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The B-D® 10 cc Syringe with TwinPak™ Dual Cannula Device
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10 cc SYRINGE

-

RED HUB CANNULA
SYRINGE FILLING DEVICE

O S 57 e e

TWINPAK™ SHIELD  BLUNT PLASTIC GREEN CAP

A S

CANNULA

Note: Do not discard the shisld mamhly

Inject the entire contents of the syringe (10 mL) into
the TNKase vial directing the diluent stream into the
powder. Slight foaming upon reconstitution is not un-
usual; any large bubbles will dissipate if the product is
allowed to stand um!:sturbed for severs] m.inures
Gently swirl until ts are lved
DO NOT SHAKE. The reconstituted preparation re-
. sults in a colorless to pale yellow transparent solution

o]

o

containing TNKase atEm#mLatapH'ofappmﬂ
mataly 7.3. The osmolality of this is appr
mately 290 mOsm/kg.

4. Determine the appropriate dose of TNEase (see Dose
Information Table) and withdraw this volume (in mil-
Tiliters] from the reconstituted vial with the syringe.
Any unused solution should be discarded.

5. Once the appropriate dose of TNKase is drawn into the

i stand the shield vertically on a flat surface
(with green side down) and passively recap the red hub
cannula.

6: Remave the entire shmld smmbly mc]udmg the red
hub ¢ 1 lockwise. Note: The
shield assembly also contains the clear-ended blunt

Administration

TNKajemnybe dmini

. XOLAIR®
plastic cannula; retain for split septum IV access. (z6'1ar] B
‘Omalizumab
1. The product should be visually inspected prior to ad-
mimstration for particulate mat:.er and discoloration. For Subcutansous Use
1 as tituted at 5 mg/
DESCRIPTION
2. ?reupltmm may occur when TNKnse e is administered | Xolair (Omalizumab) is a reeumbénmt DNA-derived hu-
i anized TgGlx mi that selectively binds

in an IV line

2. Cannon CP, Gibson CM, McCabe CH, Adgey AAJ, Sch-
weiger MJ, Sequeira RF, et al. m—tinsua'plnsminn-
gen activator compared with front-loaded alte;llm in
acute myocardial infarction. Results of '{M 10B
trial. Circulation 1998;98:2805-14.

3, Van de Werf F, Cannon CP, Lugﬂmn&ﬁnuhracken K,
McCabe CH, Berioli S, et al fety assessment of a
single bolus administration of TNK-tissue plasmino-
gen activator in acute myocardial infarction: the AS-
SENT-1"trial. Am Heart J 19998;137:786-91.

ThNKasa™

(Tenecteplase)

Manufactured by:

Genentech; Inc. 4819900
1 DNA Way June 2000

South San anmm Cﬁ. 84080-4990
©2000 Genentech, Ine.
Shown in Product Identification Guide, page 313

lines should be flushed with a sa]in.e-i:nnlmmng solu-
tion prior to and following single bolus administration
of TNKase.

3. Reconstituted TNKase should be administered as a
amgle IV bolus over 5 seconds.

4. B TNKase contains no antibacterial preserva-
tives, it should be reconstituted immediately before
use. If the reconstituted is not used immedi-
ately, refrigerate the TNKase vial at 2-8°C (36-46°F)
and use within 8 hours.

5. Although the supplied syringe is compatible with a
conventional needle, this syringe is designed to be used
with needleless IV systems. From the information be-
low, follow the instructions applicable to the IV system
in use.

Split septum IV sy

o]

the green cap.

sAttach the clear-ended
blunt plastic cannula to
the syringe.

*Remove the shield and
use the blunt plastic can-
nula to access the split
septum injection port,

oBemu.se the blunt plastic
cannula has two side
ports, air or fluid ex-
pelled through the can-
nula will exit in two side-
ways directions; direct
away from face or mu-
cous membrances.
Connect syringe directly
to IV port.

Luar-Lok® system:

Conventional needle (not
supplied in this kit): Attach a large bore nee-
dle, e.g., 18 gauge, to the
syringe's universal Luer-
Laok®.

6. Dispose of the syringe, cannula, and shield per estab-

lished procedures.

HOW SUPPLIED
TNKase is supplied as a sterile, lyophilized powder in a
50 mg vial under partial vacuum. Each 50 mg vial of
TNKase is packaged with ane 10 mL vial of Sterile Water
for Injection, USF, for reconstitution, The B-D® 10 cc sy-
ringe with TwinFak™ Dual Cannula Device, and three al-
cohol prep pads, NDC 50242.038.61,
Stability and Storage
Store lyophilized TNKase at controlled room temperature
not to exceed 30°C (86°F) or under refrigeration 2-8°C) (36~
:]?;‘F}_ Do not use beyond the expiration date stamped on

vial.

CES
1. ASSENT-2 Investigators. Single-bolus tenecteplase
compared with front-londed alteplase in acute myocar-
dial infarction! the ASSENT-2 double-blind ran-
domised trial. Lancet 1999:354:716-22.

-and 0.3 mg polysorbate 20, and is designed to deliver 75 mg

-average absolute bioavailability of 62%. Following a single

o human immunoglobulin E (IgE). Theanhhodybasam
lecu]u wm@t of approunmaw}y 149 kilodaltens, Xolair is
ovary cell suspension cul- |
ture in a nul.'rient medium contalning the antibiotic genta-
micin. G in is not detectable in the final product.

der contained in a single-use vial that is reconstituted with
Sterile Water for Injection (SWFI), USP, and administered
as a subeut (SC) injection. A Xolair 75 mg vial con-
tmnslmﬁma'ofl)ms]isumab 93.1 mg sucrose, 1.8 mg L-
histidine hydrochloride monohydrate, 1.2 mg L-histidine,

of Omalizumab in 0.6 mL after reconstitution with 0.9 mL
SWFI, USP. A Xolair 150 mg vial contains 202.5 mg of
Omalizumab, 145.5 mg sucrose, 2.8 mg L-histidine hydro-
chloride monohydrate, 1.8 mg L-histidine, and 0.5 mg paly-
sorbate 20, and is designed to deliver 150 mg of
Omahmmab in 1.2 mL after reconstitution with 1.4 mL
SWFI, USE.

CLINICAL PHARMACOLOGY

Mechanism of Action
Xolair inhibits the binding of IgE to the high-affinity LEE

In clinical studies, serum free IgE levels were reduced in a
dose dependent manner within 1 hour following the firat
dose and maintained between doses; Mean serum free IgB
decrease was greater than 96% using recommended doses.
Serum total IgE levels fie., Hﬂundmdnnhnmd}mm
aﬂertheﬂmdmdnemtbeﬁxmhnnn{mmhmmbjgli
complexes, which have a slower elimination rate
wﬁhfrselgE.Atleeaksaﬂ:erﬂleﬁmtdm. a\reraal'
serum total 1gE levels were five-fuld higher compared with
pre-treatment when using standard assays. After discon-
tinuation of Xolair desing, the Xolair-induced increase in to-
tal 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 Yolair.
Special Populations
The population pharmacokinetics of Xolair were analyzed to
evaluate the effacts of demographic characteristics. Analy-
ses of these limited data suggest thal no dose adjustments
are necessary for age (12-T6 years), race, ethnicity, or
gender.

CLINICAL STUDIES

‘Ihnfetymdeﬁmzynflblawwmuaimtedm three
ra:::mmed, double-blind, phcebo-mm:muad, multicenter
tri 2

The trials enrolled patients uw 'Iayenzsold.wnhnmdm
ate to severs persistent (NHLEI criteria) asthma for at least
one year, and a positive skin test reaction to a perennial
aerpallergen, At sereening, pmentamsmdm land2hada
forced expiratory volume in one betw
40% and 80% predicted, while in Study 3 there was 1o re-
striction on screening FEV1. All patients had a FEV1 im-
provement of at least 12% following beta-agonist adminis-
tration. All patients were symptomatic and were being
treated with inhaled corticosteroids (ICS) and short acting
beta-agonists. In Study 3, long-acting beta-agonists were al-
lowed. Study 3 pahEnta were receiving at least 1000 pg/day
fluticasone propionate and a subzet was also receiving oral
corticosteroids. Patients receiving other concomitant con-
troller medications were excluded, and initiation of addi-
tional controller medications while on study was prohibited.
Patients currently smoking were excluded.

Each study was comprised ufarmiupeﬂndtuadﬂsvea
stable conversion to a
dipropionate, for Studies 1 and 2; ﬂuﬂmsun.e pmpimbe for
Study 3), followed by randomization to Xolair or . In
Study 3, patients were stratified hy use of ICS-only or ICS
with concomitant use of oral steroids. Patients received

3 | Xolair for 16 weeks with an unchanged corticosteroid dose
Xolair is a sterile, white, preservative-free, lyophilized pow- |

unless an acute exacerbation necessitated an increase. Fa-
tients then entered an ICS reduction phase of 12 weeks
(Studies 1 and 2) or 16 weeks (Study 3) during which 1S
(or oral steroid in Study 8 subset) dose reduction was at-
tempted in & step-wise manner.

Xolair dumngwaabmdnnbcdy welghta.nd haselmeseﬂlm
total IgE All d to have a
basnhna[gEbetweenﬂOand?OBIUmemﬁhn&ywmgm
not more than 150 kg. P ts were treat

dosing table to administer at least 0.016 mgfkg/Tl] (IgE(mLJ
of Xolair or & matching volume of placebo over each 4-week
period, The maximum Xolair dose per 4 weeks was 760 mg;
patients who had a weight-IgE combination that yielded a
dose greater than 750 mg were excluded from the studies.
Patients who were to receive more than 300 mg within the
4-woek period were administered half the total dose every 2
weeks. ;

The distribution of the ber of asth bat

tration

recaptor (FeeRI) on the surface of mast cells and b
Reduction in surface-bound IgE on FeeRIL-bearing cells lim-
ita the degree of release of mediators of the allergic re-
sponse, Treatment with Xolair also reduces the number of
FeeRI receptors on basophils in atopic patients.
Pharmacokinetics

After 8C administration, Omalizumab is absorbed with an

SC dose in adult and adolescent patients with asthma,
Omah:umcb was absorbed slowly, reaching peak serum

per
patient in each group during a study was m.u.lyud sepa-
rately for the stable steroid and st tion periods,
In all thres studies an exacerbation was defined as a wors-
nmng of uthnm that requm:d treatment with systemic cor-

ids or a ng of the baseline ICS dose.

In both Studies lumizthonumhwofmewbabﬂnsper
patient was reduced in patients treated with Xolair com-
pared with placebo (Table 1). In Study 3 the number of ex-
acerbations in patients treated with Xolair was similar to
that in placeho-treated patients (Table 2). The absence of an
observed treatment eﬂ'act in Study 3 may be related to dif-
fe in the pati 1 with Studies 1

trations after an a e of 7-8 days. The pharmaco-
kinetics Om.nli:mmab are imear at doses greater than
0.5 mg'kg. Following multiple doses of Omali b

mderﬁmaemmumoentmtmnnmemmfrmhayl}to
Day 14 at steady state were up to 6-fold of those after the
first dose.
In vitro, Omali b forms I of limited size with
IgE. Precipitating complexes and complexes larger than 1
million daltons in molecular weight are not observed in vi-
tro or in vive. Tissue distribution studies in cynomolgus
monkeys showed no specific uptake of L Omalizumab by
any urgan or tissue, pp lume of distrik in
patients following SC administration was 78+32 ml/kg.
Clearance of Omalizumab involves IgG clearance processes
ae well as clearance via specific binding and complex forma-
tion with its target ligand, IgE, Liver elimination of IgG in-
cludes degradation in the liver reticuloendothelial system
(RES) and endothelial cells. Intact IgG is also excreted in
hile: In studies with mice and mmkays Omalizumab:IgE
were eliminated by i et with Fey recep:
tors within the RES at rates that were generally faster than
IgG clearance. In asthma patients Omalizumab serum elim-
ination half-life averaged 26 days, with apparent clearance
averaging 2.4+ 1.1 mL/kg/day’ In addition, doubling body
weight approximately doubled apparent clearance.

and 2, stndymmplasm, nruthert"acwe.lna]ithmsmd
ies most exacerbations were the out-pati set-
ting and the majority were t ted iic. st
Hospitalization rates wers nof mrﬁcantly different be-
tween Xolair and placebo-treated patients; however, the
overall hospitalization rate was small. Among those pa-
tients who experienced an exacerbation, the distribution of
exacerbation severity was similar beétween treatment
groups.
{See table 1 at top of next pagel
[See table 2 on next pagel
In all three of the studies, a reduction of asthma exacerba-
tions was not observed in the Xolair-treated patients who
had FEV1 >80% at the time of randamization. Reductions
in exacerbations were not seen in patients who required
oral stervids as maintenance therapy
In Btudies 1 and 2 measures of airflow (FEV1) and asthma
symptoms were evaluated (Table 3). The clinical relevance
of the treatment-associated differences is unknown,
[See table 3 on next page]

Continued on next page

Consult 2005 PDR" supplements and future editions for ravisions
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PHYSICIANS” DESK REFERENCE®

Xolair—Cont.

Resiults from:the: stable-stéraid: phase of Study- Zrand, the
staroid reduction phamnfhnﬂ'lﬂ‘mdmslmd'zwmm
ilar to those presented in Table 3.
MIG&TIONSANDUSAGE

Xolair (Omalizumab) is |ndu:at.ad for uduitsnnd adﬂlnsmnm
(12 years of age and above) mpdo:p:etnmereperm
tent asthma who have a positive skin teatwmuzrrnm
tivity to a perennial llergen s whaose are

Table 1

- { i & i 1 e i ey " {
Frequency of Asthma Exacerbations per Patient by Phase in Studies 1 and 2

Stable Steroid Phase (16 wks)

_ Btudy 1

Study 2

Placebo
N=257
(%)

Xolair

N=214' —

(%)

N=272
(%)

T6.7

87.6

69.9

mudnqustelx wntml.lad with i car* Xolau-
has been shown to l.l: of asthm
h;honsmthasepnhemﬁafetyandeﬁmqhﬂenutbeen
established in other allorgic conditions. -

CONTRAINDICATIONS
Xolair should not be administered W ,putiiahm W
perienced a severe kypemensihmy reactlon to
WARNINGS Anaphylaxin) : _ .
WARNINGS ' benr
Malignancy

Malignant neoplasme were observed in 90 of 4127 (05%)

Xals i d'with 5'of 2236 (0.2%) con-
frol’ patients in dlinjeal studies of asthma and other allergi

'haw -
ai.r {see

167 i

1.3

25.0

66

11

<0001

(i

0.1

04

Steroid Reduction Phase (12 wha)

disorders. The observed malignancies in Xolair- tmated‘pa
tients were’a viriety of types, with breast, non

sk:n.proaidla;mlanmlmiumﬁ oemn'ringmﬂu.n
once, and fivé other types occurring onee each. The majority

N=268

(%)

Placebs
N=257
(%)

Xalair
N=274 '
(%)

* Placebo
NaoT2
A%

T

=6T.T

B39

702
1

19.0

28.4

142

1231

of patients were observed for less than | year. The impact of
longer exposurs to Xolair or usé in patients at higher risk
for malignancy (e.g., olderly,cu:wntmlnem}iamtknm
(gee AD RE&C’»‘T‘IONS.Mnlignmuy}. -

Anaphylaxis
Annphylax{.shmoecuﬂedmthmﬁham‘eoﬂheﬂistursnh

=2

23

39

1.8

. gy

p-Value

<0.001

Mean number

02

0.4

02

0.3

exacerbations/patient

sequéht administration of Xolair in 3(=0.1%) 1 ts with-
out other identifiable allergic triggers. These evénts in-
cluded urticaria and throat and/or tongue edema (see
ADVERSE REACTIONS). Patients should be observed after
rmscﬁon ‘of Xolair, and medications for the treatment of se-

vere hypersensitivity reactions including -anaphylaxis
shm:ld be available. If a sevire hypemmtmty reaction to
Xolair occurs, therapy should 'be tinued (see
CON'ImIGﬁﬂDNS] !

PBECAUTIONB

General

Xolair has not hoen rbuwn to alleviate asthma mmrha
tions acutely and should not be. used for the treatment of
acute hronchospasm or status asthmaticus.

mﬂ mrl

ids should not be abruptly
rﬁsmnhnuadupmim‘mﬁm of Xolair therapy. Decreases in
cortieosteroids should be performed under the direct su

Table 2

Percentage of Pat‘len&a with As‘thma.Exnmrbahnm by Bubgroup and Phase in Study 3

1

Stable Steroid Phase (16 wks)

Oral+Inhaled

N=126

. Placebo
N=120

Placebo
N=45

Kolair
N=50

% Patients with 16.9

=1 exacerbations

15.0.

32,0, 222

0.9

Difference x
(~9.7,13.7)

(85% €1

9.8
(-10.5,31.4)

Sternid Reduction Phase (16 wks)

pervizion of a physician and may need to be perf
gradually.

Informatian for Patients

Patients receiving Xolair should be told not Lo decrease the
dwaoﬁorsmpmhn:mxomun&mmﬁmﬂnmum
otherwise in bythmrphyman Pabmmm

told that they may not see
asthma after beginning Xolair therapy.
Laboratory Tests
Serum total IgE levels incrense following administration of
Xolair due to formation of XolairIgE complexes (see CLIN-
ICAL PHARMACOLOGY, DDSAGE AND ADMINISTRA-
TION). Elevated serum total 1gE levels may persist for up
to 1 year following discontinuation of Xolair Serum total
1gF levels obtainad less than 1 year fol discontinua-
tion may not reflect steady state free 1gE levels and should
niot be used to reassess the dndng mgm:en (
Drug Interactions X
No formal drug interaction studies have been performed
with Xolair. The eoncomitant use of Xolair and allergen im-
nimﬁ'm'apy'ha:s not been waluated.

. My I irment of Fertility
Nohngmmdiashmheeupaﬁmndm mimals to

Kolalr
N=126

Placebo
N=120

XKolair
N=50

Placebo
e g

% Patients with
EI exacerbations

26.7

42,0 42.2

—44

+ " Difference ¢
(=176, 74)

li95% CT)

-0.2
(—224, 20.1)

and Puly

T R

Table 3
iry Function During Stable Steroid Phase of Study 1

" Xolair
N=268"

Placebo
N=257"

Mean

Endpoint Badeline’

Median Change:
(Baseline to Wk 16}

Mean
Baseline

Median Change
(Baseline to Wk 16)

Total asthma symptom score 4.3

-15" 4.2 -1.1%

Nocturnal asthma: score 12

—0.4" 1.1 -0.2"

evalnmﬂmcamnngmmpmmlufxahu

No evidence of mutagenic activity was observed in Ames

tests using six different strains of bacteria with and without
taboli ion at Omali b concentrations up to

5000 pe/ml.
The effects of Omalizumab on male and femalé fertility have
been assessed in cymmnlgus monkey studies, Administra-
tion of Omalizumab at doses up to and including 75 mg/ke/
week did not elicit reproductive toxicity in male cynomolgus
munleys and did nut mhbmt rapmdux!ma cnpahl].’nty, J%:d-

..... keys, e
dmeu pmﬂde al-to lG—foldaafetyﬁur:tnr hmmd on total dose
and 2- to 5-fold safety factor based on AUC aver the range of
adult clinical doses.
Pl’lumv Icatogorv B)

t in monkeys have been

1.

mnrlucted vntl'l Omahzumsh Subcutaneous doses up to
76 mg/kg (12-fold the maximum clinical dose) of
Omalizumab did not elicit maternal toxicity, embryotoxicity,
or teratogenicity when administered throughout organogen-
amanddulrmteh&t advm‘aee&ctamfemlnrmmtn]
growth when ad ughout late gestation, deliv-
ery, and nureing.

1gG moleculas are known to crose the placental barrier.
There are no adequate and well-controlled studies of Xolair

‘will be

fed by supplements and subsed

Daytime asthma score 23

09" 2.3 —-0.6"

FEV1 % predicted e

gh 68 0°

Asthma symptom scale: total score from 0 (least) to 9 (most); nocturnal and daytime scores from 0 (least) to 4 (most

symptoms),

. Nnmber of patients available for analysis ranges 255-258 in the Xolair group and 235-239 in the placebo group.

Cammsuu of Xalair versus placebo (p<0.05),

mprmductwn studies
Xolair should

Thamhmnfﬂmahzumabmmﬂkwnswulmdmb
male cynomolgumunknynmmvmgscmoﬂ’sw
waek. N tal pl levels of Omal after in utero
Waﬁ%dmafnmmswmbemll%nndm
of the maternal plagma level. Milk Jevels of Omalizumab
were 1.5% of maternal blood concentration. While Xolair
presence in human milk has not been studied, IgG is ex-
creted in humaon milk and therefore it is expected that
Xolair will be present in human milk. The potential for

Pediatric Use

Safety and effectiveness in pediatric patients below the age
of 12 have not been eat&hluhed.

Geriatric Use

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

ADVERSE REACTIONS
The most o,dvmn etions oceurring in clinieal
t with Xolair are m ies and hylaxis (soe

Xolair absorption or harm to/the infant are unk eall-
tion should be exercised when administering Xolair to a
NUrSing Woman,

nt editions

W&RNINGS} The c-huurvnd mdeme of ma.hgrmncjr among
Xolair-treated patients (0.5%) was numerically higher than
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among patients in control groups (0.2%). Anaphylactic reac-
tions were rare but temporally associated with Xolair ad-
ministration.

The adverse reaetions most commonly observed among pa-
tients treated with Xolair included injection site reaction
(45%), viral infections (23%), upper respiratory tract infec-
tion (20%), sinusitis (16%), headache (16%), and pharyngitis
(11%). These events were observed at similar rates in

Xolair-treated patients ond control patients. These were.

also the most frequently rnporl.ad adverse rear.uons result-
ing in clinical intervention (e, i ion of Xolair, ar

the need for concomitant medication to treat an adverse

reaction),

Because clinical trials are conducted under widely varying
conditions, sdverse reaction rates observed 'm the clinical
trials of one drug t be direct] d with rates in

the clinical trials ufmotherdmgandmyaatmﬂﬁctﬂE_

rates observed in medical practice.
The data described above reflect Xolair exposure for 2078
adult and adolesvent putients ages 12 and older, including
1887 patients exposed for six months and 555 exposed for
one year or -mare, in either placebo-controlled or other con-
trolled asthma studies. The mean age of patients receiving
Xolair was 42 years, with 134 patients 65 years of age or
older; 60% were and 85% C: ian. Patients re-
mved}s‘.nlmr 150" to s‘rﬁmgmryzur&weks or.forpu
igned 1o groups, v with or
wﬁhout a plmeho.
Table 4 shows adverse events that oecurred = 1% more fro-
qu.enﬂy in pa.tmnw receiving Xolair than in those receiving
in the b trolled astl studies. Adverse
events were classified umng preferred terms from tl'le Iut.er
tional Medical Nomenclature (IMN) dicti
ite reactions were recorded separately from the rapnrb.ng
of other adverse events and are described following Table 4,

; 1 Table 4
Adverse Events =1% More Frequent in Xelair Treated

Patients
Kolair Placebo
n=738 n=717
Adverse event %) (%)
Body as a whole
Pain T 5
Fatigue 3 2
Musculoskeletal system
Arthralgia 8 6
Fracture 2 i\
Leg pain 1 2
Arm pain 2 1
Nervous system
Dizziness 3 2
Skin and appendages
Pruritus 2 1
Dermatitis 2 1
Special senses
Earache ; 2 1

Age {among patients under age 65), race, and gender did not

appear to affect the between group differences in the rates of

adverse events

Injection Site Reactions

Injection site reactions of any severity occurred at a rate of

45% in Xolair-treated patients compared with 43% in place-

bo-treated patients. The types of injection site reactions

included: bruising, redness, warmth, burning, stinging,

itching, hive formation, pain, indurations, mass, and in-

flammation.

Severe injection- mte renctlona ncv:urmd more fraquantb' in
treated ed with p ts in the pla-

aehogrwp[m veraus 9%),
The majority of injection site reactions ogeurred within 1
hnuxpust uuechnn, lasted I.ess than & days, and generally
de frequency at sub t dosing visits,
llnl'l'nmupniutv
Low titers of antibodies to Xolair were detected in approxi-
mately 1/1723 (<0.1%) of patients treated with Xalair. The
the percentage of patients whose test results
were considered positive for antibodies to Xoluir in an
ELISA as=ay and are highly dependent on the sensitivity
und specificity of the assay. Additionally, the observed inci-
dente of antibody positivity in the assay may be influsnced
\by several factors including sample handling, timing-of
sample enllectinn, concomitant medications, and underlying
disease, Therefore, comparison of the incidence of antibod-
“ies to Xolair with the incidence of antibodies to other prod-
ucts may be misleading.

. Table 7 .
Number of Vials, Number of Injections and Total Injection Volumes for Asthma

Number of Vials o0 =1l
= ) Total Volume Injected
Dose (mg) 76 mg® 150 mg" _Number of Injections (mL)
150 0 1 1 12
225 1 1 2 1.8
300 0 2 2 2.4
375 1 2 3 3.0
" 0.6 mlL maxi i volume per m:

1,2 mL maximum daﬁwred volume per vial

Allergie symptoms, including urticaria, dermatitis, and pru-
ritus were observed in patients treated with Xolair. There
were also 3 cases of anaphylaxis observed within 2 hours of
Xolair administration in which there were no other identi-
fiable allergic triggers (see WARNINGS: Anaphylaxis).
OVERDOSAGE

The maximum tolerated dose of Xolair has not been deter-
‘mined. Single intravenous doses of up to 4000 mg have been
administered to patients mtlwut evidence of dose-limiting
toxicities. The Highest cumulative dose administered to pa-
tients was 44,000 mg over a 20-week period, which was not
associated with toxicities.

DOSAGE AND ADMINISTRATION

Xolair (Omalizumab) 150 to 375 mg is administered SC ey-
ery 2 or 4 weeks. Because the solution is slightly viscous,
themacmmyhhe&mmonndstoadmmher Doaes
{mg) and desing fr are ined by serum total
IgE level (IU/mL), mmm.mad before the start of treatment,
and body weight (kg). See the dose determination charts be-
Jow (Table 5 and Table 6) for appropriate dose assignment.
Doses of more than 150 mg are divided among more than
ane injection site to limit injections to not more than 150 mg
per site.

Table 5
mmmmwm;wm
Kolair Doses (millig ) Administ t
Injection Every 4 Weeks for Adults and Adolescents
(12 Years of Age and Older) with Asthma

hours following reconstitution when stored in the vial at
2-8°C (36-—46°F), or within 4 hours nfmmsmulmn whan
stored at room temperature.
The lyophilized product takes 15-20 minutes to dissolve.
The fully reconstituted product will appear clear or slightly
opalescent and may have a few small bubbles or foam
around the edge of the vial. The reconstituted product is
somewhat viscous; in order to obtain the full 0.6 mL (75 mg)
or 1.2 mL (150 mg) dose, ALL OF THE PRODUCT MUST
B'Emmwmthevinlbeﬂ)ﬁexpd]ingmslrm
excess solution from the sy‘mlﬂe
* For Xolair 75 mg vial:
STEP 1: Draw 0.9 mL of SWFI, USPmtuaa—ﬂ:xjrmgﬂ
equipped with a 1-inch, 18-gauge needle.
STﬂZ Plaeethevw]npnghtmaﬂatsurfmamduahug
h , insert the needle and inject, the
SWFI, USP drruuﬂym:mthe product.
STEP 3: Keeping the vial upright, mﬂywnritheupngh
vial for approximately 1 minute to evenly wet the powder.
Do not shake,
STEP 4 AﬂcrwmplahugSTEPS genﬂysw%rlthevialfnr
5-10 ds af tely every 6 minutes in order to dis-
m}veanyrammmg solids. There should be no visible gel-
like particles in the solution. Do not use if foreign particles
are present.
Note: Some vials may take longer than 20 minutes to
dissolve completely. If this is the case, repeat STEP 4 un-
til there are no visible gel-like particles in the solution. It
is accoptable to have small bubbles or foam around the
ad.geufthevmi Donutm:fﬂ'lemnteatuu‘fthannlﬂo

e 1 letely by 40
ok ik s T T SV T e e RBr
Serum IgE mbﬁmwﬁdm?hw“‘imm Using a new s-w:ﬁ:
3 | 30-80 Tinge equip] with a 18-gauge needle, insert
o bt e B o i e uaedle mw the inverted vial. Position the needle tip at the
= of the solution in the vial stopper when drawing
BN i i B S W lution into the syringe. Before removing the needle
= 100-200 300 300 300 from the vial, pull the plunger all the way back to the end of
the syringe barrel in order to remove all of the golution from
= 200-300 300 the inverted vial.
STEP 6 Replace the 18-gauge neadle with a 25-gauge nee-
= B00-400 SEE TABLE & dle for subcutaneous i
s s STEP 7: Expel air, large bubbles, and any excess solution
> 400-500 in order to obtain the required 0.6 mL dose, A thin layer of
R BT small bubbles may remain at the top of the solution in the
> 500-600 syringe. Beeause the solution is slightly viscous, the injec:
tion may take 5-10 seconds to administer.
Table 6 * For Xolair 150 mg vial:

ADMINISTRATION EVERY 2 WEEKS
Xolair Doses (milligrams) Administered by Subcutaneous
Injection Every 2 Weeks for Adults and Adolescents
{12 Yeare of Age and Older) with Asthma

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

STEP 2 Flace the vial apright on a flat surface and using
standard aseptic technique, insert the needle and inject the

SWF1, USP directly onto the product.

Pre- Body Weight (kg) STEP3: Kerping the vml upright, gently swirl the upright
treatnent vial for apr te to evenly wet the powder.
Serum IgE Do nat shiake.

(IU/mL) 30-80 | >60-70 | > 70-90 | > 90-150 | STEP4: After completing STEP 3, gently swirl the vial for

5-10 is approximately every § minutes in arder to dis-

= 30-100 SEE TABLE b solve any remaining solids. There should be no visible gel-

P T = like particles in the solution. Do not use if foreign particles
> 100200 225 are present.

200-300 | Note: Sume vials may take Jonger than 20 minutes to

= 2 ol S0 08 letely. If this is the cuse, repata;es‘l'fll’éun

360-400 h]thmmnommblegelhkcpamdenm solution. It
R i i i is aceeptable to have small bubbles or foam around the
= 400-500 00 300 376 ed,g‘enftbev:a.l Do not use if the contents of the vial do

not d v letely by 40 mi
> 500-600 300 375. DD NOT DOSE STEPS: Invert the vial fr 15 secands in order to allow the
solution to drain toward the stopper. Using a new 3-ce gy-
> 600-700 375 ringe equipped with a l-inch, 18-gauge needle, insert the
needle into the inverted vial. Position the needle tip at the

Dosing Adjustments

Total 1gE levels are elevated during treatment and remain
elevated for up to one year after the discontinuation of
tréatment. Therefore, re-testing of 1gE levels during Xolair
tmtmsnthmnnthe useduugwda lhrdnaadm.tmlnannn
Dose d

Tavaid

]mthanlyearshwldbehmﬂmsemlgﬂlmlsah—
tained at the initial dose determination. Totalmrum!g‘E
levels may be re-tested for dose d ination if treat
with Xolair has been interrupted for one year or more.
Doses should be adjusted for significant changes in body
weight. (Sce Table 5 and Table 6.)
Preparation for Administration

Xolair for 8C administration should be prepared using
SWFI, USP, ONLY.

Xolair is for single use only and contains no preservatives,
The solution should be used for SC administration within 8 |

very bottom of the solution in the vial stepper when drawing
the solution into the syringe. Before removing the needle
from the vial, pull theplungerallthawthmkto 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 nee-
dle for subcutaneous injection.

STEP 7: Expel air, large bubhbles, and any excess solution
in order to obtain the required 1.2 mL dose. A thin layer of
amnﬂhubbleswmmmnutttmbupofﬂmso]uhmmtbe
syringe. Because the sclution ie slightly viscous, the injec
tion may take 5-10 seconds to administer.

A 76 mg vial delivers 0.6 mL (75 mg) of Xolair. A 150 mg vial
delivers 1.2 mL (150 mg) of Xolair (see Table 7).

[See table 7 abovel

Continued on next page

Consult 2005 PDR® supplements and futurs aditions for revisions
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PHYSICIANS' DESK REFERENCE®

Xolair—Cont. Table 1: Primary Efficacy Outcomes
ALDURAZYME Placebo
Stability and Storage N=22 N=23
Kolair should be shipped at controlled ambient t t -
(=30°C [=86°F)), xmnmmbemredumemmmud-- Forced Vital Capacity (p of predicted B
nditions 2-8°C (36-46°F). Do not beyond the expira-
?un d,hsmd‘m m:n o Baseline Mean * s.d. 48 + 15 516
Xolair is for single-use only and containg no preservatives, a0 N
The solution may he used for SC administration within 8 Week 26 Mean = s.d. 50+ 17 51=13
hours following reconstitution when stored in the vial at . % B
2-8°C (36~46°F), or within 4 hours of reconstitution when | Change from haseline to | Mean * ad. =l G b
stored at room temperature. e Medi 1 1
Reconstituted X.n].nr vials should be protected from direct
sunlight. = Difforence between groups | Mean 4
HOW SUPPLIED - " ; s - -
Xolair (Omalizumab) is supplied as a Iyophilired sterile Median (95% CI) 2104, 7) p=0.02
powder in a single-use 5 cc vial, 2
The 75mgwa1mnﬁgnmhunisdaamnadl§dehvur75mgng 6-Minute Walk Distance (metars| 1
Xolair upon reconstitution with 0.9 mL SWFL, USP. E - ; .
75 mg carton contains one single-use vial of Xolair Baseline , Meenistnd, i g s
Omallmn.hj NDC 50242-042-01. 3 il s e )
The 150 mg vial conf i‘:tbm‘:&ds d@hvl?'g;ﬁl]mg Week 26 Mean * s.d. 338 = 127 348 + 129
of Xolair upon reconstitution with 1.4 , Each v ’ Y =3 B 218 +
150 mg carton contains one single-nse vial of Xolair smm paseiine &) Mean = 8.0, A 18 6_7
(xuomﬁﬂlumlh} NDC 50242-040-62. g Median 28 i, e
m‘"‘"” K Uu. Difference between groups | Mean 38
zhnm-;d by: Median (95% CI) 49/(-2, 78) p=0.07"
anal ne. -
1 DNA Way * By Wilcoxon Rank Sum Test
South San Francisco, CA 94080-4990 (4821002) -
FDA Approval Date: February 2004
Code m?p.u- September 2004 | Subsirales, dermatan sulfate and hepnran sulfate, through- | INDICATIONS AND USAGE

Jointly marketed by: ©2004 Genentech, Ine. | Oul the body and leads to widespread cellular, tissue, and | ALDURAZYME is indicated for patients with Hurler and

Inc. organ dysfunction. Hurler-Scheie forms of Mucopolysaccharidosis I (MPS )
1 DNA Way The rationale of ALDURAZYME therapy in MPS Lis to pro- | and for patients with the Scheie form who have moderate to
South San Francisco, CA 94080-4990 vide exogenous enzyme for uptake into lysosomes and in- | severe symptoms. The risks and benefits of treating mildly
Novartis Ph porati crease the catabolism of GAG. ALDURAZYME. uptake by | affected patients with the Scheie form have not been estab-
One Health Plaza lished.

Hast Hanover, N.J 07936-1080
Shown in Produet Tdentification Gurdu# puge 313

- Genzyme Corporation
500 KENDALL STREET
CAMBRIDGE, MA 02142

Direct Inquiries to:
(B0Q) 7454447
(617) 768-2000

ALDURAZYME® B

lal-dar' >-zim]

lllﬂmldml
ion for in us Infusi

Only

DESCRIPTION ¢

ALDURAZYME® (laronidase) is & polymorphic variaat of
the | onzyme, o-L-id that is produced hy re-
combinant DN&tadmology ina Chinese hamster ovary cell
line, e-t-iduronidase -t -iduronohydro-
lase, EC 3.2.1.76) is a lysosomal hydrolase that catalyses
the hydrolysis of terminal a-i-iduronic acid residues of der-
matan sulfate snd heparan sulfite.

Laronidase is & glyeoprotein with a molecular weight of ap-
proximately 83 k'D The predicted amiro acid sequence of
the recombinant form, as well as the nucleotide sequence
that encodes n are idenlical toa polymurphu: form of hu-
man a-1-id dase. The t protein is comprised
of 628 amino acids after cleavage of the N-terminus and
contains 6 N-linked nhgmaod!mrldn mndrlicnﬁon mtee Twa
oligosacehnride chains termina it
sugars, ALDURAZYME has a muﬁn amvitynfappmzi
mately 172 U/mg.

ALD 7, for intravenous infusion, is supplied as a
sterile, nonpyrogenie, colorless Lo pale vellow, clear to
slightly opalescent solution that must be diluted prior to ad-

ministration in 0.9% Sod Chloride Injection, TSP eon-
taini 0.1%." (H ). The soluti maauh\ﬂal
I laronid tration of 0.58 mg/mL

anr] npﬁufappwmmtaly E.E.Weﬂ:utabhwlnmanf

5.0 mL from each vial provides 2.9 mg laronidase, 43.9 mg

sndmm chloride, 63.5 mg mrhum p!:mphate monobasic
irate; 10.7 mg phosphate dibasic heptaby-

drate, and 0.05 mg polysarbate 80, ALDURAZYME does not

contain preservatives; vials are for single use only.

CLINICAL PHARMACOLOGY

Mechanism of Action

Mumpolysacchaﬂda storage dimrden are caused by the

iy | enzymes required for the

of : (GAG), Mucopalysaccha-
ridosis 'I (MPS I] is chuﬁetenmd by the deficiency of
a-1-id nl | hydrolase which catalyses the
hvdrolysis of tenmnal a-L-iduronic acid residues of derma-
tan sulfate and heparan sulfate. Reduced or absent o-i-
iduronidase activity results in the accumulation of the GAG

will be

dod by supph

calis mtn lysusomw msthkalym&dmad by the mannoge-
haride - chains = of
laronidase binding to specific mannose-6-phosphate recep-
tors.
Hecause many proteins in the blood are restricted from en-
trymmt}mmttal nervous system by the blood brain bar-
rier, effects of intravenously administered ALDURAZYME
on cells within the central nervous system (CNS) cannot be
inferred from activity in sites outside the ONE. The ability
dmwms the biwd.hmmbnrnarhasmt
been d in | models or in clinical trials.
Phﬂmuolﬂlntlu

ALDURAZYME has been shown to improve pulmonary
function and walking cupacity, ALDI has not been
evaluated for effects on the central nervous system manifes-
tations of the disorder.

CONTRAINDICATIONS
There are no known confraindications to the use of
ALDURAZYME,

WARNINGS
Hypersaensitivity Reactions
Patlenti tmnted with ALDUTRAZYME may develop infu-

The phar tics of 1 idase were evaluated i:: 12
patlenbs with MPS I who received 0.58 mglg of
ALD a5 a 4 hour infusion. After the 1%, and
26" weekly infusions, the mean maximum plasma concen-
trations (C,,,,) ranged from 1.2 to 1.7 meg/mlL for the 3 time
points, Tha mean area under the plasma concentration-time
curve (AUC.) ranged from 4.5 to 6.9 megvhour/mL, The
mean volume of distribution (V,) ranged from 0.24 to 0.6
Likg. Mean plasma clearance (CL) ranged from 1.7 to
2.7 mL/min/kg, and the mean elimination half-life (1)
ranged fram 1.6 to 3.6 hours,
Effects of Antibodies
Most patients who received onm-weekly infusions of
developed antibodies to laronidase by week
12, Beween weeks 1 and 12, increases in plasma clearance
of laronidase were observed in some patients which ap-
pearad to be pmpo'm.om] tothe antibody titer. At week 26,
plasma clearance of laroni was able to that at
waek 1, in spite of the continued and, ini some cases, in-
ereased titers of antibodies.

CLINICAL STUDIES
ALDURAZYME was died in a rond 4, placeb

d hypersensitivity reactions (see ADVERSE RE-
ACTIDNS,J In the clinical studies, one patient developed
an anaphylactic reaction approximately three hours after
the initiation of the infusion. The reaction consisted of urti-
carin and airway obstruction. Resuscitation required an
emergency trscheostnmy.-'l‘hia patient’s pre-existing MPS [
relnted upper airway cbstruction may have contributed to
thl: aeverlt‘.y of this reaction (see ADVERSE REACTIONS

i Related Reacti and
Some infusion-related reactions may be ameliorated by
slowing the rata of infusion or treatment with additional an-
tipyretics and/for antihistamines. If severe hypersensitivity
or anaphylactic resctions occur, immediately discontinue
the infusion of ALDURAZYME and initiate appropriate
treatment. Caution should be sed if epinephrine is be-
ing considered for use in patients with MPS | due to the
increased prevalence of coronary artery disease in these
patients. |
The risks and benefits of re ing ALDURAZYME
following a severe hypersensitivity or anaphylactic reaction
should be cofisidered. Extreme caré should be exercised,
w;ﬂ'l appropriate resuscitation measures available, if the

controlled clinical trial of 46 MPS lpnhents c‘fwhom 1 pa-
tient was clinically assessed as having the Hurler form, 37
Hurler-Scheie, and 7 Scheie. All patients had a b

ision is made to re-administer the product.

PRECAUTIONS
General

foreed vital eaparcity (FVC) less than or equal to 77% of pre-
dicted. Patients received ALDURAZYME at 0.58 mg/kg or
placebo once-weekly for 26 weeks. All patients were treated
with antipyretics and antihistamines prior to each infusi

Patients should receive antipyretics and}ur antihistamines

prior to infugion (see WARNINGS and ADVERSE REAC-

TIONS). If pn infusion reaction nccurs, regardless of

pre-l:neatmznt deerrm.img the infusion rate, temporarily
il

The primary efficacy outcome assessments were FVC and
distance walked in 6 minutes (6-minute walk test, GMWT).
Afer 26 woeks, patients treated with ALDURAZYME
showed improvement in FVCO and in 6MWT eompnmd to
placebo-treated patients (see Table 1),

[See table 1 above|

Evaluations of bioactivity were changes in liver size and
urinary GAG levels. Liver size and urinary GAG levels de-
ereased in patients treated with ALDURAZYME compared
to patients treated with placebo, No subject in the group re-
ceiving ALDURAZYME reached the normal range for uri-
nary GAG levels during this 6-month study.
Mﬁmﬂmmﬂnm-mmm fior. 36
weeks following the double-blind period. Mai of

and/or administration of additional
n.nnpyret‘ics and/or antihistamines may ameliorate the
symptoms.

Information for Patients

Patients should be informed that a regietry for MPS [ pa-
tients has been established in order to better understand
the variability and pmgmm n.'EM.PSIﬂmeese and to con-
tinue to it should
be encouraged to pu.!tx'.!psbs and advised’ thst their partic-
ipation may involve long-term follow-up,  Information
regarding the vegistry program may be found af
www.MPSIregistry.com or by calling (800) 745-4447,

Drug Interactions !

andrmxldrug" cti dies have been ducted

mean FVC and an additional increase in mean 6MWT dis-
tancs were ohserved compared to the start of the open-label
period among patients who were initially randomized to and

I i ‘MF.rIilt\!
Stuﬂmhs.nmﬂm t ic and ¢ potential
urmmmmmmmm

then eontinued to receive ALDURAZYME. Among patients
who had been lmtml'ly randomized to p!.aceho. improves
ments from baseling in mean FVC and 6MWT d were

studies in rats have not demonstrated impair-
mtoffarhlity {gee PRECAUTIONS: Pragriancy).

observed compared to the start of the open-label period.

and subsequent editions

'in male and fo-
mleratsntdmnpwﬁzf\msthehmnndmnnd‘mw





