 ~ 600 300 300 225 300 300 375 450 450 600
=600 ~ 700 300 225 225 300 375 450 450 525
=700 ~ 800 225 225 300 375 450 450 525 600
>B00 ~ 900 | 22 225 300 375 450 525 500
=800 ~ 1000 225 300 375 450 525 600

>1000 ~ 1100 | 225 300 375 450 500 5 e

=1100 ~ 1200 300 300 450 525 500

>1200 ~ 1300 | 300 375 450 525

=1300 ~ 1500 300 375 525 600

A Y 5 - 4 B fERG, M0 : 2 B ST

AR EN CREAGE 07&5%@%2%07%. P27~

EpEE miFhiEs IgE RER VAN

SN ERRREEGER (2208 HER)

2208 FABRITIIE ~ PEEE DAME AL AT LL X —Mig BEBE 2RI, d~ ) X~ T DLett,
DARMOF N Z B E LR, ﬁ@%ﬁ%ﬁ%ﬁf‘&;é AREKOR—2T 1 IgE BEIZHE,
450 mg, 525 mg X% 600 mg Z)[E] (Day 1) &2 HH#% (Day 15) (272 [ElfE L7z,

WEHE IgE IREIFAIRIR GHENTHORGHIZBWTHEHPLNITETL, 2 HEOKE
(Day 15) #ZIZBWTHZOREK TIZFEEETH 572 (Cmin : 450 mg £ : 12.09 + 2.30 ng/mL,
525 mg #f : 12.18 £2.65 ng/mL, 600 mg &f : 16.26 + 5.09 ng/mL, FIMHE + FEHE(R )

SERRKREERER (2210 HER)

2210 FBRITEIE ~ P ESEDHME AR N T LL X —Eg BB g 2 %812, FURFRREIE %
T 54~ AT oM ROBTEFEFBNE LT 2 a1k, — a@,77ﬁmﬁ%ﬁﬁf
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D, N—=AT7A L IgE REIZLY, #HrEL 3 DO NV—7 (Group 1 : 30~300 IU/mL,
Group 2 : 700~2000 IU/mL, Group 3 : 301~699 IU/mL) (Z43{F, Group 1 & T Group 2 {22\ T
L, SHIC2: 1D TAYY AT 7 T7ERCHIVF T2, Group 3 TIEA~ Y A~THE5D
K FER LT, N—A T A 1gE JREE K OMAE TG U C[2.7.2-Table 2-3~Table 2-5]IZ/~ L7245
%ﬁ%ﬁ:%w H~ U A~TNE 77 R% Group 1 Tl 2 BT 14 A Gt 8 ElRE) ,
X 4 EEET 12 M GF4EE) , Group 2 TiX 2 MR T 148 (Gt 8 HI#&H) KZT#
H L7z, Group3 CiIA~Y XA~7% 2 MR T 6 MM (GF4E#&E) KT#HE LT,

WHE IgE RERIREGEREPPITETL, WIThod <) A T7REHICEBWNTHEET
25 ng/mL LA F OAK T 2358 %%ﬂto_@@%QE%V®ﬁT#§5%W$iﬁMLT 8 bz,
N=2F 4, %5 8 WKW 16 MRFRIZEHNT, FURRAIZ L DREGHEEABR L EM L, +
~ U X~ T HEAT X 5 BRI EﬁﬁS&U‘ﬁ%ﬂ”ﬁ”ﬁE\ﬁﬁS@ﬂﬂﬁ?' R Z G LT, RIRPRLNG B
JIAKNRGRET 8 LY 16 #H & b 7§ﬁfﬁ’m&1mﬁéhko%’Gmmzfm%@
RITT 7?“1‘%? XL THETH-7=, Group 1 TiE 16 H THERZ(LITRO LN oT7- b
DD, 8 HWTIHMEEEL HIZT 7 BRI L THERIMEIIRNED b, E%&@ﬂ%&}im:o
WTH Group 1 XX Group 2 DA~ U X~ 7 EERETT 7 BARRE L B U CTHIHIE M 234 BTz,

%M PK/PD i &gt

2208 JUf 2210 R TO@RMARA~ U A~ T EGHO HERISHEZ DN T, (EA#FICESHY
7o REEEH] PK/PD &7 VIRHTIZ L 25l 21T - 7=,

9$Ild\/u1_ﬂjﬂﬂ ERF D PK/PD E7 /L (010C, O10E, IA05, 008C, 008E, 009C, O009E, 011C,
2204 FRBR) | 55 I ARRABR (2306 3BR) #ER&ET WO T — 2 & v MBI LA Lz
ﬁoko%@%Tw%ﬁWT,mﬁEﬁv)177(%m%,ﬂh@,WM@)%&ﬁbt
2208 K U* 2210 #RERASE ROV THE A ORI 217 - 72[2.5-Figure 3-8], £ OfER, M4~V
K7, Wil IgE S O IgE 14 EEHERS 1T RHER PK/PD &7 L0 B3 & - HEEIC A LTz,
AT 2208 FRER KL O 2210 3BT — % & T PK/PD E7 VA b L7272y, KIEERICK
T RBITRD bk o7,

bz bk, £~V X~ 450 mg, 525 mg, 600 mg (XEEAGED & & RIFLE D H LM%
AT EBZ LN,

e

2208, 2210 RBR L OGFARET (D7 b 1A, A~V X~T7 R 1 [EHZY 600 mg LLEEE
ENTWERE NG EN5RER, 2208 AERL O 2210 REOUE) 2B LAVEE TG L7, 2208,
2210 ARERIF N 1 FldH72Y OA~ U A~ T7HREED 600 mg LA EThH ST E TR < A5
NEAEREGY, RYYEB I OFHAEHRIE (SOCH]) | THY, FLAEPREIPEETH
ST, FHHE L7 T R TCOBKRERIZBW T, EEIERhoT-, BEEREEEROREANAE LN
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2, WINHIRBIE L OBFEBIIRE SN, £2, BEPILICESTEAEFLLDLTNTHY,
& A EREYIBIRIC I > THK Lz, BLEXY, A~V X~7 450mg, 525mg, 600 mg D%
2T 0T 7 A VEBAROME (75~375mg) LIRERTH Y, iR LZEMEO ) A7 13RE S
Niginoiz, iz, HilRET =2 A 70 04~ ) X~ T HREE) 900mg LA ETH-7-H#
FHTOREMIZBMOLZENET 0 7 7 AV ERRETH Y, Hie2BaiTAbnianolz,

Lo T, A~V X~7 O PK/PD, AZMEKROLEMT, Fiin bk OB ER O 2 250
RNZ EDURENTZZE LY, BARANCHIER SN RG EHEFE (Table 2-3) ZEHTHZ &
IZYThHhHEEZD,

2212 BEMEROER

Table 2-3 O 5-EH TR O—H OHIPA T 2 HHEIFREE G 0 225 mg # 5-% 4 8 [H[7 T 450 mg % 5-
(AT L, 2 HEREO 300 mg #5-% 4 MR T 600 mg #5128 F T 5 & GHBOETIZ DN T
1%, RHEMIPK/PD EF /L THY I 2 b—3 a3 U baii L7,

B MR AEROXZRGETOMET A~ ) XA~ T EEHBA LB L- L X, (KEN 40~
50kg, ~X—ATA > IgE BN 500~600 [U/mL T 300 mg % 2 @MEHEEG ChbEEEZRL, &
FIRREIZE1T D Cmax D 95%EHEX M O EIREIE 300~320 pg/mL (REEOIEIL S B2 I = L —
Va rEBDIRUIEHERICHKT D) Thole, M—DRERIRN—2T A IgE REIZIBWNT
AL D 4 T T 600 mg 5RO EFIRREIC IS 1T D Cmax D _LRAEIE 350~370 pg/mL TH Y,
EHERTO 2 B TO 300 mg BHRHILERTH 15%D LR/ TH 7=, F7=, Bl IgE IREHERE
IZOWT HEFIRIEBICB W CIE 2 B S 4 BFEFEREGICETSR b AL R L, BEL
L 7o PR DR TE D B AT,

BHMBEEELO 1 BH7-0 OKEGELO 4 Bl H7-0 O KEFER SR E HICEFERTO
FEBHAROFHENTH Y, ZEEDOBRITREINRN T,

L7zl o> T, BHARNZHLEEHMBOER ZEINT 5 Z EIXAaE L % 2 7= (Table 2-4) ,

222 HRERUVAEODFELD

AARNNEIZR L TH, BARANBRAKROSMNE AL, fiE s 1B REOKT B AR EIZ Y
25ng/mL, ZDOITHERA~ Y A~ T ORIKRHERN &L, BEOX—AT 4 OKEL IgE
IREEH T2V 0.008 mg/kg/[ITU/mLILA (2 EEIRES5) , 0.016 mg/kg/[TU/mLILA | (4 JERHIFE#5-)
ThdIENRALMNERST, LER-T, T_XTOENALTIORKHEEAEN S SN, 1 FH
bz OB G ENMEESHZY 20 mgkg RIZR D L9 ICER SN & GEREEEZ, BAAN
RN T HHEROCHEETHZ LIRS THL EEX T, 61T, MEEBRTHW
G BHEFE (Table 2-2) (21 [HH7- 0 OFE 450mg, 525 mg, 600 mg 2B S, 7o, 2
IR G- O—H2 4 WHRE G~ BT IN L5 BHER (Table 2-4) ([ZBWTH, MiFHiHE
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Bt 1gE JREEAFHE 25 ng/mL LATICHIHI L, BEAROFR G EHE R & FREOFEIEEZ =T Z &
DIERB IR T,

ZEMIZHOWT, /MR, 1 FH7Z0 OHE 450 mg, 525 mg, 600 mg OBEHN, K OFEH-RED
—ERAE K LTI ) A7 I3RFE SR o Tz,

Table 2-4 AKBEICETIHREERER [1 @REE(mg)]

185 B B 1#E (ko)

FEIDERE(IUIML) | =20--25 | »25--30 | =30~-40 | =40~50 | =50~60 | =60~70 | =70~80 | »B0~90 | »90~125 =125~ 150
=30 ~ 100 75 75 75 150 150 150 150 150 300 300
=100 ~ 200 150 150 150 300 300 300 300 300 450 600
=200 ~ 300 150 150 225 300 300 450 450 450 600 375
=300 ~ 400 225 225 300 450 450 450 600 600 450 525
=400 ~ 500 225 300 450 450 600 600 375 375 525 600
=500 ~ 600 300 300 450 600 600 375 450 450 600
=600 ~ 700 300 225 450 600 375 450 450 525
=700 ~ 800 225 225 300 375 450 450 h25 600
=800 ~ 900 225 225 300 375 450 525 600
=900 -~ 1000 225 300 375 450 h25 600

=1000 ~ 1100 225 300 375 450 600 5 TE]

=1100 ~ 1200 300 300 450 525 600

=1200 ~ 1300 300 375 450 525

=1300 ~ 1500 300 375 525 600

R0 Y 4 IR, A - 2 MRS
KRB E- RO T 21T 5 ®lH 2 7R 7,

PUEXy, BRANTOF~Y XA~TOMEKROHEL, A - /DNEORBIRLRET D Z LI
U ThHEEZT,
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23 RERUVREICEEY SFEALDIE

<AERUVHAEICEEY 2EALEDEE>

1. 75mg INA T : 1834 FIHT=Y 0.9mL O BEFESHAKTART S, BK 0.6mL A<
)XT 7T (GREFHEBRZ) OB-E5E 75mg [THHET 5.
150mg NAFIL: 1 A TIHT=Y 1.4mL O BFEFHAKTHERT S, B® 1.2mL AF
TYRXTT GEEFHEEREZ) OBREE 150mg (CHET S,

(17 . #H EoEEl OHEBMH)

2. BEEIWONCESHEFEIL, FEESETO Mg TR 1gE BEROREZ IC, 5 RRRER
kO REL, BEERERICELHLEVEEAOBREFThENI L,

3. ARFIEE I KIEICRENZEEN U 73551203, AAIOBRARHEEH &3 5 S 2]
REVEN S D DT, #HEMFRICE SO THRERET IR SHEREEZ B ETHZ &, FRHC
ANRTHE, RIS REOINCEET 52 &

4. ARAEMEHIZLY IgE OWHERERIIAER U, g8 IgE REN LR 2 0 CRHFR S
[SHEIELEmEFPE gk REICKSAE - AEOBERERTOENI &, £/o, KAIK
Bkt 1 AR MIE T 1B REO ERA BT 25508 H 50T, 1 RIS %
R 2541, BOOAERERICE LN ZMETR IgE BEICEASWCHEZRET
52 &, L. AAlORGEREHIMA 1 FELL EOSA1E, MG IgE IR 2 HE L
ThEW, (6. HRMRAEMRICKEZTE OHESR)

5. AFBEG I BIEROUENSBEO DNEHAICBNTH, #EBERAERICIVFEESN
TG EEER LN &

(He v 15 LR - HIBRES Sy, F#k : 1BINESy)

2.4 RERUVREICEEY 52FEALOIEDEDRERM

3. ARFNEG IS RIS R ENZAEHEIN L2551, AAIOBRHER A B3 G S h vy
REMED D DT, EEMFERICESW TR ERTNCRERRELBRET D2 &, FRIC
NRTIE, RIS REOINCIEE TS 2 L,

F~ ) X~ 7 ORHERE A &L, 2 BFEEE 5 0.008 mg/kg/[IU/mL]LL I, 4 JHEFREE 5K
0.016 mg/kg/[TUmMLILA L ChH 5, HRENARBISHM L 725HEI21E, BIRHESEH &I W&
DG SNDFREMERH D720, AINMEOBENLERRE T2 Z & & L, /NETIIREICHE
IREBEMB KR Z N2, NEHEISOBINCAE, BEAGR O SCEORH LV b B 75tk
ICEBE LT,

Fiz, A~V AT HBEICEE LR, BBmoZehra 7 vy A NMCEBEEHE 27809 #H
FiXApn iz H[2.5-5.6.1 H], HAENEMLZSGEG) Oi#lsd TRIBICKRESEM L7286 (I
EELTHMERWEE X T,
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Z O O<HER OHEICREET S H EoFEESE, BEARORM CEICEEH I N TV HNE
NOEREZET L BIMOBHRITESNL TN G, BAROTHOEE & L,

3 R

[Bacharier LB, Strunk RC, Mauger D, et al. (2004)] Classifying asthma severity in children: mismatch
between symptoms, medication use, and lung function. Am J Respir Crit Care Med; 170(4):426-32.

[Juniper EF, Guyatt GH, Feeny DH, et al. (1996)] Measuring quality of life in children with asthma. Qual
Life Res; 5(1):35-46.

[Wittig HJ, Belloit J, De Fillippi , et al. (1980)] Age-related serum immunoglobulin E levels in healthy
subjects and in patients with allergic disease. J Allergy Clin Immunol; 66(4):305-13.

DI S, SRR, fadfk1, it (2008)] /NRSE S BB & B TR O QOL i
T S ETIR 2008 (Gifu) . 77 L /L ¥ —; 57(8):1022-33.

HA/PNRT L =222 (2012) /NRSE SR EIRHR « WEITA BT A > 2012, FRCHRASAE
FOAE . (available upon request)

AR IIMERE, PHIHI =&, VEARMBLZ (2009)] AFRIZISIT 2 /R RE SO0 BB O FEHE L R R —
Wiy BB FERE R G AL (AIRD)2005 L V. HA/NET Lv ¥ —5435E; 23(1):113-22.
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1.1

(5 ROBHICITRE LN &) ]
AHN D T3 ULIEBUE O BEERED & 5 B

1.2 BEZDETERRL

BEAGR DY LT BCFEM 75 mg OV L7 BCFEM 150 mg OfEFH EOERICREMI N TN D
NEIZDOWT, BEZETHBENMMERIIHE SN TN &S, BEAROMER EoEEIz K-S
XRE LT,

2 EELGERFTEMR

2.1 EEGERMNIE

(1) AFOEEIL, [UEMHEOIREITHEL TWDHEMOE & TITO 2 &,

) AFOEHIZEVavy, TFHT7 47X —ERNPBIT RN H 5720, #Blsis
FCATH 2L, Fe, BENRBOONGEIERGEZPIEL, EHICEYRAEEZTT
Tl ok, vavr, TFT7 47X —HARRIIAAIR 5% 2 FRFLINIC BT 5 2 L2
28, 2 BFELL BB L T RETI 2L b D, £2, RHBOEHHHREGZICEN
THRATLZ NS D, AFEEGHRICY a v 7, T 7 475 —HFERNHELT 5 a6
HRHDHZ L, KOEOMBELIERICOWTERFIZ UL, BENSED DN HAITE,
HONCH Y EMCEET D L5, BEELFETLZ2 L, (12, AWEM (1) EXRZEIE
A KO 18, ZookE] (1) OEBMR)

(3) AANIKE SRR, 27 mA MK, HFle 2AFZ I VEELRRY, FTITEZ > TWDHIE
SOENR A WM T A HAI TIZ R VWD T, BEIC oA L TELERDH D,

(4) RE X BBE AR G, KEEEZRTEHAEITRESIBERS DV IxAT a1 R
BETOMENRD D,

(5) BMIAT oA NMRIEEZZITTWLEET, KAREIZLY AT v FEOBEZIIND5E
IR EE T TIRAIZITD 2 &,

(6) AAIEEGHOIEEEEIZEWNT, 7 LT —ERFEMEME % (Churg-Strauss JEMERE) 23 H
SEbNbZENnHY, ZNHDEITRAAT oA RAIORE « PIERHIEILL TV, &
FE L, AR OHER KR OFE, MEROEL (HoRME) |, OEREOHE (LR
%), —a—uANU—FHOMERERIIEET D L,
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(7 FHNOEEFIEC L0, @E, b5 eE RE R OIER S TERAT ORECR 5,

(8) MIERCHEYRBY 16 BEER L TLHRFFO NG IE, BRLikEr2ETR
WEXSHEETAHZ L,

0y FHEFERICHE W, EI, K, BIRAHSDHAZEAB LD, HEIEOELLER
O RO ECEE T ARG LT TSIl ERSEA Tk,

(10) &AL IeE L EEFEEZTEHR L, HH B 204 2485, IgE 1337 E BRI 5T 5 5 E05
BEEllB 5T ARTO 1 2L LN TWAZ &vD, FARBIO U A7 M Mt
TTABEIITERTA Z &,

2.2 EELEXRNTIEORTEIRMN

RBEROLZD, TH 747X ERET T T 4 TR - LA LREE Lz, FYETIZO
WO, MITEIEA ERLERERRAHE e nrmennritorke 2l =1
A A CEELITIC L AU A TRENEZLDOTH S,

3 BI{E N

3.1 RI{EMA

EF THRAREIWEBEE 254G L UTER SN -EREREE 284 fld 134 fl (47.2%) (Z&I{E
A EREREEREEET) AR o, EREEERE, BRSO 53 fl (18.7%) , &
BTG # 9 BER 26 5] (9.2%) , TEHERACIENE 24 A (8.5%) , EFEBACFCR 20 Fl (7.0%) |, IE
SHBALEMEL 14 B (4.9%) |, TEREBAAHES 13 A (46%) , EEEFAMm 12 # (42%) . ZWES,
TARRE SFl (1.8%) BThH o7, (RAAGERFE TOHEFH
BNT/ERE B EE S dg s U CER SN - RESE 38 i 10 il (26.3%) (CEI{EH
(EEERAERE 4 &de) PO ONE, TARERERE, 90K 4 F (105%) . A ER
36 (7.9%) , VESFCECEE, JESREAERE, FEHEE 2 F (53%) B THhot,  UNNFEGEE
F TOHEED)
1) EXBIEAR

avd, TF74 7% —ER EETRR)  KEF0EE, WRRNEEE mEET, R,
=P, EEE DEERE W - EEEREZED g vy, TR 7 07X —EEERER DS
ZERBHAOT, BEETSICITY, BESARERDONESESICTESETIEL, BESICET RN
BaiT5 2 &,
(2) FomoBIER

HETH 5% kA EE D 1% ~5% K@= " 1%k H= "
i % — i - — MR
g PR, LM - SR R, HE v
i e TR E - — AL
FEIRER, MWE  |EEER, E, 7L - - -
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SEEFH S0 kL EED 1% ~ 5% R WED 1% R HEY
Ui M XL EES, 1E
FEERE
T [y T, HIEEE - — HEIETE, i
. RS, - S, 7O, B -
BEEE A
B SRR, BHE - - -
R E%ﬁ,%ﬁ,%%ﬁ } } }
HEEN, 7 AT B AR M Y, BFOE
FLBE, REEE, £ o |E\E, RER ®iE, B, FE =
o opiiding — B, BE, Hm BB, LU, R
Jeva
Fof &AL R — — —

E1 BN TEZARRBCER SN 2 TOREERBRHLEH L,

H2) MAEEE A THY, EEERUCEERE, B (ERELEEOMORESE) | BRRCY o EEES S
#LTa,

3.2 &l £ RO R EIRHL
ERICBWTNRREEMEBRE A S L L TEBS LS I BEERE (B1301 #8) ©
BT, 26100 ERRS DA RITEM A, BIVER O RIS O ~F i (TR L,
(1) BERZBIER

FHEEHOTS, TH 7 0 X ERE TS 7 0 TR - L EE LEE L, AETIC D
WO, TR A EEREFRERSEE Res_mraemsToraR, 2 s |
AR CEERITC R AMET A TRSAZLOTH D,
@) ZOMoRER

WA OB R ER B O E NSO TR IC BN TR S My & Him i L, F7m,
CCDS (ZH#EML L, EWAO/NRERRRER BV TE <R b BIEM (LIgimE, %8 25
pil faTiy. A o

BT DWTIIBERRRO V7 R TFER 75mg KW LT R TER 150 mg OfER LOEE
ORI L 7 o FEFERB OB R, BNCBOTNISEIHEESE 488 : LTEmS L
75 T ARESEE SR (B1301 #58) ORRE2 M THEN L,

4 EERE~DOR 5

4.1 BRE~DRE
EE T AR ARREEEE (BikEE, TTRE, SRS SETL T 0T, EHECRE
TAHZ L,
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4.2 SEEANDE 5D EREL

BEAGR DY VT B FIEH 75mg KO LT B TFEM 150 mg O] EOIERICE#H IS TWD
HREICHONWT, ZEAZETLEMERIZIESNTHRNI &G, BAROM T LoEEICES
TRE LT,

5 bENR, RELR, RELGFFADREMR

5.1 i, Ehw RILGEFEADOERE

(1) Wb O3 U C WA RTEEMED & 5 I AL, 1R EOFEIERfEMMEE B0l 2 &HEr S
DBJEBNCOBFEETH L, ([@WER (L) TARINBEZ BTS2 ENRESRT
W5, )

Q) AP OFENIFTRGERETHZENEE LV, RCEHTHRETHHAICIERALRT S
5 &, [@WER (V) CTHIHT~OBITRHE SN TN D, )

5.2 bEim, Eim RILBFEAOEREORERNL

BEAGROY LT BCFEM 75 mg O L7 BCFEM 150 mg OfFH EOERICREMI N TN D
WEIZOWT, BFEAZETHBMERIIEOLN TN D, BAROHEH ELoEEICES
XWE LT,

6  INRE~OREM

6.1 IMNRFEADKRE

() (RHZERER, HER, U303 6 BAON UL 5 22 EIE R L T e
W (ERRBRAR)

@) NRERRRBRICHE\ TN, B, EMEREAS < RO BTG

6.2 INRFADRE DR TERBL

(1) EHI mT%MLt¢ﬁﬁﬁi% \\\\\\ B E g & LT BRIRRBRIL 6 Ll B/ &5 L
LTRY, EHAKRERER, BrAER, VUL 6 MR OB 2 2T L T
Wiz, EOFEFLE LT,

2) ENAO/NREERRERICBVCEEE, B8, LEHRNZEBO Lz, CCDS (2L
Lit#k L7z, CCDS DORREMRME o7z, Mo NREEARRBRIC IS T 280, FHEML O EIEHED
JE DI BLF % Table 6-1 (27, 7ok, EPW/NEERRRERIC T 2 5BR1L, 50mH 38 filH
4 6 (10.5%) KOGEEMN 38 il 1 61 (2.6%) THY, EIEIHHIZOWTIXENERKRRER T
DL,
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Table 6-1 FEERRERE (B REBRER)

F~l X=7 7R

N = 624 N =302

n (%) n (%)
SR 129 (20.7) 59 (19.5)
FEEN 94 (15.1) 34 (11.3)
R 39 (6.3) 15 (5.0)

7 BRRREERICRIFTZEM

7.1 RREERICRIZTEE

ARFNTIM A IgE EEARZE T D720, IgE OEIEEBHINEER LU, fiE T IgE EEN
AT 5, 1->T, AEEEGFD IgE WEMEZ, ML - HEOFREIZIIAWRNZ &, 72, &
IgE MIEZRTIRE (T LT —MHRE ST A~V F L AFEE) DOZKLT L L X —HE O S
DR ROZW OB L L THW RN &

7.2 FRRBRERZRICRIZTEEOHR TR

BEAGR DY LT BCFEM 75 mg OV L7 BCFEM 150 mg O EOERICREMI N TN D
NEIZDOWNWT, BEZETHBENMMERIIHE SN TN &G, BEAROMER EoEEIzHES
XRE LT,

8 BEALEDEER

8.1 BERALDZER
(1) HEREK:
AHNOBEIX, RTEEDOHE L, FIRNEOTHRN~ORGIIITORNT &,
(2) FHELRTO Y -
PG 150 mg ZBRZ D BEAIIEHOARL TARBERTS (T (4) G5 HE5xE %
# 2R . ZOLHE, LEROTEREROERE (18 F—v, 25 F—V) ZHETLHZ
s
(3) FHHIGE
1) ARAIOVEFIE A RS AAKUSMIER Lian s &y
2) WRITIE
O 18 F—=YOENHZESE LI-ERBEGZHNT, | XA TS0 HIRESNHKZ
75 mg /XA TIOLDEFA 09mL, 150 mg /XA TILOHA 14mL ZHEL, A TIL
NOBRIZHND X IITIEAL, SA TIENLTERETH 1 Hifilmahi< Lo
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PRS2, ZOMNSA TR 72D BT FNICEIL, JaBSiiz2nk 235
Zé&,
WNTHI 5 AR 5~10 AL T L& EIL, BRICHREZRBSE D,
RIRIZITH 15~20 DRRE A ET 50, 20 DLl b 258655, TOHRE, &
W NARORL PR Z 72 < 725 F TQOEAEZ VKT, 40 3 LANICERME L
RVGEIZIEER L2 &, £, BMFIEN LR AN Z ERH D,
3) EMRBIIHED T HCNICHERT A Z &, BEHICHHAL2RWEEE, 2~8°C TRIF
L, 8HEMLINICEER 5 2 &, A% ORKIIEHA LRz &,
4) B
1) SMBUCEEZBROEHAICIIER Lnw &,
2) TRlEHRE -EREBEIL, LEALTNAVRERRL, HEICHLEREGRES 18
=V O A IS U TR A2 VTR 5,
75mg A TV KH 1S T BREFAK 09 mL (ZHEfE L 7-8HK 0.6 mL 254~
Y X~7 (BfoTifz) OBEE 75 mg 2% T 5,
150 mg /NA TV @ BE| 1 31 7 v% BRERNAK 1.4 mL (ZEME L 7-%K 1.2 mL 234
~URX~v7 (Binfi#z) OBRE5E 150 mg (ZHYT 5,
3) BRIE 25 SV OESEHIAH L, KTFENT D, WIRKITHER S 5720, EHT D
DIZ5~10 B EET L5605 5,
4) 1[FENZ2E 12mL (150 mg) X THRETLHHEITIEL, 1 E&Fd2Y 1.2mL ##Ex 7%
WE TN T TR ETH 2 L,

© ©

BERE—ER

N S Seb & I/\Z\g/{/r T/I/ik
e T (L B D) AR
75 mg /A TV 150 mg /A 77V

75 mg 1A - 0.6 mL
150 mg - 1A 1.2 mL
225 mg 1 A 1 A 1.8 mL
300 mg - 2K 2.4 mL
375 mg 1A 2K 3.0mL
450 mg - 3K 3.6 mL
525 mg 1K 3K 4.2 mL
600 mg - 4K 4.8 mL
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8.2

(D)

2)

€)

4)

9.1
(1)

2)

HHAEDOEEDREIRM
BEAGR DY VT B TFEH 75 mg KO LT ECFHEM 150 mg O] EOIEEIZRE#E ST
LHRFIZHONWT, ZHEAZET HBMERIIHE LN THRN L, BEAROMEH LodEE
IZHESERE LT,
BEAGROY VT R TFEM 75mg KOV L7 2 FEM 150 mg OEH EoiEEICRE# S Twn
DRNFIZONT, BRAZET LZBMERITHF LN TRV LD, BEAROMEH Lo
IZESERE L,
BEAGROY LT B TEM 75mg KW L7 FEM 150 mg O EoEEICRE#S S Twn
DNFIZONT, BREAZET 2EMERITFONATORNZ L2 s, BEAROMEH EoEER
WZHESERIE LT,
FER OVHBEO B GEHE FRITBMN LB 58 450 mg~600 mg [Z2OWC, 1 RH7-0 O &
ERGT ORI, MERANAL T HAGhER) ROREGkEE, HE5RE—BERIC
MAFEE LTz, BHRE-BRUINOEITIZOWTIE, BEAGRO Y LT FHEH 75 mg XY
VU7 EFER 150 mg O EOEEICHHB SN TV OIREIZHONT, EEAZET 5B
HFHRIIHFELNA TN L b, BEIAROME M EOEEICESEHRE L,

Z DD FEER

TOMDTE

EINERRRBRIZIS N T, 77 4 73 —3liE S Tunens, AR RBRIC BV T
HEN TR BB IIRA T 0.1% (7 61/5,367 ) , /INET 0.2% (1 /624 ) TH-7=,
F7o, WHATHIREO BREBREICBWNC, 774 7F 0 —ROT T 74 7F 2 —DOHEEMD

DIMBEIESUG OB X, D &b 02%EHEESH, TD 9 BK 30%IIAAE LS 2
RFE AR IZFEBL L Tz,

SEVEEE OB 1S,  [E RS 0-2% g HEFE 0
%@%@%—&U@%®ﬁW%M77?Tﬁ% EE&M RERICEB VT, Kﬁﬁ
0-5%4,254 {511 T 4.14 511/1,000 A - 4 (2514 5l/4;645451-3,382 N\ - ) , XIHEHE 0-2%3.178 i T
4.45 f511/1,000 A - - (611 141/2,694-48-2.474 A\ - F) Th o7 CEBBEL - 0.93 [95%(E4E
XM : 039, 227] ) . ZHREOEFFEL, 5 FHIOBHRE 21T o 72 WS O iR 8220
FEITBVTIE, AAIRE 0:5%5.007 BT 16.01 {4/1.000 A - 4 (2645295 /5:234-41-18.426
A - ), FIREE 0:2%2.,829 51T 19.07 £4/1,000 A - A (745190 4:/3;087451-9,.963 A - 4F)
L AHE TR de P E R e b o 7o CGEBUBEE L : 0.84 [95%(EH#HIX
M :0.62, 1.13]) . 7235, AHAl AR : A MRS DO U A7 I3
WEE (B mlnd, W) IR LSS Z%iT%T%é AREND AR X
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AN AFHERBRICE SN D~ T AR OT v bD IgE EFEA LRI L, FEiiS
PO GAVASAR

(3) BERMARIERS A N b OIBUHEE, [EN KOV O 51 8 | WuLﬁW%M77tT
KRR SRR BRI RN T, =R i B Lo Hbiip 2 = i
énfk“5W%Hﬂ¢ﬁﬁ&umyumT2@ﬁMmmA.E(@ﬁ@@ﬁ%m%
A - 5E) |, LR IREE 0.04%2,895 T 2.38 $3i1/1,000 A - 4E (44 f51/2,383-41-1,680 A -
) L AFUEE TR o de AR ﬁiiﬁhh%ot(%ﬁ%fm 1B[%%Eﬁ
XM 024, 5.71] ) , BB AFHECRD BRI ia
#%f%%@%f1#>,Tﬁ%ﬁ(4@>,—ﬁ%%W%(lﬁ\xﬁﬁTmmﬁ%@

Bil, BAE, A EPRE, ——ﬁ%ﬂtﬂﬂﬂiﬁn%ﬁ??—4ﬁ>%f%L%E%L1,?#) <f], EoS5HIE3
DAL SRt LS S HRE COLIAE SEAS 3 B, RNZLEHOED 1 {1

Thot-, 1=, 5 FHOBFHEZIT - I O HIRBRBEMIEICB W TE, KRAIRE
5,007 5 C 7.52 14:/1,000 A -« 4 (115 4:/15,286 A * 4) , XJHEEE 2.829 41 C 5.12 £4:/1,000 A -
£ (51 49,963 A+ HE)TH Y, X—=2AF7 A L OLIMEGRRINF Tl L7228 & T Tl

AP — N 1.32 [95%(EHEXH < 0.91, 1.91] Thot,

(4) AF|OEEARRBRIL, ENRABKRE C 48 BlE<, EHN/NEEEKRER C 24 B, IR
B RBBR CH5 AR, WS REERBR C 3 FEME ToYRTEm SN TRBY, b0
HRE % 48 2 72 A O B e G- D22 ME TN L TR0,

(5) BMERAWERER THREEERRICBWNT, 1=27 4% Tk 15 mgkg ALl E (Shit5d)
W) KON 30 mg/kg/HLL L (EENY)) DORET, T30V — Tl 250 mg/kg/ill ORE T /MK
BOWABHREZNTND

6) AFIEEICLY, Jid~U X~ THIERTKET L2 L0835 5,

9.2 ZTOMDIEDED TR

() ENNEEEREERICBNTT T 7 40 73 —I338 D Lt TW Ry, s/ NREERRER I3
WTRO LN, BEAGRO Y V7K TEM 75mg KOV V7 K TFEM 150 mg O E
DIFEBNTFHEH SN TV D NFIT/NRIZBET 2 3B EHE 2 I 2 5% & LT,

(2) EMEMEECRET 2 AT OMATAERICEE D&, CCDS NWGETSNT=Z &b, RE L, 2B,
ARYGETIZOWTIE, MNATBOEAN BEHRM R G MMl e maMREITo 72
i, 2=l P e EEGETC L AT TR IR LD TH B,

(3) BRMARZERE A N MBS 2 R OfEMTAE RICEED &, CCDS MBGT SN2 &b, &
E LT, 70, ARUGETZHOWTIE, MATEHEN EEGERESR RS 225 ML im
ampaiiormt, 2o = P recarggnc s TRSWELOTH B,

(4) AR OEKRRBRIT, EN/NEERRRERT 24 B, A NRERRRER T 3 ERE CodIi T
FEh ST, TS OHI 2 X AR ORMER GREO LI L Thianie, B
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ROV VTR TFER 75mg KO VT ETEM 150 mg O EOFEEICFEH I TND
W/ T 2R A N A R E Lz, F7o, HB O ERARER D AFH 15 5-1)
FIZEDLET, 4FHE S ERICEE LT,

(5) WEAROY VTR TEM 75mg KOV V7 R TR 150 mg OFEM EoEEICRE#SE S Tn
HNFIZONWT, BREAETLHBIMERIIHEONTWRNT E0n, BIKROMH EoER
IZHEDEFRE LT,

(6) BEAGROY VTR FEM 75mg KOV U7 FEM 150 mg O EoEEICREE ST
HNEIZOWT, BREAETLHBIMERITIHEONTWRN E0nn, BKROMBH EoER
ICHEDEFRE LT,



YVUT7ETERT75mg
VU7 ETER 150 mg

1.9 —fERIBFRICREOENE

([REXMmR)
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WEARGRIE AR DR & LT CTDLL13-1 (ZiRAS



YU T7ETERAT75mg
VU7 ETER 150 mg

110 BE - BIEZDHRTEEEEHOE LD
(REXZWR)
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CTD 1.10 X - BIEZFDEETEEEHDF LD
<BiAT>
L% 4 - Bl 4 | &Moo Rbie NIgE £/ 7 a—FHKT 1,338 [HOT 2 BEEND R DB AH
B (i £9149,0000 (4 A~ U A~T (BElEFHHRz) ) ROV RHE
1 & x| HE
% HE Zh | [ESNE GEHERFIC L s ThbIEEREZ 2 Fa— L TE R WEHEDO BHIZIRS)
ook A B | EE, RACEA~ Y XA~7 (Efaffiz) ELTIL [E75~375mg % 2 XX 4 BEEE
W TFICHERT 2, 1 EH7- 0 05BN G-/, PR ST O MG IgE 1
FEROMAEICHESE, TROBRGERARIVEET D,
BhERER (1 RS &)
4 H R EER 5
TQ’MHOJJ’]UEN—' R (kg)
T IgEiR >30 >40 >50 >60 >70 >80 >90 >125~
(1U/mL) ~40 ~50 ~60 ~70 ~80 ~90 ~125 150
~30~100 75 150 150 150 150 150 300 300
- mg mg mg mg mg mg mg mg
100~200 150 300 300 300 300 300
mg mg mg mg mg mg
200~300 225 300 300
mg mg mg
>300~400 300
mg
>400~500
AR G- ORITEEY LW A X2 AR G- ORIV 53
>500~600 s
>600~700
2 AR5
5wl o 13 P R (kg)
FRIgEHR >30 >40 >50 >60 >70 >80 >90 >125~
(IU/mL) ~40 ‘ ~50 ‘ ~60 ‘ ~70 ‘ ~80 ‘ ~90 ‘ ~125 ‘ 150
>30~100
VAR 5 OFRITFEYE L WA R4 R G- O RITHEW RS-
>100~200 ek 225 300
mg mg
200~300 225 225 225 300 375
mg mg mg mg mg
300~400 225 225 225 300 300
mg mg mg mg mg
400~ 500 225 225 300 300 375 375
mg mg mg mg mg mg
225 300 300 375 g
>500~ 600 me mg mg me B 5 Rw
600700 225 300 375
mg mg mg
B 5 BWRE T, AFNORKEHESEHETH 50.008 mg/ke/[TU/mL]LL - QEMMEEL THRE5H) X
0.016 mg/kg/[ITU/mL]YL F (4EFFRE FRE5F) 725 L) FEEENRESIN TN,
B3 % o f8E | RIS BIZE, A BIEE
MR 4 Kk O JFK: A~ X~7 Bz
BRRSY - 5 I

fHF VTR TER 150mg [1 31 7t~ X~7 GBia i z) 202.5mg &4 ]
VUTETFERTSmg [1 3 Tt~ X~7 (GEfs-Rfiz) 129.6 mg &4 ]
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L% 4 - 3l 4 | &Moo Rbie NIgE £/ 7 a—FHKT 1,338 [HOT 2 BEEND R DB AH
B (R $9149,0000 (BlaA~ U X~T7 GBI FE#Z) ) ROZE o)
#H P | BRI G R
5B (mg/kg) RN KT
<A 0,1, 10, 100 —
=7 4PN 0,0.5, 5, 50, 200 0,0.5, 5,50
AR DT OB EIZENTY, A~V X~ 7B L-mEE e L
SAE G R R
= P
BAEE | #2530 2 AR ﬁgi) ‘(‘I;;lz)i )
~ A W1 [E, iRl 0,1, 10, 50 A= X~ 7534
4 AR 50 LA L
=7 SERIEIR FTFRO |0,0.1, 5
AW | 4 A FRARN 1,5
h=r | @3 H, EFRe | 0,01 5
AN 6 wam, x| wRn |
T EEER 1~59
H & OB
122~183 H
YH |1 AL, 26 | KF (2’55(5)05 <50 50 mg/kg LA LEOORE
=74 | #EM /MBS, BAEER
P e, Be5ENLH
JERMREEE AR+
FR LIRS AT Ok
DENEE T RE2E)E
HAHE T E O H I
250 mg/kg BF -
H i B O E R
il (= A | BIER B
47.2% (134 f31,7284 f)
RIVEF S Bk
TS ACALBE 53 451 (18.7%)
BESHEBALZ O FRIRR 26 51l (9.2%)
BT EBALIE AR 24 1 (8.5%)
S 20 51 (7.0%)
pastio s fivie 0 14 B (4.9%)
TSR 13 #i (4.6%)
TS H i, 12 i (4.2%)
L 5 41 (1.8%)
AR 561 (1.8%) %
& | VT 4 A Ty RS A RERTE (A
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<IBJN - ZEH>TRRER - R W, GBINERSy HR Y 3 LR - HIERER S

b4 - 5l 4

1 i X

W, A~ Y A7 (BEFHfz) & LTI [E75~600mg %2 Xik4 @
W FICERT 5, 1 \H7- 0 OFGEIT NG MRIE, FIEEGaTOMmEH# IgE
EROREICESE, TRROKRGERFRIVFEET D,

B
s
B
il

BHEHRREEL (1G5
4 W5

5 @ o {EE (kg

IR/ . . —an —n &N =T E E =12
IeE ffir 220 =25 =30 =40 =30 =60 =70 =80 =00 =125
= ~25 ~3 ~ ~ ~— ~=7 ~ — ~125 ~15
(UfmL) 25 30 40 50 0 0 20 a0 125 130
Z30~100 TSmg | I5mg Timg | 150mg [ 150mg | 150mg | 130mg | 150mgz | 300mg | 300 mg

=100~200 150mg | 150mg | 150mg | 300mg | 300mg | 300mg | 300mg | 300mg | 4350 mg | 600 mz

=200~300 150mg | 130mg | 225mg | 300mg | 300mg | 450meg | 4350me | 430mg | 600 mz

e

=300--400 225mg | 225mg | 300mg | 450mg | 430mg | 430mg | 600mg | 600 mg
45

=400--500 225mg | 300me | 450mg | 450mg | 600mg | 600 mg

=500--600 300mg | 300mg | 450mg | 600mg | 600 mg
=600--700 300 mg 450 mg | 600 mg
=700--800
=800~900
=000~1.000 4 EEEE S OIS LA EEITE
=1,000~1.100 JEmEREORICEVERETS 2 L
=1.100~1.200
=1.200~1.300
=1.300~1.500
2 WG

# 5 Ei O {EE (kg

o

IeE s 20 | =25 [ =30 40 =50 60 0 | =80 | =80 | =125
ﬂ:[.,].]]l) ~23 ~30 ~40 ~350 ~60 ~70 ~80 ~a0 ~125 ~130
=30~100

=100--200

Be— 2B S ORICHEY LA A —
A . 3/omg

- 1 EREREORCEVERET Lk =

=300~400 Wme | 29me
=400~-300 3Tmg | 3T3mg | 325mg | 600ms
=500--600 3Timg | 430me | 450mz | 600 ms
=600--700 22img 375mg | 430mg | 430mg | img

=700~-800 235mg [ 223mpg | 300me | 375 mg | 450mg | 430mg | 323mz | 600ms

=200 ~-900 235mg | 223mg | 300mg | 375mg | 450mg | 32 me | 600 mz

Z900~1.000 | 225mg | 300mg | 375mg | 430mg | 323mg g

=1.000~1.100 | 225mg | 300mg | 375 me | 450mg | 600 mg " ‘

rHAR

=1.100~1.200 | 300mg | 300mg | 430me | 323mg | 600 mg "

1.200~1.300 | 300mg | 375mg | 430mg | 323mg

=1.300~1.500 | 300mg | 373 me | 323me | 600mg

B 5 BEWRETIE, AFORFKEHERHRETH S 0.008 mgkg/[IU/mLLL I (2 @RI E T 5H) XX
0.016 mg/kg/[ITU/mLILL (4 BREFEMEE F5k) s X BGERFREIN TV,
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ft %4 - 5l 4
B3 % o R E
R 4 Kk O
By - &
% PE
&l 1k A | RIERZEEIR_(RA)
47.2% (134 f31,7284 f)
RIYEAH O Bk
ST ACALBE 53 451 (18.7%)
BESHEBALZ O FRIRR 26 B (9.2%)
BB AR 24 i (8.5%)
pas SR WAL 2] 20 1 (7.0%)
TS B 14 1 (4.9%)
TSR 13 1 (4.6%)
TS H i, 12 4 (4.2%)
R 561 (1.8%)
I ARk 561 (1.8%) %
RIERFBE ()
26.3% (10 #1738 #i)
BIEH O Bk
GIERE 461 (10.5%)
PEs SRy ALY ] 3B (7.9%)
S ALBE 241 (5.3%)
PEs SRa A Y 24 (5.3%)
ERZ 26 (5.3%) %%
= tt




VU T7ETERAT75mg
YL 7ETERA 150 mg
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CTD1.12 HTEHN—E
AT EH = 5 == BB AR B EmB T Hiam T FTAM/
B2 _ BEZR) ([EAAES) (EA/E) (i S P
52 RERER-BE
a ULF — -
52 |emAnB—EH T : : Sl NS i
5.3 WS E L UBEEER
531 AYEREERS TE
5311 2T SATZENT 4 (BA) FBREE
5.3.1.1-1 |A phase I, open-label study to determine the safety, etal 1 A g~ Allergy Research ey THREE AT
pharmacokinetics, and pharmacodynamics of high doses of anti- 1 = =] Foundation, Inc.
IgE recombinant humanized monoclonal antibody E-25 (CKED
{thuMAb-E25) in patients with perennial allergic rhinitis with or
without asthma
Amendment 1 - - - oy RS E TR
53.1.2 GREBARER R CAEHZHFEENE (BE) RBHEE
53.1.2-1 |An open-label, randomized, two-parallel-group study to - et al 2003411 A04E ~ |MDS Pharma Services (£ B4 TAREE HE
determine the pharmacokinetics and pharmacodynamics of liquid 20044208 A 13 H =)
and lyophilized Xolair® lots in subjects with elevated IgE after a
single subcutanzous administration of Xolair®
amendment 1 - - - ey THHREE &E
53.13 InVirro-In Vivo DESEA B LERBHSE [Ho@sieL]
5314 TR R UBEVFISITERTTHRES
Quantitative determination of Total IGE025 (ThuMAb-E25) - W H ey ey THREE AT
53.1.4-1 |in human serum by ELISA, Method validation report,
Amendment no. 3
Quantitative determination of Free IgE in human serum by -_W H B4 oy RS E TR
53.1.4-2 |afluorimetric ELISA, Method Transfer Report
Determination of Total IgE in human matrix by ImmunoCAP -ﬁtal_w H B4 oy RS E TR
53.1.4-3 |Fluoroenzyme immunoassay, Method cross-validation
Quantitative determination of Total IgE in human serum on et al w H B4 B4 TAREE TR
53 1.4-4 [the Phadia ImmunoCAP platform, Method implementation and
cross-validation and sFceRI interference assessment
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CTD1.12 HTEHN—E
AT EH = 5 == BB AR B EmB T Hiam T FTAM/
= EREEAT) (ERE) (E R/ (A 2
Biocanalytical Data Report of -_WEI B4 oy RS E TR
A phase III, 7-month, double-blind, randomized, parallel-group,
placebo-controlled, multicenter trial with a 5-month open-label
extension period to assess safety and tolerability,
53.1.4-5 [|steroidreduction, pharmacokinetics and pharmacodynamics of
subcutaneous thuMAb-E25 in children (6-12 years) with allergic
asthma requiring daily treatment with inhaled corticosteroids.
Determination of total E25, free IgE, total IgE and anti-E25 titer
in serum
532 EREEEEEAOAEDSEEEORBHEE [HagsiL]
5.33 ERAREWENRE PR EERHEE
5331 RREEBRFZICHUAPKE I AAnEESE [aEskl]
5332 BEUBIEPKEACTHAEEERRHEE [HSREEL]
5333 ARMERZRHLLPKERHEE (o EraL]
5334 ARMERZRFLLPKERGEE (g rzL]
5335 Aol —i = PKBRh =
Relationship between omalizumab pharmacokinetics, IgE et al _QO.E.E.EI - ey THREE AT
5335.1 pharmacodynamics and symptoms in adult and pediatric patients
o with moderate to severe persistent allergic (IgEmediated) asthma:
Modeling Report
Pharmacokinetic-pharmacodynamic modelling for the dosing - et al WH - A A= A
53.3.5-2 |table expansion
Revision of Xolair dosing table for dosing every four instead of et al WEI - ey B E = AN
5.3.3.5-3 |two weeks for specific ranges of bodyweight and baseline IgE
Pharmacokinetic-pharmacodynarmic modeling of omalizurnab, - et al QW.EI - ey THREE AT
5.3.3.5-4 |total and free IgE in Japanese pediatric and adult atopic allergic
asthmatic patients
534 BB Z(PD) A =
5341 W REE (Ll HPDigR X UPK/PDER B e = [ L L]
5.3.4.2 BFIZ31HPD#EGE & UPK/PDREH &=
Multi-center, open-label, multiple dose study in mild to moderate - et al 2007507 H01H ~ PAREXEL International ey THREE AT
asthmaties (with IgE/body weight combinations above that in the 20084F08 07 H GmbH
33421 empe dosing table) to determine safety, tolerability, (R, M7 7Uh3dn
pharmacokinetics, and pharmacodynamics of omalizumab )
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AT EH = 5 == ER = MR B EmB T Hiam T FTAM/
BS BEZR) ([EAAES) (EA/E) (AL 5
A randomized, double-blind, placebo-controlled study to - et al 2008502 H06 H ~ Klinikum der J. W. oy RS E TR
demonstrate the efficacy of Xolair in an allergen 20094501 08 H Goethe-Universitit
33422 bronchoprovocation study in asthmatic populations defined by (FA2, B770h 4%
serum IgE concentrations &, A7%)
535 gt R U el =
5351 B4 AERAECET OB REBHEE
5.3.5.1-1 |A 1 year, randomized, double blind, parallel-group, placebo- _ etal 2004504 H 048 ~ North Texas Institute for ey THREE AT
controlled, multicenter evaluation of efficacy, safety, 2008403 H03H Clinical Trials
pharmacokinetics and pharmacodynamics of omalizumab in (TAELF, BT, 3
children (6 - <12 years) with moderate-severe, persistent, arer, ST, R
inadequately controlled allergic asthma ¥, BT 7R,
KED
TAO5 Addendum 1 | B E B E - 2 HAREE i
5.3.5.1-2 |A 1 year, randomized, double-blind, parallel group, placebo- _ﬁt_al 2004504 H 048 ~ North Texas Institute for ey THREE BE
controlled, multicenter evaluation of efficacy, safety, 2008404 H30H Clinical Trials
pharmacokinetics and pharmacodynamics of cmalizumab in (TAELF, BT, 3
children (6 - <12 years) with moderate-severe, persistent, arer, ST, R
inadequately controlled allergic asthma: Safety follow-up phase »F, %7§Z 7)5 HF0E,
TAOSFU Addendum 1 | B ZE 3 [ - 2 HAREE EE
5.3.5.1-3 |A Phase III, 7-month double-blind, randomized, parallel-group, etal 1998402 B 128 ~ Allergy, Immunology & ey B E = AN
placebo-controlled, multicenter trial with a 5-month open-label 1999404 H19H Asthma Medical Group
extension period to assess safety and tolerability, steroid- (CKED
reduction, pharmacokinetics, and pharmacodynamics of
subcutaneous thuMAb-E25 in children (6-12 years) with allergic
asthma requiring daily treatment with inhaled corticosteroids
010C Appendix 7: Patient data listings (Selected patient listings - - A A= A
and US archival listings)
010C Addendum 1 - AT HANBE= i
5.3.5.1-4 |APHASE II, MULTICENTER, DOUBLE-BLIND, PLACEBO- et al University of Wisconsin ey THBREE AT
CONTROLLED STUDY TO EVALUATE THE SAFETY AND Hospital and Clinics
EFFICACY OF ANTI-IgE RECOMBINANT HUMANIZED Allergy Research
MONOCLONAL ANTIBODY (thuMAb-E25) IN SUBIECTS CRED
WITH MODERATE TO SEVERE ALLERGIC ASTHMA
694 cvs - - - At A BmEE EEii
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BTER = 5 == ELESH ] B IB AT wiak B S/
BS BEZR) ([EAAES) (EA/E) (/L) 5
694 list - - - s HABRETE B
Q0694g Amendment 1 | En i Z 6 E - iz AT ]
5.3.5.1-5 |A PHASE II, MULTICENTER, RANDOMIZED, DOUBLE- - et al 2009403 H26H ~ O & O Alpan, LLC Lz AL E R
BLIND, PLACEBO-CONTROLLED DOSE-RANGING STUDY 20104601 A07H CEE, FA)
OF XOLAIR® (OMALIZUMAR) IN PATIENTS WITH
CHRONIC IDIOPATHIC URTICARIA (CIU) WHO REMAIN
SYMPTOMATIC WITH ANTIHISTAMINE TREATMENT
HL)
5352 EXBREBHES
5352-1 |A 24 week, open label, multi-center evaluation of - etal 20104E6 B 18 H ~ National Hospital EH HAHEE o
pharmacokinetics and pharmacodynamics, efficacy and safety of 20124E2H17H Organization Fukuoka
omalizumab in Japanese children (6-15 years) with inadequately National Hospital
controlled allergic asthma despite current recommended (A=)
treatment
B1301 Amendment | | Em % EHE - o] ER LS S
53.52-2 |A Phase III, 7-month double-blind, randomized, parallel-group, -ﬁtT 1998402 H12H ~ Allergy, Immunology & B4 TAREE R
placebo-controlled, multicenter trial with a 5-month open-label 1999410 A 11 H Asthma Medical Group
extension period to assess safety and tolerability, steroid- CRED
reduction, pharmacokinetics, and pharmacodynamics of
subcutansous ThuMAb-E25 in children (6-12 years) with allergic
asthma requiring daily treatment with inhaled corticosteroids
Appendix 7: Patient data listings (Selected patient listings - - - oy RS E TR
and US archival listings)
010E Addendum 1 | B 2 B - iz AR ]
5.3.52-3 |An open-label extension to provide continuation of thuMAb-E25 __ 1999408 H19H ~ Allergy, Immunology & B4 TAREE R
treatment to children with allergic asthma who participated in the 20034202 A 14 H Asthma Medical Group
one-year study (thuMAb-E25 Protocol No. 01 010) CRED
Appendix 7: Patient data listings - - - B4 HAHREE EE2
(Patient data listings, US archival listings)
010ET Addendum 1 . B EHE - 2 HAREE i
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BTER = 5 == ER = MR B IB AT wiak B S/
BS BEZR) ([EAAES) (E /) (/L) 5
53.52-4 |ACONTINUED ACCESS PROTOCOL TO PROVIDE | ] 20035055 02 ~ Allergy, Asthma and T A EEE B
XOLAIR® (OMALIZUMAR) TO SUBJIECTS WITH SEVERE 2003409 A 19 H Dermatology Research
ALLERGIC ASTHMA WHO HAVE RECEIVED XOLAIR Center
TREATMENT IN A PREVIOUS INVESTIGATIONAL STUDY CRED
5353 BEORBAUEAIT TETLEBES
53.53-1 |SCE Appendix 1 (Japan) - - - - HAREE BE
53.5.3-2 |SCS Appendix 1 (Japan) - - - - HAREE BE
53533 |IGE025B, pediatric allergic asthma ; ; ; ; A= X3
2.7.3 Summary of Clinical Efficacy
Appendix 1: Statistical Analysis
53.5.3-4 [IGE025B, pediatric allergic asthma - - - - EREEE BE
2.7.4 Summary of Clinical Safety
Appendix 1: Statistical Analysis
2.7.4 Summary of Clinical Safety in allergic asthma, revision of - - - - THREE BE
33535 |the dosing table
Addencum to Module 2.7.4 Summary of Clinical Safetyin - et al - - - HAHREE BE
allergic asthma dated 23 November 2011, revision of the dosing
table
2.7.4 Summary of Clinical Safety in allergic asthma, - - - - TR E= ]
5.35.3-6  lrevision of the dosing table - Appendix 1
2.7.4 Summary of Clinical Safety in allergic asthma, - - - - HAHREE BZ
53537 lrevision of the dosing table - Appendix 2
Report on cardiovascular outcomes in a pooled database of etal WE - VA HRBEE S
5.3.5.3-8  lomalizumab clinical trials
Report on the incidence of malignancy in patients treated with etal mﬁ. H - VES HAHREE HE
5.35.39  lomalizumab
5354 ZOhOBEEREHEE -
53.54-1 [APHASE I, RANDOMIZED, DOUBLE-BLIND, PARALLEL- | 2004%07F 198~ | Mount Sinai Schoal of T e E 5%
GROUP, PLACEBO-CONTROLLED, ORAL FOOD 2006404 A20 A Medicine
CHALLENGE TRIAL OF XOLAIR® (OMALIZUMAR) IN CEE, 27, AFYA)
PEANUT ALLERGY
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BITER = 5 == EAEE = EHAR B Eg R BRE BEe i
) BB ([ERAE) Ehsmsh | s 5
53.5.4-2 |A PHASE ITh, OPEN-LABEL STUDY OF XOLAIR® - etal 2006F11 5218 ~ Mount Sinai School of L AL E &
(OMALIZUMAB) IN PEANUT-ALLERGIC SUBJECTS 20084F06 A28 H Medicine
RANDOMIZED TO STUDY DRUG IN STUDY Q2788g CKE, 25%)
(TOPS)
536 MHREOHEAERERCETIHES
536-1 |PSUR 15 Period covered: ZaN HAHREE BE
2 g~
2 izl L
5362 |AN EPIDEMIOLOGIC STUDY OF XOLAIR® - | A VST e E 5%
(OMALIZUMAB) EVALUATING CLINICAL
EFFECTIVENESS AND LONG-TERM SAFETY IN
PATIENTS WITH MODERATE TO SEVERE ASTHMA
(EXCELS)
53.6-3 |THE XOLAIR® PREGNANCY REGISTRY: AN | ErEE 3 E VST e E 5%
OBSERVATIONAL STUDY OF THE USE AND SAFETY OF
XOLAIR® (OMALIZUMAB) DURING PREGNANCY
(EXPECT)
536-4 |PSUR 16 Period covered: ZaN HAHREE BE
2 g~
2 izl L
53.6-5 |An Epidemiologic Study of Xolair® (Omalizumab): Evaluating _ZO.WI H B4 HAHREE BE
Clinical Effectiveness and Long-Term Safety in Patients with
Moderate to Severe Asthma (EXCELS).
Q2948g (EXCELS) Erratum - i 2 [ 2 AR = BE
537 BT —F—RRRUEFFER _
53.7-1 |EF—=F PrPT AR T 7 —F = THREE AN
#HA=t
5372 |BFR—&% PPNT AR T 7 EES B E = AN
#HA=t
5373 |EELEEFL—ER PPNT AR T 7 EEs THREE AT
A=t
5374 |EEREEOCEEEH —ER PPNTF AR T 7 = THREE AT
B 2t ~
5375  |ERETEHEZK SINTF AR T 7 & HAHREE AT
Rt
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RMTEH % = == SRS e AR ECES FT Hwigsa BEES Bl
BS (€= 1=k0D) (BN (BN (#tR/4L4%) o
5.4 75 3Lk
Severe persistent asthma responsive to off-label use of . ; J Bras Pneumol;
S4-l omalizumab despite high and low levels of total serum IgE AsaiN, et al s 37(4):567-70(2011) %
e R L Am J Respir Crit Care
540 Class;fynllng Iist(}ilim:t iser\lferlty ;11 ;llnl;lrefrlll.n HESI:atCh between Bacharier LB, et al ) ) st Med: sz
SYmPptoms, medication use, and lung unctio 170:426-32(2004)
5.4-3 Poor perception of airway obstruction in children with asthma Baker RR, et al - - HEF+ J Asthma; P =
: percep y , 37(7):613-24(2000) ~
. . . Ann Allergy Asthma
544 z;;:i jletrtl;nt :ii ;Z:;lz a1n a large cohort of patients with severe or Borish L, et al ) ) st Immunol: sz
95:247-53(2005)
The effect of treatment with omalizumab, an anti-IgE antibody, Alleray:
5.4-5 on asthma exacerbations and emergency medical visits in patients Bousquet J, et al - - HEs EY; BE
. . 60:302-8(2005)
with severe persistent asthma
o Arch Pediatr Adolesc
s [\ e s ol snine b5 i, 1, - - | 55
P -andp 154:923-8(2000)
Design an.d baseline characteristics of The Epidemiology ?.Ild Ann Allergy Asthma
Natural History of Asthma: Outcomes and Treatment Regimens ;
5.4-7 A . Dolan CM, et al - - HEs¢ Immunol; HE
(TENOR) study: a large cohort of patients with severe or
. 92:32-9(2004)
difficult-to-treat asthma
54.8 Note for guidance the clinical investigation of medical products EMEA ) ) Wish ) s
in the treatment of asthma
Obesity and aspirin intolerance are risk factors for difficult-to- . ; Clin Exp Allergy;
- - - i b3
549 treat asthma in Japanese non-atopic women Fukutomi Y, et al A 42:738-46(2012) i
. - . .. . Pediatr Allergy
a0 {3t ool g PP e . - - O s
p p : 19:626-33(2008)
Consistently very poorly controlled asthma, as defined by the
impairment domain of the Expert Panel Report 3 guidelines, . )
5.4-11 increases risk for future severe asthma exacerbations in The Haselkorn T, et al - - YN {§}§;§y9%121r(121()rr(;r911)un01, 5E
Epidemiology and Natural History of Asthma: Outcomes and '
Treatment Regimens (TENOR) study
5.4-12 Measuring quality of life in children with asthma Juniper EF, et al - - 194 gg?—zﬁ 5;65); HE
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RMTEH % = == SRS e AR ECES FT Hwigsa BEES Bl
BS (€= 1=k0D) (BN (BN (#tR/4L4%) o
Effect of long-term corticosteroid use on bone mineral density in Pediatrics:
5.4-13  |children: a prospective longitudinal assessment in the childhood Kelly HW, et al - - HEA ; BE
122(1):¢53-61(2008)
asthma management program (CAMP) study
Systematic review of the dose-resoponse relation of inhaled . ; Arch Dis Child;
. - - i 723
>4-14 fluticasone propionate Masoli M, et al 5+ 89:902-7(2004) i
Surveys on the Prevalence of Pediatric Bronchial Asthma in Allereol Int:
5.4-15  |Japan: A Comparison between the 1982, 1992, and 2002 Surveys Nishima S, et al - - NN 58'375;53(2(309) BE
Conducted in the Same Region Using the Same Methodology )
Efficacy and safety of omalizumab in an Asian population with 5 Respirology; .
>4-16 moderate-to-severe persistent asthma Ohta K, et al 7 14:1156-65(2009) %
. - : Allergy; .
5.4-17 International consensus on (ICON) pediatric asthma Papadopoulos NG, et al - - 1Bk 67:976-97(2012) B3
5.4-18  |The Melbourne Asthma Study: 1964-1999 Phelan PD, ct al - - s || Allerey Clin Immunoki) o
: Y ’ 109:189-94(2002) Z
. . S . ; Pediatr Drugs;
5.4-19 Safety of the newer inhaled corticosteroids in childhood asthma Randell TL, et al s 5(7):481-504(2003) =
Age-related serum immunoglobulin E levels in healthy subjects e 5 J Allergy Clin Immunol; .
3420 hd in patients with allergic disease Wittig HJ, etal WP | 66(4):305-13(1980) 2%
Does response of inhaled corticosteroids in children with ; Pediatrics;
3421 persistent asthma: A systematic review Zhang L, et al s 127(1):129-38(2011) 5
: T LR — i,
: N -, < _ _ = ’ %
5422 |NRGE LA /ST N 465):18-3002007) =
/NREE SO B RIREBLI if%u%%@QOLuHET . . T L ILF—:
4- E_ 7 E‘ _ _ =] s 7;;%
54-23 18 5 ET k2008 (Gifu) IIAREZR, Eis 57(8):1022-33(2008) =
; " TLX—;
4- R e E WEIEOHLR -7 ARz, - - ] ’ %
5.4-24  |IgELSVE S S (FUIGESUABIE O BUR L 7= 72 2 BH) HEEZ, it I 6009+ 10):1243(201 1) ]
AA/NRT L L —
N A S s o i % o
54_25 ;{TK/J\XL?‘%IT;— %E{ I\iﬁ‘%éﬁﬁjﬁé .HHE%%%&D = El *ﬁ#ﬁ}%, 'ﬂﬂ _ _ Iji] K;‘E, 723%
e 21(1):124-7(2007)
5426 | N B T S R 2 B A AL, i : i CICH A B
= ’ 43(1):71-80(1994)
EI 7M\ LT L L —
z B B RE DR T s — s B R
sa27 [AEEEOLIIAR ChBAEOREANEA AR i, : . G e 5%
REFE Al 23(1):113-22(2009)
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T (REERMD (ER/E5) (EA/E5) (3t N/ 5)) BE
A~V R~ 7 Fe 5 IEB O EG R LIBENRIZOWTORK g [EENE SRS
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