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The B-D® 10 cc Syringe with TwinPak™ Dual Cannula Device
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10 ¢ SYRINGE RED HUB CANNULA

SYRINGE FILLING DEVICE

A e S

TWINPAK™BHIELD  BLUNT PLASTIC GREEN CAP
3 CANNULA

Note: Do not discard the shigld assembly.

2. Inject I:heeutam mbantsnfmesyrhge (10 mlL) into
the TNKase vial d.imc‘hngthedﬂuentsh'sammtam
powﬁerShghi" 1ing pon ion is not un-
usual sn!lm‘gv’buhhhswmdismpatexftha)uuﬂuctu

to stand tusbed for several minutes.

3. Gently swirl until eununtu are completely dissolved.

DO NOT SHAKE. The reconstituted preparation re- |

; su.mmam!nﬂml.upaleynl]ow transparent solution
containing TNKase at 5 mm‘mLatnp‘H"nrfnppmﬂ
mately 7.5. The osmolality of this ol
mately 290 mOsm/kg.

4. Determine the appropriate dose of TNKase (see Dose

Information Table) and withdraw this volume (in mil-

liliters) from the reconstituted vial with the syringe.

Any unused solution should be discarded.

5. Once the appropriate dose of TNKase is drawn into the
syringe, stand the shield vertically on a flat surface
{with green side down) and passively recap the red hub

- cannula,

‘6. Remave the entire shield assembly, including the red
hub cannula, by twisting counterclockwise. Note: The
shield also contains the clear-ended blunt
plastic cannula; retain for split septum IV access.

Administration
L. The product should be: visually inspected prior to ad-

ministration for particulate: matter and discoloration.
mxmmaybe dAmini tituted at 5 mg/

2. ?m,pmuan may oneurwhen TNKase is administered
in an IV line Dext: taini

is

o 2

. XOLAIR@

2. Cannon CP, Gibson CM, McCabe CH, Adgey AAJ, Sch-

- weiger MJ, Sequeira RF, et al. TNK—hnsuapIummn-
gen activator compared with front-loaded altaplase in
acute myocardial infarction. Results of the 'l'IMIIo‘B
trial. Circulation 1998,98,2805-14. "

.".’vVll.l:ldaWEl‘fFCnnanPL 1 A, Houbracken K,
MecCabe CH, Berioli S, et al. ‘assessment, of &
single bolus administration of TNK-tissue plasmino-
gen activator in acute myocardial i : the AS-
SENT-1trial. Am Heart J 1909;137:786-91.

ThKasa™

(Tenecteplase) |

Manufactured by

Genentech; Inc. 4819900
1 DNA Way b June 2000

South San Francisco; CA 94080-4990
©2000 Genentech, Ine.
Shotn i Product Identification Guids, page 313

[za'lr]
‘Omalizumab
For Subcutaneous Use

DESCRIPTION
Xolair (Omalizamab) is a mmbénmt DNA derived hu-
d TgGlx that Iy binds

lines should be flushed with a saline- -containing. soli-
tion prior to and following single bolus administration
of TNKase.

3. Reconstituted TN¥ase should be administered as a
single IV bolus over & seconds.

4. Because TNKase contains no antibacterial preserva-
tives, it should be reconstituted immediately before

use. If the reconstituted i not used immedi-
abaly, refrigerate the TNKase vial at 2-8°C (36-46°F)
and use within § hours.

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

Split septum IV system:  *Remove the green cap.

*Attach the clear-ended
blunt plastic cannula to
the syringe.

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

*Because the blunt plastic
cannula has two side
ports, air or fiuid ex-
pelled through the can-
nula will exit in two side-

10 human immunogiobulin E(IgE]. The mMMam
lecular weight of approximately 149 kilodaltens, Xolair is

prodwdbyachlmaehnmsmrmryeeumspmx[mmﬂ—
ture in a i ining the antibiotic genta-
micin. G icin is not detectabl inﬂmﬁnnlprmhct.

Xolair is u sterile, white, preservative-free, lyophilized pow-
der contained in a single-use vial that is reconstituted with
_ Sterile Water for Injection (SWFI), USP, and administered
ua@m&mw&)mounmvsmgnﬂm-
tains 129.6 mg of Omalizumab, 93.1 mg sucrose, 1.8 mg L-
histidine hydrudllonda mnnhydrx‘le 1.2 mg L-histiding,
and 0.3 mg poly 20, and is designed to deliver 75 mg
of Omalizumab in 0.6 mL after reconstitution with 0.9 mL
SWFI, USP. A Xolair 150 mg vial contains 202.5 mg of
1i b, 145.5 mg 2.8 mg_L-histidi hydro-
r.hlnﬂds maonohydrate, 1.8 mg L-histidine, and 0.5 mg poly-
sorbate 20, and is designed to deliver 150 mg of
OmahznmabmlﬂmLaﬁermmhtannwﬂhlimL
SWEFIL, USE. 2

CLINICAL I’H.AMOLOGY

Mechanism of Actien

Kolair inhibits the binding of IgE to the high-afinity IzE
rwepmr(Fam) on the surface of mast cells and basophils,
Reduction in surface-bound IgE on FeeRI-bearing cells lim-
ite the degree of release of mediators of the allergic re-
sponse. Treatment with Xolair also reduces the number of
l"'or.RI neuepm:a on basophils in atopic patients.

ways directi t
away from face or mu-
cous membrances,
Connect syringe directly
to IV port.

Attach a large bore nee-
dle, &g, 18 gauge, to the
syrmge’u universal Luer-

6. Dispose of the syringe, cannula, emd shield per estab-
lished procedures.
HOW SUPPLIED
TNKase is supplied as a sterile, Ivophilized 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, USE, for reconstitution, The B-D® 10 cc sy-
ringe with TwinPak™ Dual Cannula Device, and three al:
cohol prep pads, NDC 50242:038-61,
Stability and Storage
Store lyophilized TNKase at controlled room t
not to exceed 30°C (86°F) or underreﬁ'mvmhan 2B (86~
aoﬁrx ifo not use beyond the expiration date shmpe:[on
vial.

Luar-Lok® systam:

Conventional needle (not
supplied in this kit):

H

After 8C admigistration, Omal Bixia wiithian
-average absolute bmav-alalnhly of 62%. Following a single
SC dose in adult and adolescent patients with asthma,
Omalizumab was absorbed slowly, reaching peak serum

rations after an average of 7-8 days. The pharmape-

kinetics of Omalizumab are linear at doses g;reater than

Pharmacodynamics
In clinical studies, mﬁulgElweiawamredmdma
d»ieéupendmtmmmlhmlhuu:fnilumnstheim
dmandmamtmnedtawmdmﬂmm&aeﬁgs
was greater than 96% using
smmmtangmmk:i,a Hnmdandnnhumd]mm
after the first dose due to the formation of Omalizumab:1gE
complexes, which have s slower elimination rato compared
with free IgH. At 16 weeks after the first dase, average
mm@mmmm-ﬂdmmmdm
pre-treatment’ when using standard assays. After discon-
tinuation of Xolair dosing, the Xolair-induced increase in to-
M[ﬁm&mminﬁmlﬁwm%mmble with no
observed rebound in IgE levels after drug washout. Total
Iﬁhvdsﬂﬂmmhmmmﬂlwdufmupw
one year after discontinuation of Xolair. )

Special Populations
Thapm)g@mnhmhmhunfﬁmwmaubmﬁh
evaluate the effacts of demographic characteristics.

Analy-
ses of these limited data. ‘supggest ﬂ;ﬁlmdmaaﬁumm
are necessary for age (12-76 years), race, ethnimty. or

CLINICAL STUDIES _

The safety and effcacy.of Xolais were eyaluated in three
mdmmad, nbla-hhad.piacebo-mnuoﬂnd.mnlﬁuntar

mmahmﬂeapnmmmw?amdd.mm
ate to severs persistent (NHLBI criteria) asthma for at least
one year, Mﬂuwﬁlﬂ\mahn test reaction to a perennial

gen, A tients in Studies 1 and 2 had a
forced expiratary valume in one second (FEV1) between
40% and 80% predicted, while in Study 3 there was no re-
striction on ning FEV1. All patient hldst!Vlm-
provement of at least 12% beta ncl- i
tration. All patients were -,wnptmmw and were being
mtedwﬁhmhaladmﬁmhmdnﬂﬁﬁ!anﬂdwﬂm
beta-agonists. In Study 3, lang-acting bata-agonists were al-
hweiﬁhkﬂysmtawmmmaﬂemlmuwm
ﬂumnnampmahandnmbsetwanahnm

ids. Patients iving other concomitant con-

mﬂsrmedlwﬁnuwma;ﬂudnd and initiation of addi-
tional controller medications while on study was prohibited,
Patients currently smoking were excluded.
Each study was comprised of a ran-in period to achieve a
stable conversion to a common ICS (beclomethasone
.dipropionate, for Studies 1 and 2; nuﬂmsmzmpimbefdr
Study 3), followed by randomization to Xolair or placebo, In
Study 8, patients were stratified by usa uf’[CS-m]yarICS
with concomitant use of oral steroids. Patients received
Kﬂlwfwl&mknmthmunehmgedmﬁmﬁm&dm
unless an acute rhation necessi
Mnhthmenmdanlmmdunhmphasuufmweah
(Studies 1 and 2) or 16 weeks (Stady 3) during which 1CS
(nrotdstermdmﬁmdyﬂaabaﬂ]dmmdumnwnat.
tempted in a step-wise manner.
Xn]mdumngwasbmdmbodywughtmdhaselmm
total IgE concentration. All pationts were required to have
baseline [gE between 30 and 700 [U/mL and body weight
nol. more than 150 kg. Patients were treated according to a
dosing table to administer at least 0.016 mg/kg/TU (Igk/mL)
of Xolair or & matehing volume of placebo over each 4-week
period, The maximum Xolair dose per 4 weeks was 750 mg;
patients who had a weight-1gE cumb\mtinn that yielded a
dose greater than 750 mg were sxcluded from the studies.
Patients who were to receive more than 300 mg within the
4wsakpuwdwemadnmmumdhﬂfﬂinmhldmavw2
weeks.
The distribution of the number of asth b per
mthntmmhgmnpduung&studywmsuﬂyndupa—
rately for the stable steroid and sternid-reduction. periods,
In all three studies an exacerbation was defined as a wors-
ening of asthma that ired treatment systemic cor-
ticostervids or a doubling of the baseline 1CS dose.
In both Studies 1 and 2 the number of exacerbations per
patient was reduced in patients treated w;thxnlmmm
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
ubmedkvatmmteﬁbdmﬁtudy{kmaybewlatedhnd:f-

0.5 mg/kg. Following multiple deses of Omali b,
mdarﬂaaemmmentmtmhmemmﬁmDayaw
Day 14 at steady state were up to 8-fold of those after the
first dose.

In vitro, Omalis
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 nptake of **I-Omalizumab by
any yrgan or tissue, The apparent volume of distribution in
patients following SC administration was 78432 ml/kg.
Clearance of Omalizumab involves IgG clearance processes
as well as clearancd via specific binding and onmp!exibzmn
hunmt.hlfstm'gutl!gnuﬁ, IgE, Liver elimination of IgG in-
cludes degradation in the liver reticuloendothelial system
(RES) and endothelial cells. Intact lgG is also excreted in
bile: In studies m.th mice and mmkm Cmalizomab:IgE

were d by 1 ctions with Fey recep:
REFERENCES tors within the RES at rates that were generally faster than
1. ASSENT-2 [ igators. Single-bolus ¢ Jz IgG el In asthma pati Omalizumab serum elim-

enmpéared with front-loaded ﬂ!‘t;plane in acute m:.mear
dial infarction: the ASSENT2 double-blind ran-
domised trial. Lancet 1999:354:716-02.

Iination half-life averaged 26 days, with apparent clearance

averaging 24+ L1 mlfkg/day. In addition, doubling body
weight approximately doubled apparent clearance.

in the t population mmpu.red with Studies 1
and 2, study mmpln gize, or other factors. In all three stud-
ies most exacerb were ged in the out-patient set-
ting and the majority were treated with systemic steroids.
Hospitalization rates were pot mgmﬁmm‘.ly rllﬂerenl be-
tween Xolair and placeb ] pati , the
overall hospitalization rate ‘was small, Among thpse pa-
tients wha experienced an exacerbation, the distribution of
exacerhatlm severity was similar between Lreatment

ISee ts.hla 1 at top of next pagel

[See table 2 on next pagel
Inaﬂﬂareanfthestudlas.amdunﬁmnhﬁhmsanmﬂm
tions was not observed in the Xolairtreated patients who
had FEV1 >80% at the time of randamization. Reductions
in exacerbations were not seen in patients who required
oral stergids as maintenance therapy.

In Studies 1 and 2 measur¢s of airflow (FEV1) and asthma
symptoms were evaluated (Table 3). The elinical relevance
of the treatment-associated differences is unknown,

{Bee table 3 on next page)

Continued on next page

Consult 2005 PDR™ supplements and future editions for ravisions
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rC Armaayhosanmia yiiesd glunes guri} . Table1 RL L LA B T
X.P"l ont. idl i . Frequency of Asthma Exacerbations per Patient by Phase in Studies 1 and 2 it
Redulta from the stablo-stéroid: phase:oF Stady-2\and:the Stable Steroid Phase (16 wks)
m;ﬂrdetphgmnfhnﬂaSmimlmd2wmm- a
ﬂumihmpralmudmma 1 Hy . Bmdyl T Study2 = -
mmmm — 0 23 (e ' } — .:!Iﬂ: d‘.‘ I Placebo Xolair Plateba !
annl:tﬂmah‘numab] is mdwar.ad for. udultsnndgdnfnsmls Exacerbations per =268 N=257 Mk, = N=212
{12 years ufnses,ndabwn) with moderate | patient (%) (%) (%) (%)
teutnsthnmwho Ve & mﬁwqhﬂtﬂat-;tmmhnmu—
ad whose symploms 0 85.8 76,7 87.6 50.9
has been shown to decre wg;m;; of asth j:m 1 19 167 1 113 25.0
bations in thes E:henm. 5, Safety and efficacy have not been s R S ——= = =
stablished in other allergic conditions. . ., ., TR, 122 o~ . 68 R Py W, 5l
FINORER 1727 : alu i o005 . chom
Xolair should not be administered W putich T ST T - TR YT B
crsensitivity : ol T ok 03 8 s 2 0
Malignancy e S pastmmed Ly pimi Smidfﬁéaw&m"ﬂiam_m s S SR S
Malignant neoplasms were observed in 20 o 4127 (O5%) |58 sakino s ; = Placebo " Xalair i Placebs'
Xolair ad withi 5 of 2236 (0.2%) con- i CN=257 T N=274 i o e
trol patients in dlinieal mmnfssdm and other allergie patient (5%6) e {34 (%) RE Sy
disorders. The observed malignancies in Xolair-treated pa- . pongonns: - =5 YIMlaT
tients were’a varlety of types, with breast, non-melanoma 0 8.7 berls (BT B39 02 ‘
skin, prostate; melanoms, and parotid cccurring more than - —
onee; end fiveobhier types ocounring once each. The majority 1 19.0 28.4 142 gy
wpnmmmmmmxm The impact of e T e ; L .
mmmmmmay&wm =2 2.2 b s 1 i s gind U LR
fe.g.; elderly, current smokers) ie not known 5 f :
(m% EA y’s Malignancy). h p-Value 0.004 <0.001
Amphyhﬂshnﬂmunw&mthn!hwﬁaﬂhe ﬂistwmh m.n_nnmber_ ol Ui 02 e
sequént administration of Xolair in 3 (<0.1%) s |~ xsshotionaPRaeY ; i
out ‘other identifiable - triggers. These events in- €
Wm&wﬁmm“nd throat and/or tongue edema (see able 2 e
NS). Patients should e obeerved after - L Attty 4 .
injection of Xolafr, and medications for the treatment of se- Percentage of Patjents with Asthma Exacerbations by Subgroup and Phase in Study 3
vere hypersensitivity reactions h:cluding mphy]ax]l . 4 fd
;i;)olid be available.IFa severe 11:5,%. sitivity to i bl Ehien i iwe
occurs, therapy shou e dmun-tmueﬂ (see ey
CONTRAINDICATIONS). ' el ; M‘MW’ J : R ceises
PRECAUTIONS - ; . " - adE] Xolair . Placebo Kolair Placebo
General : ; lidh § N=128 N=120 N=50 « N=45
mwhunathmnhewnmnﬂevmteuthmnmm; ; T
tons acutly and shoud ot bo o o th trentment f W‘lpﬁhﬁﬂ‘“‘m : 153 b oy, v
: or status asthmaticus. =1 exacerbations f :
mmid Reduction Diffe iV z 08 98
e =, ¥ 3 = - id-net be: i 1 -‘I-_“-m_ A Wosr 54 bt
disenntinuad upan initiation of Xolair therapy. Di in m & e A - Mk e
cortieosteroids should be performed udﬁrﬁladueﬂsﬂ- Steroid Reducti 16 wks)
of 5 ol g Steroid wl’hasel whs)
graduslly. "Kolair’ Placebo Xplair Placebo
mm-ﬁmlw Patients N=126 “N=120 N=60 " N=45
mmmmmmm:mmm - - : ~ ;
dose of, or stop taking any other asthma medications unless % Pchmumﬂ: 22,9 26,7 42,0 422
utherwise instructed by their physician. Patients should be ‘=1 exacerbationa
told that they may not ses immediate imp t 031 : -
asthma nﬂubagmmngwni: tharapy. " Difference’ £ —44 =02
Laboratory Tests [9E% CTY (—115 T4) (-22.4, 20.1)
Serum total lgﬁlwshumm following ad: ion of e
TOAL, PHARMACOLOGY, DOSAGE AND o "“m‘"""' Tavle 3
ICAL COl i
TION), Elevated ssrum total lgki levels may persist, for up msmmmﬂMumnmmmhwamﬁsmdyt
to'1 yoar following discontinuation of Xolair. ‘Serum total 3 -
Tg lavels obtained less than 1 year following discontinua- Holair ; - Placebo
tion may not reflect steady state free IgE levels n.ud should N=268 N=267
mthauudwmﬂwdsdnzmmm 3 M o fian C1
Driig Intorsetions Endpoint Baselirie’ mﬁﬁﬁ to Wi 16) Basctine Bosating to W30
Nnmdﬁugmtemoﬁm shl\'lmnkavebeé!nperfatmed T
mmm&ﬂmm use of Xolair and allemgmum- Total asthma sympio score g —1 . 4.2 11
ogenosis, M sis, impairment of Fertility Nocturnal asthma score 12 04® 11 ~0.2°
Noﬁngﬁrmsmdiuhmheenpm:&mndm imals to | - ; :
evaluate the earcinogenic potential of Xolair. K Daytimie asthma score | 23 ~ng* 2.3 ~0.6%
Howi&inubfmuwgmemtywﬂsmmmam erir - Lo
mhwgmdﬂhmimmdbmammmdwﬁhﬂﬁ FEVI1 % predicted i 68 g i .68 o
5000 pg/ml 1 JL T S Asthma symptom seale: total score from O (least) to 9 (most); nocturnal and daytime scores from 0 (least) to 4 (monst
The of Omali ale and i ptoms)
héen m numa?m mmmehm wmn.lm;a Wt’hﬂ“ k! Nn.mberﬂf patients available for analysis o 266258 in the Xnlair group and 238239 in the plagsho group.
e n of Nalair versus placeba (p<0.05), :
monl g ducti bility, includ- mmwm&(ﬂmaﬂmlmpmdnmn‘atudms Pediatric Use
ing mnp!mmlm. in ﬁ'emala mmuigm monkeys, These | are not always predictive of human Xalair should Snrel.;r and effectivensss in pediatric patients below the age
doses provide a 2- to 16-fold safety factor based on total dose hemdanmgwwyanlyifdmﬂynodad of 12 kuve not been established.
:gu-idi! to G-fold safety factor basad on AUC over the range of | Nursing Mothers Geriatric Use
t clinical doses. Ti\emhmnfﬂma!zzumahmmdkmwnlmdmfs
P". o |c: B Al ing 5C doses of 75 Incimedmdnlupnmmssmofaxeunﬁnrm
tudics o L kN Ll l.welsofO b aft m“miﬂ truat.edvfu.h Kolair, A.lthuug!lthem wnralnnappnm.tsge»
mﬂ'netad with Omutmumah Subm:tnnerms doses up'to | axposure and 28 days of nursing were between 1% and 945 relutuid:ﬁvrenm Sedbrradinithees md}es,'themmhm?ur
75 mgfkg (12-fold the maximum clinical dose) of | of the matarnal Javel, Milk levels of- Omalizumal, | Patients aged 65 and pver is not sufficient to determine
Omalioumib did not eliEit fitarial thwieity, embiboloxitity, | wein-15% of maternal hlood onsentration: While Xolair | Whether they respond diffsrently from younger patiente.
or taratneenicity when administered throughout organogen- | presence in human milk has not been studied, IgG is ex- | APVERSE REA
ehsmdd:ﬂnnteﬁ&tﬁvmeﬁéwmﬂﬂn]nrmmm creted in human milk and therefore it is expected: that cTIGhS
growth wher administered thr tlate & . deliv- | Xolsir will b present ‘in human milk. The potential for | The most serious adverse reactions oceurring ja elinical
ory, and nursing. Xolair absorption or harm to/the mfant are unknown; cat- studies with Xolair sre malignancies and anaphylaxis (soc
TgG moleculas aro known to cross the placental barnar tion shiould be ised when administering Xolair to o | WARNINGS). The observed incidence of malignancy among
There are no adequate and well-controlled studies of Xolair | nnrsing woman.: ; f1 Kolair-treated patients: (0.5%) was numerically higher than

‘will be superseded by
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among patients in control groups (0.2%). Anaphylactic peac-
tions were rare but temporally associated with Xolair ad-
ministration.

The ady i ly observed among pa-
tients treated with xﬂm included injection site reaction
(45%), viral infections (23%), upper respiratory tract infec-
tion (30%), sinusitis (16%), headache (15%), and pharyngitis
(11%). These events were abserved at similar rates in

Xolair-treated patients and mtml pahenm. These were.

also the most fr result-
ing in clinical intervention (.., dlmmhnnahun ‘of Xolair, ar
the need for concomitant medication to treat an adverse
reaction).

Because ctuncalmalsmemducwdundarmelyﬂrﬁng
conditions, adverse reaction rates observed in the clinical
trials of one drug cannet be directly compared with rates in

the clinical trials of another drug and may not reflect the

rates observed in medical practice.

The data described above reflect Xolair exposure for 20768
adull and adol ages 12 and older, including
1687 patients exposed for six months and 655 exposed for
one year or mare, in either pl 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 women, and 85% Caucasian. Patients re-
teived Xolair 150 to 875 mg every 2 or 4 weeks or, for pa-
fienits mesigned to eontrol grops, stondard therapy with or

without & placebo.

Table 4 shows adverse events that oécurred = 1% more fre-
qumtly’mpammareuewmgxn thaninllmnemwmg
placebo in the pl Adverse
events were classified pre&rmdtgrmaﬁ‘mthehwr
ndtionsl Medical N fature {TMN) dictionary, Inj
site reactions were ded tely from the reporting

of other adverse events and nredmmhndmunmg‘l‘sbledr

Mvemnvu 10 Mors Pecksent i Nelais Trented
' Patients i 1

Table 7
Number of Vials, Number of Injections and Total Injection Volumes for Asthma 2

Number of Vials an1082 & rHilidgs
- Tetal Volume Injected
Dose (mg) 76 mg® 150 mg* _Number of Injections {mL)
150 0 1 1 12
225 s 1 Bioibe 18
300 0 2 2 Dt
375 1 2 3 8.0

" (:6 mL maximum delivered volume per vial.
! 1.2 mL maximum delivered volume per vial.

Mumsymptm including urticaria, dermatitis, and pru-
ritus were observed in patients treated with Xolair. There
mahnﬂmndmphyhmnnbmrvedmﬂunﬂhumuf
Xolair administration in which there wers no other identi-
fiable allargic triggers (see WARNINGS:.

OVERDOSAGE

The maximum tolerated dose of Xolair has not been deter-
‘mined. Single intravenous doses of up to 4000 mg have been
adminigtered to patients without evidence of dose-limitmg
toxicities, The highest cumulative dose administered to pa-
tients was 44,000 mg over a 20.week period, which was not
associnted with toxicities.
DOSAGE AND ADMINISTRATION

Haolair (Omalizumab) 150 to 375 mg is administered 5C gy-
ery 2 or 4 weeks. Because the solution is slightly viscous,
the injection may take 510 seconds to administer. Dosecs
‘{mg} and dosing frequency are determined by serum total
IgE level (IU/mL), measured before the start of treatment,
and body weight (kg). See the dose determination charts be-
hwﬂhhkﬁmﬂhﬂas}ﬁlrapmdmmmgnt
Doses of more than 160 mg are divided among more than
dne injection site to limit injections to not more than 150 mg
par site,

hours following reconstitution when stored in the vial at
2-8°C (36-46°F), or within 4 hours of réconstitution when

stored at room temperature.

The lyophilized product takes 15-20 minutes to d:.ssolve

The fully reconstitutod product will appedrclearar

opaleseent and may have a few small bubbles

around the edge of the vial. The recanstituted prod'uct

somewhat viscous; ih order to obtain the full 0.6 mL (75 mg)

or 1.2 mL (150 mg) dose, ALL OF THE PRODUCT MUST

Bﬁmmm&eﬁnl&mmmmm

mmluﬁanﬁ'mtbesjﬂmm

* For Xolair 75 mg vial

STEP 1: DrnwDBmLofSWFl ﬂﬁ?mioaﬁ—u;nrmaﬂ

aseptic
SWFT1, USP directly onto the product. 3
STEP 3: Keeping the vial upright, mﬂymﬂ‘.thaupng}n
vial for approximately 1 minute to evenly wet the powder.
Do not shake,
STEP 4 Aﬂnrmmﬂahgmﬁ.mﬂymlm@ﬂdﬁr

510 y every 6 in arder to dis-
solve any rﬂmmning solids, There should be no visible gel-
like particies in the solutien. Do not use if foreign particles

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 mccoptable to have small bubbles or foam around the
edye of the vial, Demtm:fﬂnmienuuﬂhavmldo

40
Trivert the vial for 15 econds in order t allow the

to drain toward the stopper, Using a new 3.cc sy-
18-gauge needls, insert the
needle into the inverted vial. Position the needle tip at the
vmjrbnﬂnmnﬁhem]utmnmthnvmlswpwrwhendmwhm

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 uf.‘hewlmmn!mm

STEP 6: Replace the 18-gange neadle with a 25-gauge nee-
injection.

STEP 7: Expel air, large bubbles, and any excess solution

the required 0.6 mL dose, A thin layer of
amall bubbles may remain athhewpufthcmiuhmmﬂn
syringe. Because the solution is slightly viscous, the injec.
tion may take 5-10 seconds to administer.

Draw 14 mL of SWFI, USP into a 3-cc syringe
equipped with a 1-inch, 15-gauge needle. )
STEP 2. Place the vial upright on a flat surface and using
standard aseptic technique, insert the needle and inject the
SWFI, USP directly onto the product.

upright, gently swirl the upright
vial for approximately 1 minute Yo eyenly wet the powder.

STEP 4: After nmnp}atmg STEP 3‘ gently. m] ’rhe 'nnl for

mrwe any remaining solids. Thm shuuld bennws:hle el
like particles in the solution, Do not use if foreign particles

Nul.e Snmemlsmaywke‘lunsuthanmmnumm

1f this is the cuse, repeat STEP 4 un-
hlkhmmnohaibisselhkc.parhdmmihamluhmlt
is aceeptable to have small bubbles or foam around the
edgenfthevml Do not use if the contants of the vial do
Vil letely by 40 minut
Invert the vial for 15 secends in order to allaw the
solution to drain toward the stopper. Using a new 3-c¢ gy~
ringe equipped with u l-inch, 18-gange needle, insert the
needle into the inverted vial. Position the needle tip at the

Table 5 are present.
et il % E&:ﬂi 4 Weeks for Adults and Mommu
e » : '
o Sdea 5 ) (12 Years of Age and Older) with Asthma
Body as a whole o Weight (kg) ,,,*B.‘ 1
Pain 7 5 tesatnie : SHER
Serum IgE
| Fatieon 3 2 (MW/mL) | 50-60 | >B80-70 | >70-80 | > 80-150 | Tnge equipped with a Linch,
= 30-100 150 150 150 300
Musculoskeletal system the solution into the
Arthralgia 8 6 > 100-200 300 300 300
| Fracture 2 1 > 200-800 | 500 the inverted vial.
| Leg pain wdl ) > SI_JB.—QDD SEE TABLE & dle for subcutaneous
Artt pain 2 1 = d00-500 in order to obtain
| Nervous system > 500-600
| ; - - -
. 4 4 Table 6 = For Xolair 150 mg vial:
i ? ADMINISTRATION EVERY 2 WEEKS STEP 1:
Stis wd Appendages Xolair Doses (milligrams) Administered by Subcutaneots
Pruri 9 1 Injection Every 2 Weeks for Adults and Adolescents
: . < 12 Years of Age and Older) with Asthma
fasie : : . Pre- Body Weight (kg) STEP3: Keoping the vial
Special senses Serum IgE Do not shake.
Farache i 5 1 (IUfmL} | 2060 | >60-70 [ > 70-90 | > 90-160
’ g 5-10 seconds appr
= 30-100 SEE TABLE 6
&Bimwswnntannduagess} race, and gender did not e |
wmtﬁd&abetweemgmup'diﬂ'nmnmmbhemmaof >100-200°{¢ 225 are present.
afdverse svents. T
= 200300 225
Injection Site Reactions = _ i 308
Injeetion site reactions nfmsewntyammod atarateof | 5 .300-400 235 295 300
45% in Xolair-treated patients compared with 43% in place-
bo-treated patients. The types of injection site renctions | > 400-500 300 300 376
included: bruising, redness, wumth burning, shngmg.
1!¢h§ng hive formation, pain, indurations, mass, and in- | > 500-600 300 375 DO NOT DOSE STEP&-
En\rm m,]umm -site mn.chons oceurred more fraquantly in | > 600-700 316
Xolair-treated pati d with patients in the pla-
cebo group (12% versus 9%). Dosing Adjustments futi

The majority, injection site reactions opeurred within 1
haur-post injection, lasted less than 8 days, and generally
decreased in frequency at subsequent dosing visits,
Immunogenicity

Low titers of antibodies to Xolair were detected in

Totsl IgE levels are elevated during treatment and remain
elevated for up to one yvear after the discontinuation of
treatment. Therefore, re-testing of 1gE levels during Xolair
treatment tannot be used as i gaide o dose determination.

metely 1/1723 [<ﬂl’i§ﬂfpntmnhmmdwﬂhw1’hs
data reflect the percentage ufmnanmwhmuatmuhu
were considered positive for antibodies to Xoluir in an
ELISA nssay and arc highly dependent on the sensitivity
#nd specificity of the assay. Additionally, the observed inci-
deace of antibody positivity in the assay may be influenced
/by several factors including sample handling, timing of
umpiemﬂlwun.mm:mt mﬂws.nm.

isease, Therefore, comy of the i s of antibod
“ies to Yolair with the incidence of antibodies to other prod-
~ueks may be misleading.

Dase d ination after treatment interraptions lasting
less than 1 vear should be basod on serum IgE levels ob-
tained at the initial dose determination. Total serum IgE
levels may be re-tested for dose determination if treatment
with Xolair hus been interrupted for one year or more.
Doses zhould be adjusted for significant changes in body
m@btﬂmWSaﬂ’P&kS)

xdm for SC administration should be prepared using

SWFL, 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 into the syri Before ing 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 salution from
the inverted vial
STEP6: Replate the 18-gauge needle with a 25:gauge nee-
dle for subcutaneous mjection.
STEP 7: Expel air, large bubbles, and any excess solution
in order to obtain the required 1.2 mL dose. A thin layer of
smﬂhubbleewmmmnutﬂlewpofulesuiubmmtbe

syringe. the ightly viscous, the injec-
tion may take 5-10 seconds to nd.mmlsten

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® supploments and futurs editions for revisions
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PHYSICIANS' DESK REFERENCE®

Xolair—Cont. Table 1: Primary Efficacy Outcomes
= ALDURAZYME Placebo
Stability andStar-ul N=22 N=23
Xolair should be shipped at controlled ambi t ? T = -
(=30°C [=86°F]), Xolair should be stored undﬂreﬁ'zgembed | Forced Vital Capacity (p of pi
nditions 2-8°C (36-46°F). Da not d the
g it gt B e Mesitad. B 15 54+ 16
The oo'-‘l:hﬁ;rn may hl:eu::d}yﬁ:gc m&?:;m Week 26 Mean = s.d 50 - 17 51+ 18 :
hmmﬁllﬂmgrmnmiuhmwbanmdmthswalnt = 3 n g
2-8°C (36-46°F), or witin 4 hours of reconstitution when | Change from baselineto. | Meun * +d. S e it
stored at room temperature ee Medi 1 4
annnhtu!ad.Xn].nr vials should be. pmt-aﬁad fmmﬂmd. — e -
lllﬂhghl S, 41 ; . s
Difforence between groups | Mean ;
nowwbmmn : . - = R
Yolair (Omalizumab) is supplied as a Iyophilized mniu Median (85% CI) 210.4,7) p=0i02*
powder in a single-use 5 cc vial, s A o
The 75 mg vial mmﬁwmﬁggmﬁ BNRacH Wt SN :
Xolnir upen reconstitution with 09 mL _. -
75 mg m A R A S nmugn @ reik Mean + ad. 319 £ 181 _' aau.m
'H\elapmgﬁp?mlmmzlf;ﬂmd ielivar 150 mg | Week 28 Mean = s.d. 3882287 <700 4w 248+ 129
o Falee pn eohtibation el L&:Lhﬁ 239& Chans from baseine to. | Mean * sd. W6y 18 = 67,
(Omalizumab). NDC 50242.04062. | = | pedion @ vyt i,
z-:-.ﬂz_m i Differérice between groups | Mean 88
nufacturad by: Median (95% C1) 592, 79) p=0.07"
Genentach, Ine. 14 s
1 DNA Way ; * By W':lmm.Rmk Sum Test -
South San Francisco, CA | (4821002)
FDA | Date: Fobruary 2004 z
' o e el Seh | s démm:ﬂfabe:ndhmsuﬁm through, | INDICATIONS AND USAGE
Jointly marketsd by ©2004 Genentech, Inc. ousthebocfrmdlaﬂshwdwpeai cellular, tissue, and | AUDURAZYME is indicated for patients with Hurler and
uch, Inc. Hurler-Scheie forms of Mucopolysaceharidoais 1 (MPS 1)
1 DNA Way 'l‘lwrn‘nmnala ofmummmmpmmsmtopm 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- | savere symptoms. The risks and henafits of treating mildly
Novartis Pr P crease the of GAG. ALDURAZYME. uptake by aﬁechsdpahmt;w:ththg&hehfumhavewthwnaam
One Health Plaza cella into lysosomes is most likely mediated by the mannose-

Hast Hanover, N.J 07936-1080
Shouwn in Product I&mmm Guidx page 313

- Genzyme Corporation

Wﬂl STREET
y BRIDGE, MA 02142

Direct Inquiries to:
(B00) 7454447
(617) 768-9000

DESCRIPTION : %

ALDURAZYME® (laronidase) is hi i of

the human enzyme, q-u-:dm-onidaan t.hutm pmdumd hy re-

ﬁMt DNA technology in a Chinese hamster ovary cell
{glye

ﬁ.phonphatu-twmmuted ‘n‘]jgmanqa;h.éﬂdg chains  of
to spacific

tors.

Because many proteins in the biood are restricted from en-
trymtuﬁmuenﬂ‘al nervous system by the blood brain bar-
rier, offects of intravenously administered ALDURAZYME

fram

of ALDURAZYME to cross the biood brain barrier has not
busnmu}amdmamme]medehurmnhmudm
Pharmacokinetics )
The pharmacokinetics of laronid, luated n 12
patients with MPS T who rem:wd 0.58 mga‘g of

mualhwrmﬁmmmﬂhal" and
26" weakly infusions, the mean i plasma
trations (C, )ran;gedfmml.ﬂbol‘:"m:gfml.far:héaﬁm

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

CONTRAINDICATIONS

There are no known confraindications to the usc of

WARNINGS

Hypersensitivity Reactions

Patients treated with ALDURAZYME may develop infu-
sion-related hypersensitivity reactions (see ADVERSE RE-
ACTIONS). In the clinical studies, one patient developed
an anaphylactic reaction- -approximately three hours after
the initiation of the infusion. The reaction consisted of urti-
earin and !i.rway ohstruction. Resuscitation required an

points, Tha mean area under the plasma concentrati
curve (AUC,) ranged from 4.5 to 6.9 megehour/mL, The
mean volume of distribution {V,) ranged from 0.24 to 0.6
Likg. Mean plasma clearance (CL) ranged from 1.7 to
27 , and the mean shmmahwrn halflife (ty;,)
runged from: 1.6 to 3.6 hours.

Effects of Antibodies

Most. patients wha received ome-mekly mﬁlﬂw of
ALDU by weelk
12 Be&weenweeknl and 12, |mmmp]am&charam

n o-i

lase, EC 3.2.1.76) is & Iysosomal hydrolase that wta!yéaa

the hydrolysis of tarminal a-1-iduronic acid residues ‘of der-
sulfte.

matan .-ml&ta amt ‘heparan

pmx;mn{:el'y 83 kD, The prédicted amitio acid sequence of
the recombinant form, as well as the nucleotide sequence
that encodmrt are ldenhﬁlt.oapdmumhmfom of hu-
man a-1-id protein i3 comprised
of 628 amino acids aﬁar cleavage of the N-terminus and
containg 6 N-linked nﬁgm&n-ﬁa modrﬂmﬂommh 'I,\am
ligosncehinride chains £
sugars, ALDURAZYME has a lpﬂdﬂﬂ acnmynfappml.i
mately 172 U/mg.
ALDURAZYME, for intravenous infusion, is supplied as a
gtarile; nunpmganil:, colorless Lo pale vellow, clear to
sligh 'wtuwm that mustbﬂddutnﬂpmmad-

Chloride Ini

i 0. , USP eon-
tn.mmgﬂl%All:miHumnn! The mluﬁnnmaauhvinl
tration of 0.58 mgmL,
mdnpﬂdamﬁwahlyss.mmww:mnf
5.0 mL, from each vial provides 2.9 mg laronid

lar were observed in some patients which ap-
pasmdwbepmmwﬂwtbemubodvﬂmmmm
plasma ¢l ble to that at
waok 1, in wplt.gm‘thcmnlinuadnnd in some cases, in-
ercased titers of antibodies.

CLINICAL STUDIES =
ALDURAZYME was ina d b

e 3

heostomy, This patient’s pre-existing MPS I
Telnted :q)pnr sirway obstruction may have contributed to
the severity of this reaction (mAD'\"ERBEREACTIUNS

- Infusion-Related Reactions and Immunogenicity),
Some infusion-related veactions may be ameliorated by

lowing the rate of infusion or treatment with additional an-
tipy reti and/or antihistami If severe hypersensitivity
or anaphylactic reacti immediately discontinue

the infusion of ALDURAZYME and initinte appropriate
treatment. Caution should be exercised ﬁepmsphrme is be-
ing considered for use in patients with MPS I due to the
increased prevalence of coronary artery disease in these
patients.

"L‘w rigks md hemﬁh of rn-admmmtarmg ALDURAZYME
following a itivity or shylacti

should be maadered Extreme caré should be exerpized,
with appropriate itation measures ilahle, if t.hs

controlled elinical trial of 45 MPS 1 patients n‘fwhum 1 pa-
hmhmMyasmdmhumthe Hurler form, 87
Hurler-Bchele; and 7 Seheie. All patients had g baseline
foreed vital eapacity (FVC) less than or equal to 7% of pre-
dicted. Patients received ALDURAZYME at 0.58 mg/hke or
placebo once-weekly for 26 weeks. All patients were treated
with antipyretics and antihistamines prior to each infusion.
The primary efficary outtome sssessments were FVC and
distance walked in 6 minutes (8:minute walk test, BMWT),
After 26 weeks, patients treated with ALDURAZYME
showed improvement in FVC and in 8MWT wmpa:ad to
placebo-treated patients (see Table 1), : §
ESeetabke 1 above]

.9 mg
sodium chloride, 63 5 myg sodium phosphate mmubaaic
monohydrate; 10.7 mg sadium phosphate dibasic heptahy-
drate, and 0.05 mg polysarbate 80, ALDURAZYME does tiot
contain preservatives; vials are for single use only.
CLINICAL PHARMACOLOGY
Mechanism of Action
Mucopolysaccharide storage | dinorﬂm are caused by the
deficiency of specific lysos r for the
catabolism of glycosamin
ridosis T (M’PS-_H is

PR i

{_{im‘); Mucopolysaccha-

amal’ hich tatalyses the
hydrolysis of wrmma.l w-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

oy :

will ba et " ;

Eval of bipactivity were cl in liver size and
mnrr(lﬂclewll mwmuduriw-yuﬁcmkd@
creased in patients treated with ALDURAZYME eompared
to patients treated with placeho, Nosubject in the group re-
ceiving ALDURAZYME reached the normal range for uri-
nary GAG levels during this 6-month study.

All 45 patients received open-label ALDURAZYME for 36
weeks following the double-blind period. Maint of

docision is made to re-administer the product.

PRECAUTIONS

General

Pahentn should rece un;q)yrenm a.udfur anuhlstammes
prior to infusion | m'@mwes and ADVERSE REAC-

TIONB) If pn infusion reaction eccurs, regardless of

pre-treatment, decrenzing the in,ﬁ:swn rate, temporarily

stapping the mﬁmisan. and/or administration of nddlhoual

rmhpyreﬁcs and/or antihistamines may liorate the

Im‘orm.ﬂun {or Patients

Patients should'be informed that a registry for MPS 1 pa-
tients hag been ostablished in order to better u:;:]eutand
thevuhbﬂiwnndmmmﬂiMPSIM to con-
tinue' to monit Patients should
be encouraged to pa.rhclpata and advised that their partic-
ipation may involve long-term follow- up Information
regarding the vegistry program be found af

www MPSIregistry.com or I:y mﬂmz (‘800] '3’45-444?

mean FVC and an additional increase in mesn SMWT dis
tance were ohserved compared to the start of the open-label
period among patiente whe were initially randomized to.and

then eontinued to reteive ALDURAZYME. Among patients
who had been initially randomized to placebo, improves
‘ments from baseline in mean FVC and 6MWT dist ware

muglm:m:
g o i _. e ¢ of Fertility -
Studies to assess the m and carcinogenic potential

Nogmduaiannbiui i rmte ok damorsizalad dipains
ment of fertility {see pnmom Pragriancy).
Pregnancy:

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

editions

Reproducti mmhmhmmﬂxmadiamhanﬂfs-

mnleratsltdmupwﬂzhmsthehmmdmmdluw
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