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

(oo oo
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10 cc SYRINGE

/-

RED HUB CANNULA

SYRINGE FILLING DEVICE ¥

o 0 =1 [T

TWINPAK™SHIELD  BLUNT PLASTIC ~GREEN CAP
+ CANNULA

Note: Do not discard the shigld assembly.

2. 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 sturb fwsave.ra]mhutu

3. g‘anﬂyuwulunhl untent: )] d

SHAKEmemnnmnﬁadpmpamuonm' !

. suiumam!nﬂml.upaleya]]wmnpmmm!nhm
TNKase at 5 mg/mL at a pH of approxi-
mately 7.2. The csmolality of this solution is approxi-
mately 290 mOsm/kg.
4. Determine the appropriate dose of TNEase (see Dose
Information Table) and withdraw this volume (in mil-
Any Jithan shintild Be disearted)
5. Once the appropriate dose of TNKase i drawn into the
syringe, stand the shield vertically on a flat surface
(with green side down) and passively recap the red hub

cannula,

‘6. Remove ths entire: shmhi smmhly including the red
hub by kwise. Note: The
ahaldaumblyﬂumnxﬂnclaur-endadhlm
‘plastic cannula; retain for split septum IV access,

Administration
1. The product should be visually inspected prior to ad-
ministration for particulate mamer and discoloration.
’;NLKmmnybe Amini; ituted at 5 mg/

2. Precipitation may oceur when TNKase is administered
in an IV line containing dextrose. Dextrose-containing
lines should be flushed with a saline-containing solu-
hmmurtnmdﬁﬂlmgmﬁabolus tion

3. R.eemltttubed TNKase should be administered as a
single IV belus over 5 seconds.

4. Because TNKase contains no antibacterial preserva-
tives, it should be reconstituted immediately before
use, If the reconstituted TNKase 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, ﬂnsnmngendu@mdmheuaad
with needleless IV systems. From the information be-
low, follow the instructions applicable to the IV system
in use.

the

Split sep 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,

¢ Because 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.

Attach a large bore nee-
dle, eg., 18 gauge, to the
syringe’s universal Luer-

it

w

Luar-Lok® system:

Conventional needle (not
supplied in this kit):

Lok,
6. Dispose of the syringe, cannula, and shield per estab-
lished procedures.
HOW SUPPLIED
‘TNEase is supplied as a sterile, |yophilized powder in a
50 mg vial under partial vacuum. Each 50 mg vial of
TNEase is packaged with ane 10 mL vial of Sterile Water
for Injection, USF, for reconstitution, The B-D® 10 e sy-
ringe with TwinPak™ Dual Cannula Device, and three al-
eohal prep pads. NDC 50242.038-61.
Stability and Storage
Store Iyophilized TNKase at controlled room &
not to exceed 30°C (868°F) or under refrigeration 2-8°C (86-
S:F}_ Do not use beyond the expiration dsmshmpa{on
vial.

. XOLAIR®

2. CannnnCPGuhannCM,McCAbeCH hd.gsyAM Sch-
~ weiger M.J, Sequeira RF, et al. TNE-tissue

In clinical studies, serum free IgE levels were reduced in a
dose dependent manner within 1 hour fallowing the first
dose and maintained between doses Mean serum free IgE
decrease was greater than 96% using recommended doses.
Serum total IgE levels fi e, bound and unbound) increased
aftc the fst dsee dus fothe fmetion of Oual s I8
complexes, which have a slower elimination rate compared
wﬂh&eeIgE‘.Atlﬁweeksaﬁer&mﬂmdm average
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
mmnﬁadﬁmﬁnmﬁmﬁm

gen activator compared with front-loaded nlfaﬂwam
Mmymxﬂjaliu&mhw.m»fﬁmmm
trial. Circulation 1998;98:2805-14.

3. Van de Werf F, Cannon CP, Lu A, Houbracken K,
MecCabe CH, Brioli S, ot al. ‘assessment of &
single bolug administration of TNK-tissue pluaminn-
gen activator in acute myocardial infarction: the AS-
SENT-1trial. MMJIMISTTSS—DI

ThNKasa™

(Tenecteplase)

Manufactured by:

Genentech; Inc. 4819900
1 DNA Way 6 June 2000
South San F‘ﬂn&um‘ﬂﬂ. 94080-4990 "

©2000 Genentech, Inc.
Shotwn in Product Identification Guids, page 313 ~

2518
'Omalizumab
For Subcutaneous Use

DESCRIPTION
Xolair (Omalizamab) is a recombinant DNA-derived hu-
anized TgGlx mi dy that selactively binds
tohumaninnnumgbhulinE(IgE] 'Ibennhhodyhasamo-
lecular weight of approximately 149 kilodaltons, Xolair is
prodmdbya(}hmmhmm cell ; cul-
ture in a i taing thetnﬂi:li'lmcguma-
_micin. G in is not det in the final pr
Xolair is a sterile, white, preservative-free, !yuph.llmdpow
der contained in a single-use vial that is reconstituted with
_ﬂhniermfor[mechm (SWFT), USP.a.ndadmxmmd
as a sub A Xolair 75 mg vial con-
mmﬁmof()mlimmnb 93.1 mg sucrose, 1.8 mg L-
histidine hydrochloride monohydrate, 1.2 mg L-histidine,
mdDSmgpolysarhnam and is designed to deliver 75 mg
of Omalizumab in 0.6 mL after reconstitution with 0.9 mL
SWFI USPE. A Xolair 150 mg vial containg 2025 mg of
li b, 145.5 mg se, 2.8 mg L} hydra-
chlmide mmhyﬂmla. 18mg L-hmhdhm. and 0.5 mg poly-
sorbate 20, and is designed to deliver 150 mg of
Omalizumab in 1.2 mL after reconstitution with 1.4 mL
SWEFI, USP.. "

CLINICAL PHARMACOLOGY
Mechanism of Action
Kolai inbibis the binding of 1% o the highaffnity 1

T

'Ihamm phmhmhenfhmrwmmnbmdu
wﬂmumm of demographic characteristics. Analy-
mﬁuhmﬂmwhhmmﬂ}ulmmﬁmh
are nﬂf.enmry for age (12-76 years), race, aibnlmy.

CLINICAL STUDIES :

The safety and efficacy of Xolair were evaluated in three
mndumuad;dnuhls-bﬁnd placeho-controlled, multicenter

’!‘hatnahmﬂedpntwnt&lﬂto?ﬁmnld.vﬂhmndw
ate to severe persistent (NHLBI criteria) asthma for at least
one year, and a positive skin lest reaction to a perennial
aerpallergen, At sersening, patients in Studies 1 and 2 had a
foreed expiratory volume in one second (FEVL) between
WMSWMMWhﬂquSﬂ\Bmmmm-
striction on FEV1. Aﬂpnhmtahada?ﬂlun-
provement of at least 12% followi i

tration. All patients were sympt ic and were being
treated with inhaled corticosteroids (ICS) and short acting
beta-agonists. In Study 3, long-acting beta-agonists were al-
Iowed.smﬂyspanentuwammvmgatbnﬂlmwwdq
ﬂuhmapivplm

milermedlminuwmnuludnd mdmmmu'ada;
tional controller medications while on study was prohibited.
Patients currently smoking were excluded.

Each study was comprised of a run-in period to achieve a
stable conversion to a common ICS (beclomethasone
dipropionate, for Studies 1 and 2; fluticasone propionate for
Study 3), followed by randomization to Xolair or placebo. In
Study 3, patients were stratified by usa of ICS-only or ICS
with concomitant use of oral steroids. Patients received
defwlsmknmthmmehmgedmﬁmﬁemdm
unless an acute exacerh
hmhthenentemianl(!ﬁmdndhmnhuem’mwmh
(Studies 1 and 2) or 16 weeks (Study 3) during which 108
(or oral steroid in Study 3 subset) dose reduction was at-
tempted in & step-wise manner.
Xolmdumngwubmdmbodywmghtnndbualmm
total IgE coneentration. All patients were required to have a
baseline IgE between 30 and 700 [U/mL and body weight
oot more than 150 kg. Patients were treated according to a
dosing table to administer at least 0.016 mgkg/TU (IgE/mL)
of Xolair or & matching volume of placebo over each 4:wesk
period, The maximum Xolair dose per 4 weeks was 750 mg;
patients who had a weight-IgE combination that yielded a
dose greater than 750 mg were excluded from the studies.
Patients who were to receive more than 300 mg within the
4-week period were administered half the total dose every 2
weeks.

The digtribution of the Dieatanth Fir)

recaptor (FeeRI) on the surface of mast cells and
Reduction in surface-bound IgE on FeeRI-boaring rells 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
-average absolute bicavailahility of 62%. Following a single
SC dose in adult and adolescent patients with asthma,
Omalizumab was absorbed slowly, reaching peak serum
trations an age of T-8 days. The pharmaco-

kinetics of Omalizumab are linear at doses g:reater than |

per
pathnlmmhmugdumngaswdywumdyndups
rately for the stable steroid and steroid-reduction periods,
In all three studies an exacerbation was dafined as a wors-

ening of asth lhat ired tre: with systamig cor-

) ling of the baseline 1CS dose.
Inboﬂ:S‘t‘wimﬂlnmiﬂthothwofmwrbmW
d treated with Xolair com-

Dﬂ.rﬁdmthpluwbﬂﬂ:&.hh! 1 Inthiyathenumberufex-
acerbations in patients treated with Xolair was similar to
that in placeho-treated patients (Table 2). The absence of an
ohsawedu'eatmanteﬁutmstudy(imaybnulabdhdﬁ

0.5 mg/kg. Following multiple doses of Omal
&mmmmcentmtmnnmemﬁmunayl}w
Day 14 at steady state were up to 6-fold of those after the
first dose.
In vitro, Omali b forms complexes of limited size with
IgE. Precipitating complexes and complexes larger than 1
million daltans in molecular weight are not observed i in w-
tro or.in vive. Tissue distribution studies in cy
monkeys showed no specific uptake of *I-Omalizumab by
any grgan or tissue. The apparent volume of distribution in
patients following 5C administration was 78432 ml/kg.
Clearance of Um&hzumab involves IgG clearance m
as well as cl via specific bi g and
hmmttm;mgsﬂlgnnd, IgE, Liver ehmnauunnﬂgG in-
cludes degradation ini the liver reticuloendothelial system
(RES) and endothelial cells, Intact Ig( is also excreted in

fe n the p 1 with Studies 1
andz.atndymmple m,nrotherfamn In all three stud-
ies most tions were in iheout pahmisetv
ting and the majority were treated

Rnsplta]mhnn rntaz were not Elgmﬁcanﬂy different be-
tween Xolair and d patients; h X I:ha
overall hmp:tn]mhnn rate was emall, Among those pa-
tients who experienced an exacerbation, the distribution of
exacerbation severity was similar between treatment

Eroups.

{8ee table 1 at top of next page|

{See table 2 on next pagel

In all three of the studies, & reduction of asthma exacerbas
tions was not observed in the Xolairtreated patients who
had FEV1 >80% at the time of randomization. Reductions
in mrhatim were not seen in patients who required

lnleInswﬁ:enmhmlmand koys, Omalizuomab:Igk
were elimi 1 by i ctions with Fey recep:
mmmmunmmuwenmﬂmmm

REFERENCES
1. ASSENT-2 Investigators. Single-bolue tenectepls
compéared with front-londed alteplase in acute myoear-
dial infarction: the ASSENT-2 double-blind ran-
domised trial. Lancet 1999:354:716-22:

IgGel In asthma patients Omalizumab serum elim-
ination half-life averaged 26 days, with apparent clearance
averaging 2.4+ L1 mL/kg/day. In addition, doubling body
weight approximately doubled apparent clearance.

as e therapy.
In Studies 1 and 2 maauums of airflow (FEV1) and asthma
symptoms were evaluated (Table 3). The clinical relevance
of the treatmont-associated differences is unknown,
[Bee table 3 on next page)

Continued on next page

Consult 2005 PDR™ supplements and future editions for revisions.
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r—C yyread glune ) Jgudl | Table T U AT D Fi
x_plli ont. > Frequency of Asthma Exacerbations per Patient by Phase in Studies 1 and 2

Regultsfrom:the stable-stéraid- phase of Study2!and the Stable Steroid Phase (16 wks)
MMMMmphmmdmmlandEWBnm- = ~
ﬂubihmpralmdmms 3 . e i _ Study 1 : Study 2
mmewowsmusm ¥ | _'__' == 3 Flaceho Kolair - Placeba

Xolair (Omalizumab) is. mﬂu:atad for. ndun;smd adolescents Exacerhations per N=268 N=2567 N=2d ‘N=2172

(12 years nrmmmnmwwmmm patient (%) (%) (0] (%)
mu_ﬂhmwho ve & pasitive skin test or, in, viiro reac:

A perenmial ; whusﬂ are 0 85.8 6.7 87.6 69.9
mnduquahlx m»h‘nllad with inhaled i i : - ; ' .
hpbnq:p decrease the. pﬂmﬂeﬁmm 1 s 8 6. B Frradt s 8 25.0
bations in Sa& hnve not —— — —— - —

one @““:‘H"‘""‘ . m =2 66 11 51
CO’NTWDIC&TIONE 10l '\'-‘:"" .ﬁ‘_b.ml
anah-ahuuldnuthn.dmnutw’edtﬂpuﬁkhw i hisve e - e =TT
petienced semhé hypemndmmr reaction to r {see 03 n.} __' 04
WWGB bero: Stemdhaau&mnmm i IR
Mnhxnant neoplasms were observed in 20 of 4127 (0.5%) Placebg " Xalair K " Pldcebt’
Xolair-treated patients msufzbasmu!m  N=257 ‘N=z71 ' AR e
trol patients mminfeal studies of asthma and other allergie i T (%) ol )
disorders. The ohserved malignancies in Xolair-treated pa- L : AL
tients: Wa wm of types, n-iui Imut. non-melanoma 0 8.7 BT B39 702 .
skin, and p d peeurring more than - -
onee; and five other types occurring onee each, The majority i | 18.0 284 142 1281
urpmmmmmwmxw 'Ih:lmpaﬂd' g e
]mwmm&mmm at risk =2 22 v ] A

fe.g.; elderly, current amokers) is not known = T : f : 3
tm.AJ'J REACTIONS: Malignancy). - p-Value 0.004 <0.001 _
AT \ Mean number 0. 02 103
Amphyhdshmmuﬂdﬁthnﬂhwloﬂheﬂaturmb- B! OF i fY
sequént administration of Xolair in 3 (<0.1%) patienta with. | Sxacerbations/patient
out ‘other identifiable allergic triggers. These evénts in-
cluded ‘trticaria and throat and/or tongue edema (ses " Table 2
ADVERSE REACTIONS). Patiants should be ohserved after : L Apustiga B2, : :
infection of Xalair, and medicatians fir the treatmént of se- Percentage of Patients with Asthuma Exacerbations by Subgroup and Phase in Study 3
vere' sitivity reactions including anaphylaxis id ] d
should be available. If a mmmmﬂu tivity reaction to Sl e SlERgReE Ehaon A k)
Xolair occurs, therapy discontinued (see 3
CONTRAINDICATIONS). . rrlphaled Quly - Rral G, 2
PRECAUTIONS. Xolair . Placeba Kolair Placebo
General i § ,Ha—.].aﬂ N=120, N=50 + N=45
mmhmmhmnhwnmnuethsummummrba-
% Pahanu with 15.9 15.0. 320 222
hmamﬂymdnhonldmhsmudfmﬂmtmﬂmmd ;
AR pAsm or statupasth =1 mm-hutlons & )
mu m "
Eisidiondiipan feiatcn mukthem::r‘be in m ch HIE 10?31 A
mmmﬂdashonﬁhmrbmnduderthsdumm Steroid Reduction Phase (16 wks
pervision of g physician and may need to be perfi d g (i e
b Xolair r : Placeba '
mmhr Patients ' % N=126 “N=120 N=60 ' N=45
Patients receiving Xolair should be told not Lo di the - - - - — —
dose of, or stop taking any other asthma medications unless % Patients with 222 26.7 420 422
otherwise instructed bjrthm'phywm Patients should be =1 ‘exacerbations
told that they may not see P in their - . —— -
asthma afler beginning Nolair therapy. + Difference: L 1 -0.2
m‘l’m i 95% CIY (=176, T4) (=224, 20.1)
Serum total IgE levels incrense following adminiétration of T
Xolair due to fuvmam XolairiIgE mplam (mmc:m Table 3
ICAL PHARMACO! DOSAGE AND ADMIN -
TION). Elevated serum total 1gk levels may persist for up Q&ﬁm&sympmnmﬂmnwmmg%bhsm?mﬁsmdyl
to 1 year following discontinuation of Xolair. Serum total
TgF levels obtainad less than 1 year following discontinua: el Nt
tion may ot refict steady state free IgE levels and should Nazbp N=2b
mmwmmmmm . Mean Median CF : 5] M din Chamgs
5 w"""“m"“'s“mmw St Tt perﬁ!m aii Endpoint Baseline (Baseline to Wi 16) Baseline (Baseline to Wk 16)
%M@anmﬂMumﬂWw— Total asthma sympiom score 4.3 1t 4.2 _1qh
ﬂwh:;nalmhmmm 12 —04> 1.1 ~0.20
g Daytime asthmi score h2:8 -0.9" 2.3 =0.6%
mwﬁgmﬁnnmtmmnfbmsnammmmm FEV1 % predicted 68 g | 068 o
ion at Omali ions - - L -
¢ e > Asthma symptom scale: total score from 0 (least) to 9 (most); nocturnal and daytime scores from 0 (least) to 4 (most
{aﬁ'écu domn fertility symptoms).
E:n assessed in mg mdm mﬂe ! Nnmberof;ab.mtl for analysis 255-258 in the Xolair group and 238239 in the placebo group,
of at up to and including 75 mg/ke/ Cuurmim of Xalair versus placebo (p<0.05).
week did notelicit re uétivewmtrmmnle cynomolgus
momys and did not ﬁm,;gmm hlmhlm!' mﬁlﬁud- in pngnm women: mdm::lm animal nmdumn oo Pediatric Use
iom, 15 are not always of human response, Xolair should Snfal.y and effectiveness in pediatric patients below the age
dmenpmﬂde aﬂ-tolﬂ-foldufetyﬁn:hrhnmdmtotaldnoe be used during pregnancy only if clear] nuda:l. extablished
and 2- to 5-fold safety factor basad on AUC over the range of | Nursing Mothers o 4 Ofl'.i ISI h‘iwu::“m
adult clinical doses Thamhmnfﬂmnhmahmmdkmmlnmdmﬁ-
Praihinoy (0 WBI bty ] n 1 SC0.d of 75 ik’ Inehmm];ﬂnxl:!lm‘::mmssmnfsxeun&rm
Reproduction studies in ¢ynomolgus monkeys have been | waek. Ni el of OrasbsbtwabiaRariviers, |0 oot WY air, Although R e e
conducted with Omalizumab. Subcutaneous doses up to wMEBdﬂyﬂdwrm‘mb&m 1% -and 94% ralahdd:ﬁsmnm Abdeact i Rroge @mwemmﬁ
75 mgfkg (12:61d" the 'iaximum clinical dose) of | of the maternal plikma level, Milk levels of Omalizumab | Patients aged 66 and over is not sufficient ta determine
Omalizumab did not elieit mnmrmﬁtmmm . embiyotoxicity, | were 1.5% of maternal blood concentration. While Xolair | Whether they respond differently from younger patients.
o teraf when administered out organogen- | presence in human milk hes not been studied, 16 is ex- | ADYERSE REACTI
mmﬂdiﬂmaﬁ&tdmﬁn&ﬁéhmfnm]nrnmnhl mtadinhmnrmlksmithmnﬁumihnmhdthat L
growth when administored throughsit ate gestation, deliv- | Xolair will be present in human milk. The potential for mmﬁ*ﬂﬂuﬂ“‘mgﬁmﬂmmmqlﬂm
ery, and nurging. Xolair absorption or harm to/the infant are unknown; eau- studies with Xolair are malig and anaphylaxis (soe
1g0 moleculos are known to crose the placental barner tion should be ised when administering Xolair to a WARNINGS). The obmadmdeneen.fmahgnanq among
There are no adequate and well-controlled studies of Xolair | nursing woman. ! ; Holair-treated ite (0.5%) was ! higher than
‘will be by and ditions
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among patients in contral groups (0.2%), Anaphylm reac-
tions were rare but temporally associated with Xolair ad-

mm;lh'ahm.

ions most Iy observed among pa-
mhmaﬂmmm included injection site reaction
(45%), viral infeetions (23%), upper respiratory traet infec-
tion (20%], sinusitis (16%), headuche (16%), and pharyngitis
(11%). These events were observed at similar rates in

also the most fi T ris
ing in clinical intervention (e, rl.lmnhnnattm of Xolair, ar

Xolair-treated patients and onnirnl pahem These were.
ported ad

the need for concomitant medication to treat an adverse

reaction).

Because clinical trials are condueted under widely varying
conditions, sdverse reaction rates chserved in the clinical
trials of one drug cannot be directly compared with rates in

the clinical trials of another drug and may not reflect the -
practice.

rates observed in medical

The data described above reflect Xolair exposure for 2076
adull and adolescent putients ages 12 and older, including
1887 patients exposed for six months and 555 exposed for
one year or maore, 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 women, and 85% Caucasian. Patients re-
teived Xolair 1500 875 mg every 2 or 4 weeks or, for pa-

fients assigned 1o control groups, standard therapy with or -

without & plicebo.

Table 4 shows adverse events that occurrad = mmmﬁ&
quently in patients receiving Xolair than in those receiving
placeho in the placebo-controlled asthma studies. Adverse
mmwemdnmﬁadnshgpreﬁmdw'msfmmthehm

N (IMN) d

ﬁt!leucﬁmwmmomdednapﬂately&umthempumg
of other adverse events and are described following Table

5 1 Table 4
Adverse Events =1% More Frequent in Xolnir Treated
' Patients .

GENENTECH/1361
5 £, Table 7 - 1iElo
Number of Vials, Number of Injections and Total Injection Volumes for Asthma 3 >
Number of Vials A8 1 rrilicas
- g Total Volume Injected
Dose (mg) 75 mg* 150 mg" _Number of Injections (mL)
150 0 1 1 12
225 1 1 2 18
300 0 2 2 2.4
375 i 2 3

" 0:6 mL maximum delivered volume per vial.
* 1.2 mL maximum detivered volume per vial

Traed?

All urticaria, dermatitis, and pru-
nmmohwvedmpahmtsmhudmth)hhnm
were alao 3 cases of anaphylaxis observed within 2 hours of
Xolair administration in whi¢h there wers no other identi-
fiable allergic triggers (see WARNINGS: Anaphylaxis).
OVERDOSAGE

The maximum tolerated dose of Kolair has not been deter-
‘mined. Single intravenous doses of up to 4000 mg have been
administered to patienta without evidence of dose-luniting
toxicities’ The highest eumulative dose administered to pa-
tients wag 44,000 mg over a 20-week period, which was not
associated with toxicities.
DOSAGE AND ADMINISTRATION
ann{Omhzumnbimma'?Emgnndmm&mdscw~
ery 2 or 4 weeks. B the viscous,
the injection may take 510 seconds to admmatm Doses
{mg) and dosing frequency are determined by serum total
1gE level (IU/mL), measured before the start of treatment,
and body weight (kg). See the dose determination charts be-
low (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,

hours following reconstitution when stored in the vial at
2-8°C tM'F).urwﬂu.utlhmol‘mmmuﬁm whm;
stored at room temperature.

The lyophilized product takes 15-20 minutes to dissolve.
Theﬁ;ﬂymmhhlhdprodugtwﬂiappedrdwwu tly
apalescent and may have a few small bubbles or
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
BE WITHDRAWN from the vial before expelling any air or
excess solution from the syringe.

 For Xolair 75 mg vial: 4

STEP 1: Drwﬁﬁmhufﬁ“lﬂﬁ?ﬁhaﬁ-um
equipped with a 1-inch, 18-gauge needle.

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

STEP 3: Keeping the vial upright, genﬂylwn-lthgupnnht
vial for appreximately 1 minute to evenly wet the powder.
Do not shake,

STEP 4: Aﬂ.lrmmpkﬂgs‘ms.mﬂywﬂlhaﬂﬂfw
5-10 ery B in arder to dis-
mh*éanyremmningadidn.'l‘harenhwldhammbhp‘-
like particles in the solution. 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-
particles in the solution. It

is acceptable
adgeofﬂlemeDomtmzfﬂumtenﬂnflbaﬂnlﬂa

¥ by 40
Inwrttheﬂalﬂ:rlsnemdsinmdarwallwthe

e sooat e L En g e e the
needle into the inverted visl. Position the needle tip at the
mmmxmmuuanmmmmmwmm

syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of
thetmngebmeimuﬂlﬂtommaaﬂafthsodnhwhm

STEP6: Replace the 16-gange neadle with a 25-gauge nee-
injection.

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

inordvarhnobhinﬁwmqnhnd 0.6 mL dose. A thin layer of

small bubbles may remain nlhhnmdthnwlnhmmlhﬁ

syringe. Because the solution is slightly viscous, the injec-
administer.

Draw 1.4 mL of SWFI, USP into a 3-ce syringe
equipped with a 1-inch, 18-gauge needle.
STEP 2@ Place the vial upright on a flat surface and using
ic technique, insert the needle and inject the
SWFI, USP' du'ecl}y onto the product.

upright, gently swirl the upright
1 minute to evenly wet the powder.

STEP4: After completing STEP 3, gently swirl the vial for
510 secands approximately every § minutes in order to dis-
solve any remaining solids. There should be no visible gel-
like particles in the solution. Do not use if foreign particles

Nute Some vials may take longer than 20 minutes to

ly. If this is the cuse, repeat STEP 4 un.
hlthmmmmbbealmmd«mthesoluhmlt
is acceptable to have small bubbles or foam around the
edge of the vial. Do not use if the contents of the vial do
not dissolve completely by 40 minutes.
STEP 5: Invert the vial for 15 seconds in order o allow the
solution to drain toward the stopper. Using a new 3-ee gy-
ringe equipped with u 1-inch, 18-gauge needle, insert the
needle into the inverted vial. Position the needle tip at the
wrybaﬁomufthcanluhﬂnmthaviﬁlmpperwhmdrmu‘
Before ing the needle
ﬁmthemLptﬂtheptungudlthnmhn&hthsmdnf

Table 5 are present.
Kolair | Placebo ADMINISTRATION EVERY 4 WEEKS
netas | weri7 | Xolair Doses (mill Ad a
[FPULTs S ey %) Every 4 Weeks for Adults and Adolescents Koy SEe Delyisiis gr-lobn
! (12 Years of Age and Older) with Asthma
Body as a whole P sody Weight (kg E.
Pain T it g
Serum IgE
Fatizua 3 2 (TW/mL) | 30-60 | > 6070 | >70-90 | > 90-150
= 30-100 150 150 150 00
Musculoskeletal system the solution into the
Arthralgia 8 8 = 100-200 800 300 300
Frartiive 2 1 > 200-300 300 the inverted vial.
Tez adin 4 2 = 300-400 SEE TABLE 6 dle for subcutaneous
Arm pain 2 1 > 400-500
Nervous system > 500-600
T tion may take 5-10 seconds to
Digziness a 2 Table 6 * For Xolair 150 mg vial:
' ADMINISTRATION EVERY 2 WEEKS STEP 1
Shm sl sppandasen olair Duss (milligrams Administered by Subcataneors
Injection Every 2 Weel ts olescents
ET 3 3 (12 Years of Age and Older) with Asthma standard asepti
Caiig i 2 4 Pre- Body Weight (kg) STEP3: Keoping tt:‘; vial
Spbcial narkd treatment vial for approxima
: Serum IgE Do not shake.
Earache % 5 1 (TUfmL} 30-80 | > 60-70 | > 70-80 | = 90-1G0
= 30-100 SEE TABLE &
Ap{mmgmtanndumﬁ),mm andgan&ermﬂnm
appear to & between group differcnces in the rates of 00200 | 25 are present.
ardverse pvents g
=300
on Sita R = 200-3 225 226 300
Injection site reactions of any severity occurred at a rate of | = 300-400 225 225 300
45% in Xolair-traated patients compared with 43% in place-
bo-treated patients. The types of injection site reactions | = 400-500 300 300 375
included: bruising, redness wsr\uth burning, Bﬁngmg‘ - -
:ldi!nz hm for pain, tions, mass, and in- = 500-800 300 375, DD NOT DOSE
Smrm mwhm -site reactions necuud more fm;uently in | 600-700 376
Ehlzn-mted in the pla-
group (12% versus 9%). Dosing Adjustments luti yri
The majority of injection site reactions opeurred within 1 Total 1gE levels are elevated during treatment and remain i Izt thie 5
har-post. injection, lasted less than 8 days, and generally | glevated for up to one year after the discontinuation of | tho
decrzased in frequency at suhsequent dosing visits. trvntinet.

Immunogenicity
Low titers of antibodies to Xolair were d d in

Therefore, re-testing of 1gE levels during Xolair
mmmhmeduugmdaﬁfdmwm

mlyllﬂi&((ﬁl'hbﬂfpnmntammdwhxnhﬁ The
data reflect the percentage of patients whose test results
‘were considered pwuwfnranhbndws taanmr in an
'ELISA assay and are highly depend iti
snd specificity of the assay. Additionally, tbeobumudm—
dente of antibody positivity in the assay may be influenced
by several factors including sample handling, timing-of
‘sample eollectinn, concomitant medications, and underlying
disease, Therefore, comparison of the modence of antibod-
“ies Lo Xolair with the incidence of antibodies to other prod:
ucts may be misleading.

i interruptions lasting
less than 1 year should be based on scrum IgE levels ob-
tained at the initial dose determination. Total serum IgE
hvdsmbnm—twmdfwdmdeummmﬂmmt

Xolair for 8C administration should be prepared using
SWF1, USP, ONLY.

Xolsir is for single use only and contains no preservatives.
The solution ghould be used for SC administeation within 8

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 bubbles, and any excess solution
in order to obtain the required 1.2 mL dose. A thin layer of
amﬂbubbleewmmmutmwpoﬂhemluhmmtbe
syringe. Because the sclution is 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 T abovel

| Continued on next page

Consult 2005 PDR® supplements and futura editions 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
annirnhmﬂﬂl‘sshiwedntmnmﬁed bient t e : 3 T =
(=30°C [=86°F]). anurahwnldbemﬂundnmlhmbed | Forced Vital Capacity (p of p 2
nditions 2-8°C (36-46°F). Do not beyond the
S drés Sl on spvion e e S it Mesn'= a4, 48+ 15 54+ 16
The .utl:hrfn may e u::d}y ﬁ;ngc m&?ﬁ'n‘l—iﬁ{f“s Week 26 Mean = ad. 50 =17 5113
hours following reconstitution when stored in the vial at = 3 Ta
2-8°C (36—46°F), or within 4 hours of reconstitution when | Change from baseline to | Mean * 8d. T i 25
stored at room temperature e ;s - 1 1
Bmmtuuﬂ.hh:rmh&hmﬁdhnpmtaﬁsﬂfmmﬂm. L Median
sunlight. Difforence b ; o e P
HOW SUPPLIED " : = :
Yolair (Omalizumab) is supplied as a lyophilized mniu Median (95% CI) 210.4,7) p=0.02*
powder in a single-use 5 cc vial, 3 T "
m:smwﬂmmwmmﬁggﬁg e i i) :
Xolair upon. stion with 0.9 wL ¥ -
75 mg caron contains one single-use vial of Xolair M&)ﬂ_ i Mean = ad. 3193 13.1 867 + 114
mmm“;’x’n‘m"’“ﬂf&“mﬂ delives 160 g | Weski26 Mean =+ sd. 339 = 17 448129 -
of Xolair upon reconstitution with 1.4 mL § USP, Each ‘basaline TRy, P 18 =+
lﬁomgmmncuntmmmumge-me uf'Xul.m.r mm L =48, 2080 157
%“'ﬁ’l‘"‘?‘!‘!}-wm Median 28 & ol
For Subcutansous Uss Diionebelimigioton S5 I %
ured by: Median (955 CI) 9 (-2, 79) p=0.07"
Genentech, Inc. '
1 DNA Way * By Wnlmm.RankBum-M- o
South San Francisco, CA 94080-4930 (4821002) -
A | Date: February 2004 T :
o R T Bt G008 | shbsRl . déematan sulfate snd heparan sulfate, through. | INDICATIONS AND USAGE
Jointly marketad by: ‘©2004 Genentech, Tne. nuithebocﬁ'mdludshmdwmedcéﬂ , tissue, and | ALDURAZYME is indicated for patients with Hurler and
ech, Inc. organ dysfunction. Hurler-Scheie forms of Mucopoly: idogis T (MPS I)
1 DNA Way mamwﬁﬁmumzmmmpymmsmmpm udm;mhnnﬁmthsm“wmhawmmw
South San Francisco, cmmn-wgo vide exogenous engyme for uptake into lysusomes and in- | sevare symptoms. The risks and benefits of treating mildly
Novartis Pt crease the catabolism of GAG. ALDURAZYME uptake by | affected patients with the Scheie form have not been estub-
One Health Plaza ealh into Imopuumdlﬁﬂymdumdhymamm lished.
East Hanover, N.J 07936-1080 . B 'ihlmﬂ of | ALDURAZYME has been showa to improve pulmonary
suommmdmr&:ummaum pageam ';;- d i to specific 6 te recep- | function and walking capacity. ALDURAZYME has not been
TS,

- Genzyme Corporation

500 KENDALL STREET
CAMBRIDGE, MA 02142

Direct Inquiries to:
(800) 745-4447
(617) 768-2000

ALDURAZYME® R
lal-dar'»-zim]

(laronidase|
. for

on Onily
DESCRIPTION
ALDURAZYME® (laronidase) is & p hic variant of
thehmnmzmquﬂwoﬁidamthstmwnduesdtyr@
combinant DNA technology in a Chinese hamster ovary cell
line, o-t-iduronidase g L—ldurumhyd.ro-
lase, BC 3.2.1.76) is a lysosomal hydrolase that catalyses
the hydrolysis of terminal n-L-iduronic acid residues of der-
matan sulfate and heparan
Laronidase is a glyeaprotein with a molecalar weight of ap-
proximately 83 kD). The predicted amino acid sequeénce of
thsmﬂmhmantﬁnm.asmﬂasﬂmnwhoﬁdaaaqumm
that encodes it, are identical to a polymorphic form of hu-
man a-t-iduronidase. The
of 628 amino acids after cl
containg 6 N-linked oligosaccharide
olignsncchuride chains terminate in mannose-B-phosphate
sugars. ALDURAZYME has a specifie activity of approxi-
mately 172 Ufmg. _
ALDUHAZYME, for intr infusion, ia as a
starile, nanpyrogenie, colorless Lo pale yellw clear to
slightly opalescent solution that must be diluted prior to ad-
ministration in 0.9% Sodium Chloride Injection, TISP eon-
ta.mmg 0.1% A]I:l:mm EHman) The solution in each vial
a trai ufﬂssmgﬁnt
and a pH of approximately 5.5. The extractabl
5.0 mL from each vial i 2.0 mg laronidase, lkﬂmg
sodium chloride, 63.5 mg sodium phosphate monobasic
monohydrate, 10.7 mg sodium phosphate dibasic heptaby-
drate, and 0.05 mg polysarbate 80, ALDURAZYME does tiot
contain preservatives; vials are for single use only.
CLINICAL PHARMACOLOGY
ucopo m?hmsndimrﬂm d by the
M 3 are caused by
duﬁnm'g“of specific lymnmn] enzymes required for the

catabalism of gl GAG) Mumpohmmsnbl
ridosis T (MPS U is chu of
pa hydrolanwhid! eatalyses the

hydrolysis Uftorln:mnl a-L-iduronic acid residues of derma-
tan sulfate and heparan sulfate. Reduced or absent o-1-
idurenidase activity results in the accumulation of the GAG

Because many proteins in the blood are restricted from en-
try into the central 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 CNS. The ability
of ALDURAZYME to cross the blood brain barrier has not
bamms]umdmmmalmede[snrmnhmmlmnh
Pharmacokinetics
The pharmacokinetics oflarﬂmdmwmqvalumdm 12
patients with MPS I wha reccived 0.58 mgg#
Umunlhwrmﬁls:m)\ﬁarthal‘ and
26" weekly infusions, the mean plasma con
trations (Cp )mngedﬁuml}lnl?mcg.’mhfonhesumn

evaluated for effects on the central nervous system manifes-
tations of the disorder.

CONTRAINDICATIONS

There are no known confraindications fo the use of
ALDURAZYME.

WARNINGS

Hypersensitivity Reactions

Patients treated with ALDURAZYME may develop infu-
sion-rolated hypersensitivity reactions (see ADVERSE RE-
ACTIONS). In the clinical studies, one patient developed
an amphylpmc reactmn ammhe]y three hours after

pumts.’l‘ha mean area under the plasma concentration-ti
eurve (AUC.) ranged from 4.5 to 6.9 megehour/mlL. The
mean volume of distribution (V,) ranged from 0.24 to 0.6
Likg. Mean plum: clearance (CL) ranged from 1.7 to
2.7 mL/min/kg, and the mean eh.mmahim half-life (L)
ranged from L6 to 3.6 hours, i
Effects of Antibodies

Most: patients whn muwud nmn-maekly infusions of
ALDURAZYME d to laronidase by week
12 Bmaenweehnlundm,mmamplumo]aumm
of laronidase were observed in some patients which ap-
pearediobepmparuonallothe antibody titer. At week 26,
plasma ¢l of lar parable to that at
waek 1, mnpﬁeaftheaunﬁnued.md in some cases, in-
ereased titers of antibodies.

CLINICAL STUDIES
was died in a

domized, placeb

of the i The reaction consiated of urti-

mrn: and ai.rwny obm:hlm Resuscitation required n.n
¥ y. This patieat’s pre-existing MPS

telated upper airway cbstruction may have contributed m

the severity oftlns reaction (see ADVERSE REACTIONS:
- Infusion-Related Reactions and Immunogenicity),

Some infusion-related reactions may be ameliorated by
slowing the rata of infusion or treatment with additional an-
tipyretics and/or : a
or anaphylactic react: di
the infusion of ALDURAmTE and initiate appropriate
treatment. Caution should be exercised if epinephrine is be-
lngmnmrlumdﬁ:russmpnhunixmlhmldmmthe
increased pr of y artery d in these
patients.

The risks md hemﬁh of ermmmaang ALDURAZYME

FR

following a tivity or
should be om‘mdmd E_xtrgme care should be emmaed,

ALDURAZYME
controlled clinical trial nfﬁMPSIpﬂtlanbsn‘thmn -1 pa-
tient was clinically assessed as having the Hurler form, 37
Hurler-8cheie, and 7 Scheie. All patients had 1 baseline
foreed vital eapacity (FVC) less than or equal to 77% of pre-
dicted. Patients received ALD at (.58 mpkg or
placebo onee-weelkly for 26 wtek.s. All patients were treated
with antipyretics and anf prior to each infusion.
The primary ‘efficacy outeome assessments were FVC and
distance walked in 6 minutes (6-minute walk test, 6MWT),
After 26 woeks, patients treated with ALDURAZYME
showed improvement in WC;u.dmﬂMW‘l’mmpnmdm
placebo-treated patients (see Table 1).
[Ssee table 1 abovel

iens of bioactivity were in liver size and
urinary GAG levels. Liver size and udnuymﬁ‘ levels de-
creased 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.
All 45 patients received open-label ALDURAZYME for 36
weeks following the double-blind period. Maint of

mth appropriate tion measures availahl
ision is made to re-administer the product.

PRECAUTIONS

General

Patients should receive antipyretics a.pd!ur anthistammes
prior to infusion (see WARNINGS and ADVERSE REAC-
TIONS). If an infusion reaction nccurs, regardless of
pﬂ-tmutmmt ammg rrhe inﬂ:swn rate, temporarily

stopping the i I istration of additional
antipyretics and/or antib ines may liorate the
aymptoms

lm‘orm-ﬂm for

Patients
]’é’t‘mﬂhehouldkm!ormedthﬂtnregszwmlpu—
tients has been established in order to better understand

ﬁ:evariahﬂ!qrnndpmgmum MPS | disease, and to con-
tinue to Patients should
beenmuugndha icipite and advised that their partic-

lpntwn may involve lnng term follow-up, ' Information
0 the registry program may be found at

wwmmm or hy calling (800) 745-4447,

Drug Interactions

mean FVC and an additional increase in mean 6MWT dis-
tance werp ohserved compared to the start of the open-label
pnﬂndmm;pnﬁmﬁwhnwm‘emlﬂﬂlvﬂndmuﬁbmd

mumwmmmmmgnm
who had been i ized to placed 1mprwn,
ments from baseling in mean FVC and 6MWT di ware

Nnﬁmﬁdmhmdhnamﬂinhm,m wadud;aﬁ..
H Y of Fertili
Studies to assess the mutagenic and carcirogenic potential

atMoDBRAZYWhﬂannthaanumdm

' abedi 4

ta have
mtﬂ&rhﬁtyémmmom Pragniancy).
Reproducti m&mlﬂwhﬂnmﬁrmedinmhaudﬂ}-

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

Infy don will be ded by U and subsequent sditions

mnlerahntdmnpwﬁzﬂmnrhahmmdmnuﬂnw
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