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Pulmozyme—Cont.

The safety of Pulmuzyme; 2.5 mg by inhalation; was studied
with 2 weeks of dafly udministration in 98 patients with
eystic fibrosis (65 aged 8 months to <& years, 33 aged 5 to
=10 years), The PARI BABY™ reusable nebulizer {which
uses @ facemask instead of a mouthpiece) was utilized in
muwuhhwémmwmalﬂmymiﬂmhma‘
throughout the entire treatment period (54/65,
swufmwmgmmdmas%amsaldsrpuﬂmmﬂm
aumber of patients reporting cough was higher in the
younger age group as compared to the older age group (29
65, 45% compared to 10/33, 30%) as was the number report-
ing moderate to severe cough (24/65, 37% as comparad to
633, 18%). Other events tended to be of mild to moderate
severity. The ber of patients reporting rhinitis was
higher in the younger age group as eompared to the older
age group (23465, 35% compared to 933, 27%) a5 was the
number reparting rash (4/65, 6% as compared to 0/33). The
nature of adverse events wag similar to that seen in the
larger trials of Pulmozyme® (dornase alfal lnhnl.ut!on
Salution.
Altergic Reactions i =
There have been no reports of anaphylaxis attributed to the
administration of to date, Urﬁcana, mﬁrlto
moderate, and mild skin rash have been observed and have
been transient, Within all of the studies, a small percentage
(average of 2-4%) of patients treated with Pulmozyme de-
veloped scrum antibodies to Pulmozyme, None of these pa-
tients developed anaphylasis, and the clinical significance
of serum antibodics to Pulmaozyme s unknown.
OVERDOSAGE
Single-dose inhalation studies in rats and monkays at doses
up to 180-times higher than doses routinely used in clinical
studies are well tolerated. Single dose oral administration
of Pulmozyme in doses up to 200 mg/leg are also well toler:
ated by rats.
Cystic fibrogis patients hove received up to 20 mg BID for
up 10 6 days and 10 mg BID intermittently (2 weeks on/2
mke off drug) for 168 days. These doses were well toler-
&

DOSAGE AND ADMINISTRATION

The recommended dose for use in most cystie filbrosis pa-
tients is one 2.5 mg 5inxla-m ampule inhaled once daily
using a ts may benefit
from twice daily administraton (see Clinical Experience, Ta-
ble 1). Clinieal trial results and laboratory information are

only available to support use of the following nebulizer/ |

tompressor systems (see Table 3).
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RAPTIVA™ B
[rdp-té"vd] :
lefalizumabl

Far Injection, subcutaneous

DESCRIPTION

RAPTIVA™ (efali b} is

binant humanized 1pG1 kappa{mqrpamnnm!mll lnhbﬂ&‘]
that binds to human CD11a (1). Efalizumab has a molecular
weightofagpmmaulr 150 kﬂoda]bnm and is pmduced in

similar agross body weight quartiles,

'RAP’!‘IVA ulanmne was not maniﬂmh]xaﬁmmd by gender
ar race, The pharmacokinetics of RAPTIVA in pediatric pa-
tuantu have not been studied. Theeﬁuh of renal or hepatic
an the ph inaties of RAPTIVA have not

been studied. -
Phai wg

rmacodynamics - r
At o dose of 1 mg/kgiwk SC, RAPTIVA reduced upreeslmof
CD1la on circulating T lymphoeytu to approximately 15—
25% of pre-desc values and reduced free CD1la binding
mwamor_mdmmvdm These

returned toa mean of 74% of baseline at 5 weeks and stayed
at comparable levels at 8 and 13 weeks, Following discon-
tinuation of RAPTIVA, free CD11a binding sites returned to
a mean of 86% of baseline at 8 weeks mﬂswedahmmpav
rable levels at 13 weeks, No CDa exp
smmﬂmenmhmdummmum
In clinical trials, RAPTIVA treatment resulted in a mean
increase (relative t.ohueline}mwhmblwdull(wm)
*—‘J&l‘%n bling of mean lymphoeyte counts and an
il counts of 29% due 1o decreased len-
kwyteudhmnnlnhhoﬂvmﬁiwallﬂunﬂdaﬂamdmﬁcl
ing from the vasculur compartment to tissues. At Day 66 of
1 mgflcgfwk RAPTIVA treatment, 32% (213/676) of patients
had a shift in total WBO from low or normal baseline vaiue
10 above normal, 46% (324/701) had a shift to above normal
absolute lympliocyte comnts, and 5% (35/675) had a shiff to
above normal il pounts.
of RAPTIVA treatment, the abnormal elevated lymphocyte
counts took approximately 8 weeks to normalize amang pa-
tients who had sbove nermal lymphocyte counts. Plasma
samples collected after first administration of 0.3 mg/ke IV
RAPTIVA indicate that at 2 hours TNF-a and T1-5 plasma
Tevels were elevated 9- and 90-fold, respectively, compared
with bageline. Plasma samples collected after first adminis-
tration of 0.7 mg/kg SC RAPTIVA indicate that at 2 days,
1L-6 levels were elevated (10 pg/ml. as compared with 5
pe/mL ay mumawhmm«wnmw In
RAPTIVA-treated the mean levels of € reactive
MMMWMMEV%MMMW
of fibrinogen increased by 15%.
CLINICAL STUDIES _ e
RAPTIVA was evaluated in four randomized, double-blind,
pluebum’h'bliedntnd.mmadnltswﬁhuhmnie (>6
months), stablo, plague p . who had a mini body
surface ares inyolvement nﬂo% md who wert candidates
for, or had pr ﬂwri]rym‘phohr
ﬂmrapykthmmmwm%nfpaﬁmhdmmly
b therapy or phototherapy (PUVA) for pso-

OVArY cell expr sys- |

Table 3 mmanutﬁarnt di g the antibioti gwta— n.ma.l’nt\euta with. elinically significant flares and pa-
R dad Nebulizer/C St micin. Gentamicin is not detectabl inﬂ:aﬁm! tients with guttate, ery , of pustular psoriasis as
RAP’!‘TVAiswppheduamrﬂu.whmmw‘- , Iyoph- | the sole form of psoriasis were excluded from the studies.
Jet Nebuli o iimdpnwdarmnmgh glass vials forﬂhnubnneaustsm Patients were randomized to receive deses of 1 mg/kg or

of the single-use vial with 1.3 mL. | 2 mg/hkg of RAPTIVA or placebo inistered once a
Hudsm'rUp.drsrtmm Pulmo-Aide® omwmppﬁpd starlle water for injection (non-USP) yields | for 12 weeks, Patients randomized to RAPTIVA received
Acorn 100 with Pulmo-Aide® - | app mL of solution to deliver 125 mg per 125 | 0.7 mefkg as the first dose prior to receiving the full ps-

PARI 1O Jet' with PARI PRONEB® mL (100 mgimL;l of RAPTIVA. The sterile water Eorm;whan signed in subspquent wecks, i

*PART BABY™ with PARI PRONEB® supphed does not comply with USE requirement for pH. AL | tients could receive wnmmmt low, potency topical
Durable Sidestream® with MOBILAIRE™ ter reconatitution, RAPTIVA is a clear to pale yellow solu. | oids, No other concomitant iasis therapies wmalluwui

* Durahle Sidestreamd® with ‘Porta<Neb® tion with a pH of approvimately 6.2, Each singlé-uss vial of | during trentment or the -up period,

RAPI‘WAmnixmiI.'sﬂmgnfdnhmﬁ mzmgnrsn ww&vﬁ?m@ﬁmwmm&
“Patients who aré unablé to inhale or exhale orally | crose, 6.8 mg of L-hi ‘hloride k verity Index during the study. The PAS is a compos-
t the entire nebulizati Moﬂmfuﬁekh: 4.3 mg of L-hittidine and 8 mg ct’pdmm’zﬁam!iede ite score that takes into consideration both the fraction of
PARI BABY™ nebulizer: ﬂgnedhdshﬂrl%mgofefnhmhl mL, boﬂym:&wmaﬂ‘euhdmdlhenatnmmﬂmmbruf
cnmmrm&comm the poriatic changes within the affected regions (erythema,
Patients who tée the Sidestream® Nebulizer with the | Mechanism of . : prinomeng S "';l‘mw stk o
MOBILAIRE™ should turn the compressor con- m&mhcpm the o subunit of leukocyte fane- ps in studies oael dlmpd.lm
trol knob fully to the right and then turn on the comp tion antigen-1 (LFA-1), which is expressed on all LAt !

At this setting, the needle gn the pressure gauge should vi-

brate between 35 and 45 pounds per square inch (highest

pressure mutput),

No data are eurrently avnllahle r.l:m aupport | the udmma-

tration of Pul with othi The pa-

tient should follow the marlnfaclumr‘g instructions on the
A int, dil. H

Pulmozyme should not be diluted or mixed with other drugs
in the nebulizer. Lhnngnf?nlmmymwﬂhamm'dmga
could lead to adverse phy ical and/or ional
d:mguml’u.lmnﬁymwrthe admixed compound. Patients

should be advised Lo squeeze each ampule prior to use in
order o check for leaks,

HOW SUPPLIED

| expressed on the surface of B lymphocytes,

thtjrﬂ!l

and decreases cell surface @ of CD1la. RAPTIVA
inhibits the binding of LFAI w mtercellulnr adhesion
decute.1 (FCAM-1), thereby mh g the adhbesion of leu-
Jkocytes to other cell types. Inﬁmmbetwml.l‘%'l and

VA 2 migikg was not

ICAM-1 contributes to the initiation snd of
Wmmwumm:ﬁnndtwm
dhesion of T lymph le, and migra-

'.r'mm“. u-._,..m
riatic skin. Lymphocyt ti l.nd"“)gkaakm
]iuvsmlemﬂae thophywolm chrenic plague psaria-
sis. In psoriatic skin, ICAM-1 cell surface expression is up-
regulated on endothelium andksratlnu)’tesaCDllaua]m

, D=

trophils, natural killer cells, and other
fore, the potential exists for RAPTIVA to affect t.ke mva—

Pul @‘! .]h}'[!‘}a | - PR LS A TP |
in single-use ampules, Each ampule &hvm%ﬁml..ufa

tion, migration, and numbers of cells other than
Twmmwym

e, clear, colorless, ag
l(lmgém.l.udomnnealﬁ, 0.15 mg/mL calcium chloride dihy-
drate and 8.77 mg/mL sodium chloride with no preservi-
tive. The nominal pH of the solution is 6.3,

Pulmosyme is supplied in:

& 30 unit cartons containing 5 foil pouches of 6 single-use
ampoles: NTIC 50242-100-40.

Smnnc

& (d Tk odds

rtared Suridi refrigerstion (2-8°C/36-46°F). Ampules

Solution should be |

Iu patients Vu"lﬂl moderate to severe plaque psoriasis, follow-
mgmmalﬁﬁﬂ?i‘NAdmnfﬂ;mﬁkgﬁMwedwn
weekly SC doses of 1 mg/kg/wk, serum concentrations
reached a steady-staté at 4 woeks with a mean trough con-
centration ufapprmmntelprg{mL[n-ﬁB}Aﬂwﬂmlad
doss, the mean peak ion was
lﬂuga‘ml-(n=‘25) Mstendy-mteelemwaa%mu
kgp’d.asr{rnnga 5-76 mL/kg/day, n = 25}, Mean time to clim-
inate RAPTTVA after the last steady-state dove was 25 days
(range = 13-35 days, n = 17). The mean estimated RAPTIVA

mudbeymmbadmmgﬁ;nbonmmbuymdth» 50 bivavailability was 50%. In & population pharmacoki-
date st on the Unused netic anaiysis of 1088 pati bndswughtmfumﬂ'mbn
should be stored in their pnnml.ws fail pouch under refrig- | themost signifieant covariate RAPTIVA clearance.

eration.

Infi ion will ba

e by sugpl S

In patients receiving weekly SC doses of 1 mgieg, RAPTIVA

editions.

week trea tod (Table 1).
superior to RJ\PI‘IVA 1 mgfkg
3 Table ]: i
Proportion of Patients with =75% Improvement,
? in PASI after 12 Weeks of Treatment (PASI-75)
TRAPTIVA _ Diff ;
Placebo 1 mglhglwk (85%CD
| Study 1 L 27%" 204
n=187  n=39  (16%,20%
Study 2 2% m' %
n=170 n=162 ' (28%, 46%)
Study 3 5% 229" 7%
Qe n=122 n'=232 (9%, 27%)
Study 4 “ 8% 24%" 21%
n=236 = 450 (15%; 27%)

*p<0.001 for comparison of RAPTIVA group with placebo
group using Fisher's exact test within each study. '

All three components of the PAST (plaque induration, scal-

ing; and erythema) contributed comparably 1o the improve-

msmt in PASL Ol.her clinical responses evaluated (Tahle 2)
d the prop of s who i

Samsung Bioepis Exhibit 1033
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d:nnhmpanASl-ﬁangﬁSl?ﬁscbmemwaanw
mﬂvwka Emﬂmrﬂultlwmnhurudmmm&
R 4

 In Study 3; sustained response to extended RAPTIVA treat-
ment m evaluated. RAPTIVA-treated patients who

hieved a PASI-75 resp at Week 12 were re-random-
ized to roceive RAPTIVA or for & second contiguons
12-week treatment period. Sixty-one of 79 patients (77%) re-

mndmmd. te &_mnﬁ 12-week _ﬁrontm: period with

PRODUCT INFORMATION GENENTECH/1351
or clear status by a static Physician Global Assessment Table 2
~ (sPGA) and the propertion of patients with a reduction in Percentage of Patients Responding after 12 Weeks of Treatment
PASI of at least 50% from baseline (PASI-50) 1 week follow-
ing the 12-week tlmlmmtp!nnd.'l:bnsPGAin a 6 category RAPTIVA Difference”
lmin mnﬁug “very severe” to “clear” indicating the Outcome Measurement Study Flaceho 1 mg/kgiwk @5% CI)
t of the psoriasis severity fo- -

mnewpls;u&auhngamm 4PGA: Minimal or Clear L A% 26% 28% (186, 30)
of minimal or clear consisted of none or slight elevationin | - 2 3% 2% 29% (21, 39)
mmmmmtms]whhemlwmm:nHuptu i 3% 194% 16% (8, 25)

definite red i merythm all four A 4% 20% 16% (11, 22)

tudies, the of pati sPGA tlns- -

sifications of moderate was Msss severe 33-43%, and | >B0% improvement in PASI L 14% 59% 4564137, 59)
000 s Tmaiieid ng ey adoirs (PASL50) 2 15% 615 6% (37, 56)
[See table 2 at right) 3 16% 5% 36% (26, 47)
In Study 1, 12% of RAPTIVA-treated patients achieved a 4 14% Ba% 38% (31, 45)
PASI-50 at Week 4 d with 5% for placebo. The me-

'ma number of patients in pach study and treatment group is the same as listed in Table 1.

RAPTIVA group ko placebo graup using Fisher’s exact tast for all comp L

.

25 <0.001 for camparison of

tion and alternative antipsoriatic th to

Dﬂlﬁfhlnlatury Test Interactions

proriaris worsening. Patients, ineluding those not respond
ing to' RAPTIVA treatment, should be closely observed fal-
lowing discontinuation nfRAI’I:Wh, ‘and appropriate psori-
agis

yte counis related to the pharmaco-
lmcmonhammcfnmmm&uqmﬂynbsurvsﬂ&umtg
RAPTIVA treatment im CLINICAL PHARMACOLOGY,
Pharmacodynamios). '

i . o irpal of Fertility
Long-term animal studies have not been conducted to eval-
uate the earcinogenic potential of RAPTIVA.

PRECAUTIONS

Immunosuppression

Themmtymdaﬁmwafmm hination with | gy,
other i agmts—orphumlhmpyhuwm

I d. Patients

icated for the tre uf
m.-mtmmm.m&w}'m' i Jerate

heen

sive agents should not receive emeumnt isheraw with
A because of the possibility of increased risk of in-

famonlndnnlignmm, i

Immunizations

The safety and efficacy of vaccines, administered to patients

being treated with RAPTIVA have not been studied. Inia

small clinical study with IV administered RAFTIVA, a sin-

gle dmnf&ﬂ-mgkgwmmmm%’mmnhm

wi

injections of male und female tice with an
anti-mouse CD11a antibody at up to 30 times the equivalent
of the 1 mg/kg clinical dose of RAPTIVA had no adverse ef-
fects on mating, fertility, mrepmdndmnpe.rma@urs The
clinical significance of this nbnm-vnhun i8 unuartmn
Genntoxic

Animal reproduction studies have not been condueted with
RAPTIVA, It is also not known whether RAPTIVA can cause
fetal harm when administored to a prognant woman or can
affect Hpm&u:hnn capacity. RAPTIVA should be given to a

th & d the i: ,mlmlner& pregnant woman nnijlfnhurlyn!ﬂiﬂd
sponse; and a dose of 1 mg/kg almost 3] 5 condactad using
A dose of 0.3 mgikg TV has h T edn 3

amuwmemmmnmdme\flwﬁﬂ.luohmm

zees exposed to RAPTIVA at =10 times the clinical exposure

level {bassd on mean pea.lphlqnal.mls) antibody re-
- immunization:

severe plaque psoriasis who are candidates for syslem
therapy or phototherapy,

CONTRAINDICATIONS

MPTNA:hnuldmtbaamuw to patients with
~ known. hypersensitivity to RAPTIVA or any of its
components.

STl et .
RAPTIVA is an immunosuppreesive agent and has the po-
tential to increase the risk of infection and reactivate latent,
uhmmmm-hmmM:hqndmmmmdw
anhenm with dmma.lly impartant. infections. Cantion
mnml.snngﬂ:emnixma
hﬁnm&uwmuwam
ons, If a patient deval.ow a serious mﬂauhun.
RAPTIVA should be dis i
wmamtmmhmmm
ingthnﬂmmweaknnfmntraﬂadtmle,muﬁwhm
occurred in 7 of 1620 (0.4 %) RAPTIVA-treated pati

with teta-
nmhmdmmmdmﬂlmmdmdmm
lular, live and live-attenuated vaccines should not be
administered during RAPTIVA treatment.

First Dose Reactions

First dose reactions including headache, fever, nausea, and
vomiting are associated with RAPTIVA treatment and are
dose-level related in incidence and severity (see ADVERSE
REACTIONS). Therefore, thng&meofﬂ?mxfhg
is recommended to reduce the incidence and severity of re-
actions associated with initial dosing (see DOSAGE AND
ADMINISTRATION). Oniemnfuepﬂ ¢ meningitis re-

sulting in hospitalization has been observed in association
with initial dosing (see ADVERSE REACTIONS, Inflam-
matory/immune-Mediated Reactions).

information for Patients

Patients should be informed that their physician may mon-
itor platelet counts during therapy. Patients should be ad-
vised to seck 1 ttention if they develop
any of the signs and symptoms associated with severe

compared with 1 of 715 (0.1%) placebo-treated patients (see
mmﬂﬂ Infections), Serious infections

T Ry

dlulitis, pneumonia, ab
scess; sepgis, bronchitis, gastroenteritis, aseptic meningitis,
Legionnaire's disease, and vertebral osteamyelitis (note
mmgmtlhadmm!hnnm infection).

ization

i MP’.I’IVA isan mmummppnmn agent. Many immuno-
10 mufh&nakd

velops &

such as easy bleeding frém the gums,
bruising, or pemdnae Patients should aiso be informed
that RA?[WA is ‘an mmumnmmnt. and could in-
crease their cl of di or & malig-
naney. Pmmw:hmddbesdmedwmpﬂyuﬂthem-
seribing doctor’s office if they develop any new signs of, ar
receive 4 new diagnosis of infection or malignancy while -
dergoing treatment with RAPTIVA.
Female patients should also be advised to notify their phy-
sicians if they become pregnant while taking RAPTIVA (ar
wﬂhmﬁwueh of discontinuing RAPTIVA) and be advised
of the existence of and encouraged to enroll Ln&heBAPI‘NA
Pregnancy Registry.
ﬂspa.ﬁmtnrmmgivnrmmnd.ﬂunjmrm&hdm
should be instructed regarding injection techniques and
how to measure the correct dose to ensure proper adminis-
tration of RAPTIVA, Patients should be also referred to the

mmqmm@llumﬁhdyatuphﬂnhmmﬁuw
alent of the recommended clinical dose of ‘A, no ev-
idence of maternal toxicity, amh:yumty. or teratogenicity
was observed when administered during organogenesis. No
adverse effects on behavioral, reproductive, or growth pa-
rameters were observed in offspring of female mice subcu-
mnmualymamdwﬁhhmanh-moum CDlla dur-
ing geetation and lactation using doses 8- to 30-times tho
nqu:vnlmtnftﬁammmﬁedckmmldmeufm&
At 11 weeks of age, the offspring of these females exhibited
a significant reduction in their ability to mount an antibody
Tesponse, wbuhsiwwedwrdmnfpu‘ln! reversibility by
25 weeks of age. Animal studies, however, are not always
pra\hcuvscfhumn response, and there are no sdequate
and well-controlled studies in pregnant women,
Sinuaﬂ)e eMnfMVAmmntwnmnuﬁﬁm]

gystam
not. Imuwn heah:l'lumm\widarsm&ncmmged memnll
pregnant while taking RAPTIVA (or
mamn«mmumngmwm.nmm‘m
Pregnancy Registry.

Nursing Mathars
It is not known whether RAPTIVA is cxcreted in human
mkﬁnmﬁmmmmmﬁhdymdmmdmmm:
of lactating mice i to anti-mouse CD1la
X exhibited

kmwnwhmmmmﬂnmﬂkuﬂaﬂnﬂngmuthm md
animal data supgest the potential for adverse effects in
nursing infants from RAPTIVA, a decision should be made
whether to diseontinue nursing while taking the drug or to
dlsmnhnuelhemnfﬂmdrus,uimgmmmﬂumw
portance of the drug to the mother. -

Pediatric Use’
ﬂesafntyanduﬁmyofﬂ.&?’[‘ﬁﬂmmwmhm
hiave not been studied.

Geriatric Use

Of the 1620 patients who received RAPTIVA in controlled
trials, 128 were =63 years of age, and 2 were =75 years of
ngn.ﬂ.]thnughmdiﬂhmminmﬁztynraﬂnmywmuﬁ—
served between older and yow the ber of

RAPTIVA Patient Package Insert. In addition, p
should ha'.re n\-aﬂnb]e -materials for and be instructed in the

a malignancy, RAPTIVA should (50
ADVERSE REACTIONS, Malignancy).
Thrombocytapenia
Wmmuumbahwazmnmwﬂmoh-

= mms(nn; mdputmrtndlmngulimca]
mparedwnhnmlmung pu-
Ms{mADVE#SEBEAGI‘R)NBT kb P
- Fiveofthe8p ived a course of
izr ‘Thro mlwdmt.hn?

ite mhnx miequata follow-up {1 patient was lost to
up). Ph:imm ahau!d fullﬁr pahents closely {-‘nr
signs and sy
platelet counts is monmmended during treatment mlh
- RAPTIVA (see PRECAUTIONS, Laboratory Tests) and
RAPTIVA should be discontinued if thrombocytopenia de-
velops, i

B

proper di 1of nnﬂqmgaatnmmplywﬂhatate
and Toeal laws. Patients should also be cautioned against
reuse of syringes and needles.
L-burannu

of platelet counts is nded o
ing and

dicall ly while raceiving RAPTIVA treat It
is recommended thatmementabamnm&eqntttwh.eu
initiating therapy (e g,mmth}y) aucl may decrease in fre-
quency with .., every 3 tha). Se-
vere thrombocytopenia has besn obanrved (see WARN-
INGS, Mmm.

Drug | i

g and Vari

Waorsening of pmmunuomrdnnngotdhr

ation of RAPTIVA. During clinical studies, 19 of 2580 (0.7%)
of RAPTIVA-treated Dt had serious ening of pso-
rigsis during treatment (n = 5) or worsening past baseline
after discontinuation of m(n=14\(seemm
REACTIONS, Adverse Events of Psoriasis). In some pa-
ﬁsnm&mmnmm&ﬂmfmdmwanm
or iasis. Bome ired hospitaliza-

No formal drog inm'actmn studies: h.ave basn
formed with RAPTIVA. RAPTIVA should mtheundthh
other mmnnnau;npmawe drugs (see PRECAUTIONS,
Immunosuppression).

Acellular, live and live-atienuated vaccines should not be
administered during RAPTIVA treztment (see PRECAU-
TIONS, lrnrmnluﬂms).

patients aged 65 and over is not ‘sufficient to determine
whether they respond differently from younger patients. Be-
cause the ineidence of infections is higher in the elderly pap-
ulation, in general, umnbmdbemdmheuhﬂgthe
elderly.

ADVERSE REACTIONS

The most serious adverse reactions observed during treat-
ment with RAPTIVA were serious infections, malignancies,
thmmhmatnpsml and psoriasis worsening and variants

iated with
R&PI’IVAwamaﬂmdmmehmmph:thatmelmd
headache, chills, fover, nausea, and myalgia within two
days following the first two injections. These reactions are
dose-level related i in mﬂm and anmbyand were lll'g\%l?
mild to mod ¥ when a

l]‘?my‘kzwaanuedasﬂnﬁ:ﬂdme lnp!acehumtmllsd
trials, 28% of patients treated with RAPTIVA 1 mg/kg de-

Continued on next page

for

Consult 2006 PDR*

and future editi
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PHYSICIANS’ DESK REFERENCE®

Raptiva—Cont,
une or more of these following the first
dmmmjmdwi‘ﬂllﬁﬁafpahmmmmﬂng . After
the third dose, Q%ands%ofpnhmts RAPI‘WA
1 mp/kg and , respoctively, experienced these
toms, Less than m of pa!:umh discontinued A
events.

Omer:ﬁvenamntsmumngmdm af

ntinuation
treatment pl!!ldam(ﬂ.&%},.m (0.4%), ar-
thritia (0.4%), and uthrqlan (0.3%), ¢
Becaise are canducted ler widely m
eand:ﬁom, reaction rates observed in th

udwnp
afmqlrmmnnmbedimcﬂymmpamd to ratesin the

clinical trials of another drug and may not reflect the rates
The dauhdé':ﬁ"ﬁud below reflect :
cluding 2400 p ‘fﬂfﬂn_‘eel :

‘patients
receiving RAPTIVA was 44 years, with. ﬁomﬂamkahuw
the age of 65; 67% were men; and 89% were Caucasian.
mmmwmmanmumm
lhemmmmdcddmvnmgfkfl:mkm

‘| “topenia of <52,000 cells per pL reported (see WARNINGS,

Thrombocytopenia). Three of the eight patients were has-
pitalized for throm . inrluding one patient with
hummrmmudim-a]]camm consistent with an
immuna mediated thromb . Artiplatelat antibod;
mwnhmuﬂhmmﬁeﬂtnnrlwuﬁmnﬂmb!pnmﬁw
‘Each case restlted in diseontinuation of RAPTIVA. Based
‘on available platelet eount measurements, the onset of
nmmmsmmmsmdmmmmm
dose of RAPTIVA in 6 of the patients, Ongat wag more de-
hyﬁamsmmmhgnhbenmmﬁlm-
‘tient, In these cases, the platelet count nadirs oceurred be-
tween 12 und 72 weeks after the first dose of RAPTIVA.
Adverse Events of Psoriasis

In the combinad sufety database from all studies, serious
it (019 iacluding howpisnation o
_ patients | including in17p
WARNINGS, Psoriasis Worsening/Variants:

Preparation for Administration
RAPTIVA should be administered using ﬂiemdz.diaml-
Mmmmmammm

section). Ramave the eap from the pre-filled syringe contain-
mmmﬁmmmﬁmmmmem
mﬂmﬂmmmm%hmﬂm
rubber stopper with one of the provided aleahol swabs, After
mmmwmmmm&wwam
vial. To prepare the RAPTIVA solution, using the p

pre-filled diluent syringe slowly injeet the 1.3 ml of sterile
water for injection (non-USP) into the RAPTIVA vial. Swirl
nhnﬁa!mthuﬂﬁﬂ'?hﬂmmﬂnhrd&mhhm

Imsth’sn.ﬁmhmm RAPTIVA is provided as a single-use
vml:mdmnum:mmnm'ml presevvatives. Reconsti-

= s o tute: before useand use only once. Ithe recon-
events (14/19) w:urmdu.ﬂﬂdmnhnmmmufstudy drug | stituted RAPTIVA is not used immediately, store the
and oteurred in both responding and not respund- | RAPTIVA vial at rosm temperature and nse within & hours,
| ingto RAPTIVA treatment, Seri wents of psori- | The reconstituted solution should be clear to mﬂnyelimr
asis included ythrod . and g - sub- uipﬂﬁwlaﬁn.*
tsmmnhitbeﬁrstﬂweakAﬁ‘-‘ ent - within | Admi
placeho-controlled studies, the rate of d teral drug: _pmdumsim!iﬂ hn!nnpmd \rmm}y for

events (serious and non-serious) was &2‘& fwmo) in the
RAF'HVA treuhd patients and 1.4‘!- {ICV'TE} in 'I.hn phceho—

4 %)

iors. Most mqmnm-maﬁ‘e mfm@m w{u upper res-

Mmumowmgatwmbﬂwmz m%
thwmgﬁupmmmd*ﬂh plmhnm
arthralgia, asthenia, peripheral edeme, 8

“The following serious. adverse reactions.
R&Pﬂm-mhdwtmh. IR S B

Intheﬁrstlﬂwenhufphwbmwnmﬂnddndm
MWMOMW)
l;.;:;am‘l % (UTL m:lhp;[ﬁnf m{ W‘ABN
0.1 ( 5) in the placebo group (see
NGlemxmthemmu;fm dats from
both eontrolled and uncontrolied studies; the overall ingi-
dmnfhosmlimﬁmformfauthu was. l.ﬂmlw

treatment pericds there were. 37w-inm mﬁnnﬁn-nl:i 2476
Mvn—wuuﬂ paﬁams e infections included eellu-

AR e
hwuiuma an@mﬁa‘u&m sepe
tic arlhritis, and vertebral osteomyelitis. In controlled
Lriuls, the overall rate of infections in RAPTIVA-treated pa-

mpmmnnum
wmmm-mmmm teug.
dyspnea, asthma, urticarin

mwmusmt dwwiuuhnn whrtéuu]mlhmm
administration. IT particulates or discol noted,
the produet should not be used. Repluce the needle on the
Wﬁ&nmmhmmm&hmhrm

the RAPTIVA solution, invert the vial, and keep-
ing mhhw&elwdnfmelmniwﬂhdxchhe

b

8% (Bmlﬂlmtha 1 mg:‘kx)wk gﬂmﬁnﬁ 7% (49/716) pa-
tients in the placeho group. Urticaria was observed in 1% of
patients (16/1213) mmmgmwam 04% of patients
(8/15) receiving placebo during the initial 12-week treat-
mant period. Other obs 1 patients re-

mm&nmﬁmhw of hypersensitivity

Oupmtmhnew
like re

In the entire RAPTIVA elinical dseelmummm of
2762 RAPTIVA-treated pati infl V. [ ially
immune-mediated adverse events resulting in hospitalizs-
tion included inflammatory arthritis (12 cases, 0.4% of pa-

m;mmmmmmmm
of the fu]luwmzwﬂnu

* reactions 'was observed:
15, bronchiolitis obliterans; mm:mmh-
g)haxdmgathubapﬂtml 'me i
hearing loss, - e OBty

Laboratary Values -
hmmmwhnmmkm
phosphatase (5 Units/L) was cbserved; 4% of RAPTIVA-
tregted patients experienced a shift to above normal vlues
compared with (.6% of placebo-treated putients. The clini-
cal significance of this change is unknown. Higher numbers
ammwpmmmmmma
normal in two or maore liver fi ."'_ 1 tests than pl

(31%“ 1595)

Other 1 i Mmulﬁmvedin»

dnd-dlﬁhmwahmm (see WARNINGS, and AD-
Thrembocytol

YM \ penia, Iymphocytosis
(40%) {including thr es of transient ).. phocy-
tosis), and leukoeytosis (26%). e
Immunogenicity .

hmmnhwahﬂedhraaﬁhﬂeawmaﬂn
RAPTIVA. - predominantly

pﬁhem Ihu!mgmmmugmnﬂyufmu
T&Mm&wmmmm‘mmmunm.

dmhhegivbnlnhlhnaysdnge.

No other medications should | bendda:ltumluﬁmmnmn-
mem dnu]dﬁmbewﬂmd
with-other dilvents. 1~
memmmnbmm utnp-
Warm.lthnﬁhssiuuld

N Virsrp

a2 d any
RAPTIVA solution bl
Stability and . - .
Do not use a vial the expiration date stamped on the
carton or vial label. powder) must be

RAPTIVA {lyophilized
refrigerated at 2-8°C (36—46"F). Protect the vial from expo-
sure to light. anﬁmdmwmﬁm 4
HOW SUPPLIED
RAPTIVA™ (efulmnh}mmrpphaqulywlﬁlmd atarﬂa

aﬁaﬁmnb msingle—use contain-
hsisﬂumﬂawawhrm(nmm two 25
mxﬂm&m&ha,mﬂmhbimpah,nm&a
insert with an accompanying putnsntinfmm

The NDC iber for the four admi -mdmmnk,m
ton is 50242-058-04. Tt o

REFERENCES
L Werther WA, Gonzalez TN, 0’00 mcabe
Chan B, Hetaling T, et al. Hnmmngménh‘w

antibody and reengineering of the humanized antibody
] hiﬂdﬁtgtnrhmusmﬁiﬂ!lmmmnllm*lﬁ?{sﬂ&

for injection, subcutaneous
Head the Pwhmﬂnﬁx:mhmﬂu!mnﬁﬂmﬁﬂ
(aﬁmmhxmmmmawmmmm
a refill. There may bummﬁmaﬁm. 'Bm-m&rma

hmhwu&%h:ghﬁrthanmﬁi-—!nmm i
{Table 3), :

Malignancies
Ammmzmmmmwmmmdxmmm
at any dose (median duration 8 mmmﬁlmm
w%mnhmms (see WARNINGS, Mal

5 i ol‘an,vk.m.d
wag 1.8 per 100
compared

whm-rm{i:rmmmhdmhm
with 1.8 per 100|mhent-:pum placebo-treated
lgnanﬂ.as o ed in the RAPTIVA-treated
cancer, non-cutane-

oug solid tumors, Hndglmls lym.phnma and non-Hodgkin's
Iymphoma, andm.ugnm The incidence of non-cutateous
solid tumors (8 in 1790 patient-venrs) and mulignant mela:
noma were within the range egpected for. thu mauenl

population.

The majurity of the mali 1 skin
eancers; 26 cases (13 basal, lslaquamnus}m 20 patients
(0.7% of 2762 mv.\heabod patients). The incidence
was comparable for RAPTIVA-treated and

patients: However, the size of the placebo group and dura-
tinn of follow-up were limited and « difference in rnteauf
non-melanoma mnmmnmmbeetduded.

patients.

wore non

Thrombocytopenia
In the combined safety datuhm of 2762 RAPTTVA-treated
patients; there were eight octurrences (0.3%) of thrombocy-

these reasong, comparison of the i
mmmwAwm&amdmdmﬁbodiuw
uthurpmlm:wy misleading. -

OVERDOSAGE o
Dmupm&mykg)wkﬂ:furwweekqfonwmgawndi-
tioning (0.7 mg/kg) first dose have heen admimistered

oul an observed increase in acute toxicity.. 'ﬂmmmmum
adnunmmdmgladmwasmmmwﬁumndmm-
istered to i who d to
thahnmh]farmavumitmg Inmmnfwe:dnsa it is

Dﬂmﬂmmmﬂ X I
The recommended dose of RAPTIVA is a single 0.7 mg/hg
conditivning dose followed by weekly 8C doses of 1 mp/kg
tmanmumd.nyledmmlt&mdamtaiufﬂﬂﬂmﬁ.
RAPTIVA is intended for use under the guidance and super-

80

vigian of a physician. If it is & to be app
patients may self-inject RAP]‘NAnﬂ:rwnpertmmngm
the: preparation and injection technique and with medieal
follow-up.

ditions

ahout R.Ai‘l‘]’\ii. !

WHAT IS THE MOST mum‘m INFMM'DN 1

SHOULD KNOW ABOUT RAPTIVAT

RAPTIVA can decraase the activity of your immune system.

Therefore, people using RAPTIVA may have ﬂnmnmmd

chance of getting:

-<S|r!mhflﬂlnmsomehfemmbmldhnmmm
I you have an infection, tell your healtheare provider be-
fore you start using RAPTIVA. If you get an infection that
does not go away while taking EKHI'NA. Iail}murhmhh
care provider right away.
* Cancers. Many drugs that decrease akaazﬁﬁwnfthhm-
mume system ean inerease the risk of cancer. Ifiyon have
had cancer you should tell vour healtheare provider hefore
you start taking RAPTIVA. The mhufnmw.qmm
development of cancer is not known.
* Low platelet counts (thrombocytopenial. Platelets help
your blood elot. Liw platelets give vou 4 higher chance for
bleeding. Call your doctor right away if you have in-
creased brulsing ur bleeding. Your healtheare provider
may do regular hlood: tasta to check: yuar—plntelﬂa while
you are taking RAPTIVI

-Wmnﬁmdm&mapam hlvahﬂmm
worsening or uew forms of psoriasis while ‘taking
RAPTIVA or after RAPTIVA. Tell your health-
care provider right away if your psoriasis gets worse'or if
ywseﬁ,anynmmahaduﬂnguruﬂwmmemw%
RAPTIVA.
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ahwldnothwiumnﬁmwhilluﬂnnuﬁnm If you get any side effect that concerns you or if you get an canse less foaming, Some i _m_.g,r_‘f_“ n; this is
may prevent a vaceine from working. Talk to your | infection, call normal. b

prmdenfmneeduam-nvwmwhh

i'.fmdidm'é used to treat adult patients with
mm'pl:_ & psorinsis whio can be treated with
hbxtaﬂettthew{;olehndy{sysumicthempy)m-

Dy
WWAW in changes &
Mmﬁemmmhhmdmdmmmm
Mmmm&mﬁmmnammur

SHGUI.DIIGTUGE RAPTIVA? by
NWI‘NA if you have' aver hdmiltml: reac-

mmmnmphmdngwmpmmw
me pregnant while using RAPTIVA. Tt is nat
if RAPTIV) :

pregoancy r
wnmbmum&ltmmmﬁm
- passes into your milk. It may harm your baby. You will
'.>MWMWWWWW&MWM
- but you may not doboth. ¢
ﬁmmﬁmm[ugwunlsmemosrm—
Pomnt:nmmmmmumxmmm

provider.
Ailimm:hdundu:thnlkmlmbﬂltnmlnf
: u-pperu‘m.ébdomen,orbmmka
mitdmm wnth

to find

healthedre provider right away.

our Lealthcare provider regularly while using
VA. Do not miss your appointments. Your health-

provider may do blood tests including platelet counts
xnd&unngtmnhmntmth mAw::hmkm

dmmwmhwm&nm
: icines called § ;

fake ¢ R 51 AT AL
Mummvﬁmmummkw
your healthcare provider if you need to receive a varcine
tuking RAPTIVA (see WHAT IS THE MOST IMPOR-
INFORMATION | SHOULD KNOW ABOUT RAPTIVAT).
mmmmmmmm
VA can cause side g the fol-
(see WHAT IS THE MOST IMPORTANT INFUFIM\R
!SHOIJLD KNOW ABOUT RAPTIVA?):
P aunlﬂnﬂywhmmilmmmd might cause:

often d after the first few
of use of RAPTIVA. Back pain, joint pain, and swell-
arms ar legs (peripheral edema) can also happen
RAPTN&.MMmhedﬁmnmprwﬂur nbnutuy

your healtheare provider.
These are not all the side effects of RAPTIVA. For more in-
formation, ask your healthcare provider or pharmacist.
HOWSHD’ULDISTOREHAPTNA
* Store RAPTIVA visls in the refrigerator at 36 to 46°F (2*
to 8°C) until you are ready to prepare your injection. Do
not freeze or store at room temperature. Once RAPTIVA
has been mixed with sterile water, you should use it right
away o inject yourself. If you are unable to inject the drug
after theminummsbeyummummlm
for up to § hours. Do fiot use RAPTIVA that was mixed
more than 8 hours earlier,
1f you are traveling, be sure to store RAPTIVA at the right
tamperui.qn 1f you hnveanqushnm ask your health-
eare provider or
WMVAM&MK@t while stored.
'ThmuwgyRAPHVAvglg‘Mmuutdm
’Kupmhlndlllmdhhumﬂthnmehuf
children.
Gsmmmmmnmurnmmn
Madicines are sometimes preseribed for conditions that are
not mentioned in patient information leaflets. o not use
RAPTIVA for a eondition for which it was not preseribed. Do
not give RAPTIVA to other people, even if they huvethe
mmbsyﬁﬁhm.ynnhxﬁ Ifmhuhihmn.
This leaflet the most i formati
nbdutk&]’i‘f%[fmwodﬂhbmmmﬁmnamm
with your healtheare provider. You ean nsk your healtheare
provider or pharmacist for information about RAPTIVA that
ig ‘written for health pmfmmma[s For more information,
you can also call 1-877-RAPTIVA (tall free).
HOW DO | PREPARE AND GIVE A RAPTIVA INJECTION?
1f your dose amount is more than 1:25 mL, you will need to
mzmrmmmmdymwmmmuz
injections of RAPTIVA.
Setting Up the Equipment
1. Take the mﬁhhmrtmy out of the refrigerator,
and place it on a fat, well-lit, clean work surface.
2 m;nm'handaw’rthmnpan&mmwnmrbahtqnn

the blister tray.
8. OmthnmdeaJontthemmnni:s Allow the con-
- tents to come to room temperature.

ODnaISmmeﬁl]adm.gaofstenkmm‘

* Two 25-gauge needles

* Two aleohol prep pads
Gmhﬂyamhea!ﬁhmremﬂﬁdarurphmmds:ﬁmm
_missing any of the items listed above. G

— |

A

RAPTVA Alcohol Needle
ot johe

Promed Syinge.

4. Checlk the m%)mwﬁﬂmﬁﬂdh-
bel and prefilled syringe label. If the expiration date has
passed, dunqtuleﬂ:ekm.ﬁ.vmlwﬂnpreﬂkdsy

emmngthsmﬂewm Contatt your health-

mm_prm‘h‘l j

5. Remove the plastic cap Mﬁe&tzugﬂ! rubber stapper of
the RAPTIVA vial. Wipe the rubber stapper with an alco-
hol prep pad. Do not touch the top of the viak

6 Mmmmuftheﬁ-gaugamed]mhmi‘hpuhg Re-
move th ing the prefilled tip. Carefully
phmlbﬂﬂpmdﬁﬁ-gnmwdlamhthemhn
Bmmﬂnuaadlaap.])annttowhﬂ:enmdh

Mixing RAPTIVA

1£ your RAPTIVA dose amount is greater than 1.25 mL, re-

pmsupmnmmmmm.mnmw\hﬁe

ter tray.

LKumemAﬁﬂumhmaﬂmmm

the 1.3 ml, of sterile water onto the side wall of the vial to

2. With the needle and s still in the vial stopper,
gnntlyswn‘ltbevultnmu.wmﬁmuhafwthemed-
icine to - dissolve. To avoid excess foaming, do
not shake the vial. Very slowly pull out the noedle and
syringe. Do not use the solution if it is discolored or
cloudy or if particlea (solid matter) are in the solution.
The RAPTIVA solution should be clear to pale yellow.

ta

.'Slﬂathemdhmh&smpmnﬁnisur&mlnmknp
the cap. To lower the chance of a needlestick injury, do not
touch the cap until it covers the needle all the way. Push
the cap all the way down over the needle. Twist the
capped needle off the syringe and discard it in a pune-
ture-resistant container (see DISPOSAL OF THE
'S.\'.Hldtﬂi. NEEDLES, AND SUPPLIES). Never reuse a

Preparing the RAPTIVA Dose for Injection

If your dose amount is more than 1.25 ml, split the dose
evenly and follow Steps 1-& of this section using the con-
mndmmmmv,&wm
Ummdmhalmppad.wmﬂmmhbersﬁmparnfﬂm
wvial containing the mm‘ms@lumu. '

2. Remove the remaining unused needle from its package.
Connect this needle to the syringe tip;, and carefully re-
move the needle cap.

3. Keep the RAPTIVA vial in an upright position on a flat
surface, and push the nsed]natrmgmdmmﬂ:ngh&m
rubber stopper on the vial.

4. Turn the vial uuﬂedwn,kee;ﬂngﬂmnnedleinthavial
(The needle will now be pointing upward.). Make sure the
~ tip of the needle is covered all the way by the medicine in
thele.l This will make it easier to get the medicine into

the syringe. '
B.Pu]]hnckonthe 1 to fill the syri R the
correct dese of medirine by reading the numbers on the
syringe.

6. Hold the syringe upright and tep the side of the syringe
to let air bubbles rise to the tep. Gantiypu.shm the
plunaernt'nhemmgveanpuh{hsmhuhhmm

7. After the bubll Foacte Chis i it
mthmmhsmwuhnwumnghiﬂuum-
structed by your healtheare provider.

8 Shdeﬂunendlamﬂ:smpmnﬂnt!wfmehmﬂr
the syringe cap. Do not lot the needle touch anything ex-
. capt the inside of the eap. Puahhheupnllthamdwu

over the needle. Put the syri dnwnwhdu_

vwrzkmfm-u-gachm.

pRnnE

Consult 2005 PDR® and f ditions for revisi
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Raptiva—Cont.

Selecting and Preparing the Injection Site
1. Wash your hands well with svap and water,

2. Choose an area of the budymrﬂntmmn.md. if pos-
sible; skin involved with pseriasie. Poesible injeetion sites
include the following: -

‘s Quter area of the upper legs (thighs)
* ‘Stomach area around the belly button

Vg =

Ifsmameelaempﬂngywmlmechnn.ynumnlm
OBaakufuppe‘rarma
_» Buttocks

3. It is important to change (rotate) the injection site each
ﬁmawuhkemmwbmbwnpurrhmdm
and redness at the injection site. Changing the i
mbeml]nhmmptmnahmﬁmnfﬂmmeduaﬁmh
peat injections given in the same area should be at least
1 inch apart, Dunotgiul.nimectﬂndﬂﬂbﬂawmthat

you ean gee under the surface of your skin.

4, Wash the skin at the site dfinjection with soap and water.
Let it air dry.

5. Cleanse the skin at theimomun gite with an aleohal-
soaked cotton ball or pad using a circular motion. Let the
area air dry all the way. Do not touch this area again
before giving the injection.

Giving the RAPTIVA Injection under the Skin

Your healtheare provider will teach you how o inject

RAPTIVA. Do not inject. RAPTIVA unless you hmuen

taught the right way to give the injection. X

E %) Holdthosvﬁnamdmwedwmﬂam
the needle cover while pulling will help in

thamjecumsm Domtumthealunhnlpeppad.&smal]
. bandage may hnpnﬁmrthemnchnnm

6. If your dose amount is more than 1:25 mL, you will need
to give a second injection. Choose the second mjection site
at least 1 inch from the first injection site.

DISPOSAL OF THE SYRINGE, NEEDLES, AND SUPPLIES

LPlnoetheuueﬂnymxemththnm&adnmdhma

like @ shi antainer. You
mwammnnmmm

2. Talk to your healthcare provider about how to properly
lispase of a filled container of your ueed syringes and
needles. There may be special local and state laws for dis-
posing of used needles and syringes: Do not throw the
filled: i in the h hold trash and do not

racyche.
4. The needle cap, alcohol prep pads, and other used
supplies can be thrown out with your regular trash.
4. Always keep syringes, injection supplies, and disposal
containers out of the reach of children.
5 Domtmnlhmahﬂ.mwrlm
Rx Only
RAPTIVA™ [efalizumab] Ty
Manufactured by: .
Genentech, Inc.
1 DNA Way
South Son Franeciseo, Cﬂ.m
4826400
FDA Approval October 2003
©2003 Genentech, Inc
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RITUXAN®
[ri-tak-sin}
Rituximab

| Ther chimeric anti-CD20-antibody is pmduned by mamma-
lian cell (Chinese Hamster Ovary) suspension: cullure in'a
nutrient medium eontaining the antibiotic Gen-
tamicin is not detectable in the final produet. The. ant!
CD20 antibody is purified by affinity and ion exchange chro
phy. The purification process includes specific viral
‘imactivation and remoyal Rituximsh d.rug prn:l
uet is manufactured from sither by dmsi
ufactured by Genentech, Inc. (US License No. 10“3) or: uﬁ
hzms' formulated bulk Rituximab supplied by IDEC
w mﬂwhmmwnwn License glu 1235) under
a3 man arrangement.
RITUXAN is & sterile, elenr, colorless, pmm&twe free
liquid concentrate for intr IV adi
REPUXAN:B supplied at 4 concentration of 10 mg/mL in ei-
I:hsrlwmg(lowm mﬂmgcﬁnm‘l.)smgie«mvmh The
d for IV i ion in 9.0 mgfml
audmm ch]arlde 7.35 mgimli sodium eitrate dihydrate,
mgmL polysorbate 80, and Sterile Water ﬁnrqumhm
The pH iz adjusted to 6.5,

CLINICAL FHARMJ\COKOGY

General
Rituximab binds xpmﬁcn]ly to the antigen cDhz20, (human
E-lymphqhnrytmh h-:m;l !fqrantmwa mlzgeu‘ a;aa; a
phghic
hyqu pmgjm&a!yaﬁmlomtednnmﬂandmmn
B }ymp“imwtes L is also on = 90% of
(NHL),” but is not found
an hemat iekic s!‘.em eells, '[zrn«B cells, normal plasma
cells or ugr normal tissues.! CD20 rl!gnlm an early
stepls) in the acﬁwﬁmprmaim céll eyele initiation and
differentiation * and possibly functions as & ealcium ion
ma'wwmmmﬁﬁw ‘the eall surface and docs
mmumshmmanﬁhodyl@mﬂau‘ Free CD20 antigen
is not found in the circula

Ph ‘wwd oy
uﬁMhm'ﬂaeFubdﬂm&funf i . binds
o 2 on B H V he Fc domain
the CD20. e o, M&uuﬂ “ﬁn (e

vitro. Possible mechanisms of cell lysis include complement-
dependent cmgg {CDC)" and antibody-dependent cell
mediated C). The antibody has been
shown to Lmium apnptom in \he DHL-4 human B-cell
lymphoma line ®

Normal Tissus Cross-renctivity: g was ob-
served on lymphoid cells in the Lhymus the white pilp of
the spleen, lmdamn;mrrtyufB lymphocytes nparmhzrn]
blood and lymph nodes. Hme*urnohndingmohemsﬁ in
thn! nnn-lymphnfd tissues examined.

In patients given single doses at 10 &0, 100, 250 or
EﬂﬂmgfmgaunnWmﬂmiun,nmmluhhandﬂmhﬂf-h&
of Rituximab were proportional to dose.” In 14 patients
given 475 mgim® as an IV infusion for 4 weskly doses, the
mean serum halflife was 76.3 hours (range, 31.5 to 1526
hours) after the first infusion and 205.8 hours (range, 83.9
to 407.0 hours); after the fourth infusion. ! Tha wide
range of haif-lives may refiect the variable tumor burden
mngpahmbmdthech&ngaﬁmcmﬁpmhva(nnm]

Bocoll p

TR Y

HIMANntadnuaustmm’wu-admhﬂshndusan
IV infusion ot weelly intervals for 4 doses to 203 patients
naive to RITUXAN, The mean €, following the fourth in-
fugion was 486 pg/mL (range, 775!::9966].1&3‘1:11)1‘!1&
peak and trough serum levels of Rituximab were inversely
mﬁﬂédaﬂhnehmulmﬁrﬁhﬂnumﬁwoﬁmtﬂnt—

ing CD20-positive B cells and measures of disease burden.
Med: steady-state serum levels were higher for respond-

WARNINGS

Fatal Infusion Resctions: Deaths within 24 hours of

RI'I‘UMNmﬁmm havebeenmmd ‘These fatal re-
lex which in-

:lna»dhypom. Puhnomzyinﬂmtes acute respiratory

distress syndrome, myocardial infarction,

/Do not touch the needle or allow the
‘anything.

2. Hold the syringe in the hand yon use to inject yourself.
Use your other hand to pinch a patch of skin at the clean
injection sits. mmlsyﬂusynngeﬂmurnmwum
‘needle to touch anything.

&Hﬁmmhubbawmym&mhmmm
‘s0 that you have steady control Insert the needle
straight down at a B0-degree angle. This is important to
mhmhmaﬁmakwmbﬁﬂ:wm
{ﬂmﬁr-tﬂgm‘umhpafnmdm!

Q_Aﬁurtbnneadlaumdnnm-uymwﬂmahmwu
‘can gently let go of the pinched skin. Be sure the needle
stays in your skin| Eluw]yandmwlblypuahﬂmpmr
duwnmmthsqnnseuntﬂltm

5. When all of the medicine has been m)az:bad,remwaﬂ\e
~needle and do not re-cap it. Prese a dry, sterile gauze over

[ fn 'will b i

ventricular
: fibrillation or caqlmgme shock, Appmnmawly B80%
of fatal i : oecurred in with
the first mfnsmn {See WARNINGS and ADVERSE
REACTIONS.)

Patients who develop severe mﬁmm reactions should
have RITUXAN infusion discontinued and receive med-

half-life. Swmlwihwmhmhnhpﬂmh with Interna-
tional Working Formulation (IWF) subtypes B, C, and D as
compared with those with subtype A. Rituximab was detect-
able in the serum of patienta 3 16 6 months after completion
of treatment.

RITUXAN gt a dose of 375 mg/m® was administered as an
IV infusion at weekly intervals for § doses to 37 patients,
The mean O, after 8 infusions was 650 pg/mL (range, 171
to 1177 pg/mL). The mean C,,, increased with each succes-
sive infusion (hrough Lthe eighth infusion {Table 1)

vinlg iaditag Py
ical treatment. Rituximab C,,,, Values

Tumor Lysis Syndrome Asnﬁnnnl failure re- 7 -

quiring dialysis with mstaneet of fatal outcome has Infusion Number Mean C,,.; Range

been reported in the setting of TLS following treatment e Ay 5 _ hglml ‘pg/mL

i iy St W, o rif 2426 16.1-5819"

Severe Mucocutansous Reactions: Severs mucocuta- - - —

neous mwtsous. some with fatal outcome, have been re- B -357.5 106.8-948.6

association with RITUXAN treatment. (See ;

WAENINGS and ADVERSE REACTIONS.) - ] 3813 110.5-731.2
DESCRIPTION b Siowrs 460.0 138.0-505.8
The mmmmmm mMieamemuymp ;
neered ch 1 antibody di- 2 4783 i
rected against the CD20 antigen found on the surface of 8 515.4 152.7.865.2
mmﬂnﬁmdmntBlmmmmﬁNyum 3
1gG; kappa i b light- and 7 ‘5448 187.0-936.8
‘—j“" iable region seq and human ;
Tegion seque: Rituximab is composed of two heavy 8 550.0 170.6-1177.0
chaing of 451 amino acids and two light chains of 213 amino ; ! i
acids (based on ¢DNA analysis) and has an approximate mo- J )
lecular weight of 145 kD, Rituximab has a binding affinity | The pharmacokinetic profile of RITUXAN when adminis-

for the CD20 antigen of approximataly 8.0 nM.

¥ and editions

tered as 6 infusions of 875 mg/m® in combination with 8

Samsung Bioepis Exhibit 1033
Page 6





