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Pulmozyme—Cont.

The safety of Pulmozyme, 2.5 mg by inhalation, was studied
with 2 weeks of daily administration in 98 patients with
cystic fibrosis (65 aged 3 months to <{ years, 38 aged 5 to
=10 years). The PARIT BABY™ reusable nebulizer (which
uses a facemusk instead of a mouthpiecs) was utilized in
pmhmhhéemunmtheaﬁﬂummhmu'
hale orally throughout the entire treatment period (54/65,
B3% of the younger and 2/33, 6% of the older patients). The
number of patients reporting cough was higher in the
younger age group as compared to the older age group (2%
65, 45% compared to 10/33, 30%) as was the number report-
ing moderate to severe cough (24/65, 37% as compared to
@733, 18%). Other events tended to be of mild to moderate
severity. The number of patients reporting rhinitis was
higher in the younger age group as compared to the nlder
age group (23/65, 36% compared to 933, 27%) a8 was the
number reparting rash (4/65, 6% as compared te B/33). The
nature of adverse events was similar to that seen in the
larger trials of Pulmozyme® (dornase alfa) Inhalation
Salution.
Allergic Reactions =
Mhnmmmmdmwmmwdw
administration of Pulmozyme to date. Urticaria, mild to
moderate, and mild skin rash have been observed and have
haan&mmmt'ﬁ?‘thmaﬂnﬂhutudm nsmxllpermnt-lgve
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‘pulmonary secretions. Amﬂw“ﬁfﬁuwfhslm
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5. Hubbard RC, Mekl\rmyNﬂ. BLI'TBrPShakS,

was similar aeross body weight quartiles,
BAE'!‘IVAclmmne was not muymeby gender
ar race, The ies of RAPTIVA in pediatric pa-

tients have not been studied. The effects of renal or hepatic
impairment, on the pharmacokinetics of RAPTIVA have not
been studied, )

Pharmacodynamics

Atndouaflmgﬂcywkﬁﬂ RAH‘IVAredumdupmdmnf
CD11a on eirculating T ly to
25%«!md-awnlwendmdumﬂﬁw0Dmbmdmg
sites to a mean of =5% of pre-dose values. These pharma-
eodynamic effects were seon 1-2 days after the first dose,
and were maintained between weekly 1 mgfhg SC doges,
Following discontinuation of RAPTIVA, CD11a expression

Robingon WW, Jolley C, et al. A p Bt'ul‘l:l' et'
mmhnmhmmdmhmdaua
memmntofmmﬁmmznga Med 1992,326

6. mumm.,nmw MeDonald G, Shak S, Montgom-
ory AB, Smith A. Hnmbmanthumnnunnmhnhmm
in normal subjects and patients with eystio fibrosis.
JAMA 1992;267(14):1947-51,

| 7. Fuchs HJ, Barowitz DS, Christihnsen DH, Morris EM,

Nash ML; Ramsey BW, et al. Effect of acrosolized recom-
hu.nant humn DNm on mrbntmns of mnpu-ntnfy
ey:ﬁcﬁbmmﬂﬂnguueammawu

8. Mc{}ojrl{.ﬂa::rﬂtms Johnwnc Eﬂ’ech&fﬁ}l!!«wnekad-

dtoa of 74% of baseline at 5 weeks and stayed
atmpﬁrab]e levels at & and 13 weeks. Following discon-
tinuation of RAPTIVA, free CD1la binding sites returned to
a mean of 66% of baseline at 8 weeks and stayed at compa-
rable levels at 13 weeks. No assessments of CD11a expres-
sion or free CD11a binding sites were made after 13 weeks.
In clinieal trials, RAPTIVA treatment resulted in 4 mean
increase (relative to baseline) in white bleod cell (WBC)
count of §4%, & doubling of mean lymphoeyte counts and an
increase in eosinophil cunts of 29% due 1w decrensed len-
kocyte adhesion to blood vessel walls and decreased traffick-
ing from the vascular compartment to tissues. At Day 56 of
1 mglejwk RAPTIVA trestment, 32% (213/676) of patients
had a shift in total WBC from low or normal baseline value
o abave I, 46% (524/701) had a shift to above mormal

of 2-4%) of p treated with Pulmozy

lnpeﬂ serum antibodies to Pulmozyme. None of these pa-

tients developed anaphylaxis, and the clinical significance
of serum antibodics to Pulmozyme is unknown,

OVERDOSAGE

Single-dose inhalation studies in rats and monkeys at doses
up to 180-times than doses routinely used in clinical
studies are well tolerated. Single doge oral administration
of Pulmozyme in doses up to 200 mg/kg are also well toler
ated by rats.

Cystic fibrosis patients have received up to 20 mg BID for
up to 6 days and 10 mg BID intermittently (2 weeks on/2
weoeks off drug) for 168 days. These doses were well toler-
ated

DOSAGE AND ADMINISTRATION

The recemmended dose for use in most cystic fibrosis pa-
tients is one 2.5 mg single-use ampule inhaled once daily
using & recommended nobulizer. Some patients may benefit
from twice daily administraton (see Clinical Experience, Ta-
ble 1), Olinieal trial results and laboratory information are

only available to support use of the following nebulizer’ |

compressor systems (see Table 3).

Table 3
. ded Nebuli q
Jet Nebuli: Comp
Hudson T Up-draft 110 with Pulmo-Aide®
Marguest Acorn 10 with Pulmo-Aide® .
PART L.C Jet' with FPARI PRONEB®
*PARI BABY™ with “PARI PRONEB®
Durable Sidestream® with MOBILAIRE™
Durabile Sidestream® with Porta-Neb®

“Patients who are unablé to inhale or exhale orally
ﬂu’au@wtﬁnmﬁrnnebulluhmpxﬂodmymthe
PARI BABY™ nebulizer.

Patients who use the Sidestream® Nebulizer with the
MOBILAIRE™ tompressor turn the compressor con-
trol knob fully to the right and then turn on the compressor.
Mthinathng.ﬂmnepd.le the pressure gauge should vi-
brute between 35 and 45 pounds per square inch (highest
pressure nutwr)

Wsﬁﬂﬁi:mhn\gn‘.m Chantlm 110:889-85.

Pulmozyme®

(dornase alfa) Reviged Jvlg 2002
INHALATION SOLUTION © 2002 Genentech, Tne.
Manufactured by 4806605
GENENTECH, Inc. 4824301
1 DNA Way

South San Francisco, CA 84080-4990
Shown in Product Identification Guide, puge 313

RAPTIVA™ B
[rdp-2& i) -
lefalizumab)

Far Injection, subcutaneous

DESCRIPTION

RAPTIVA™ (efali: bj is an i
binant humanized 1gG1 kappa isotype mnmlmal lnhboﬂa
that binds to human CD11a (1). Efalizumab has a molecular
weightofappmmauly 150 kﬂodallxm a]:]:d is produced in

Mmmmuwmmdmts&m)m-mw
normal

counts ook 5 i g pa-
tients who had above
samples « after ﬁrst adnumnbaﬂm of 0.3 mg/ke IV

bageline.  samples
mm‘o:nguscmmmma:mthmmnm
1L-6 levels were elevated (10 pg/mlL as compared with 5
meuMthwhmm«mthh
RAPTIVA-treated patients the mean levels of (0 reactive
mnnmmmmumhyaﬁmmmm
of fibrinogen increased hy 15%.
CLINICAL STUDIES :
RAPTIVA was evaluated in four randomized, double-blind,
placebo-controlled studies in adults with chronie (=6
months), stabla, plaque psoriasis, who had a minimum body
invelvement of

surface area l%mdwhuwmmﬁiﬂam
for, or had previously received systemic therapy or photo-
ﬂwawh&mumﬁmu-vmdwﬁmmm

y (PUVA) for pso-

ovary sy
mmnnuwimtmuﬂrmmntnmmgthannhmnm:gmtu-
miein. Gentamicin is not detectable in the final produet.
RAPTTVA is supplied as a sterile, white to off-y , Iyoph-
mmaammmmmmmmmmsc}
injection. Reconstitution of the single-use vial with 1.3 mL
of the vupy!}pd sterile wnwr for injection (non-USP) yields
app Iy 1.5 mL. of solution to deliver 125 mg per 1.25
mL (100 mgim1,) of RAPTIVA The sterils water for injection
supplied does not eamply with USP it for pH, Af-
tummmﬁtuﬂnmmnxsnehuﬁpdsynﬂwm

Hunwrthapﬂufspprﬂnmawlyﬂ . Bach singlé-use vial of
"RAPTTV!

A contains 150 mg of dnhmmﬂ:li&ﬁmgnfsu
crose, 6.8 mg of L-hi drochloride b

4.3 mg of T-higtidine and 3 mgul’r._,, ate 20 and ie do-
vdgnedmdauvarlﬁmgofefahzumabinlzsam
CLINICAL PHARMACOLOGY

Mechanism of Action

RAPTIVA binds to CD11a, the « subunit of leukocyte fune-
thm mdamlt[.m-l).wﬁichiumaedmalilwbcym
of CD11a. Wﬂ

| riasis. Puiaqmla wnl:.d:mually mgniﬂmt ﬂml and pa-

tients with g psoriasis as

tben!afnmnfpnnumwmenhnhd{wm the studies.
Patients were randomized to receive doses of 1 mg/kg or
2 mghkg of RAPTIVA or placebo administered once a week

for 12 wecks, Patients randomized to RAPTIVA received
0.7 mgfkg as the first dose prior to receiving the full as-
mmmmmmtwmnmmm:w

:n]nhitn the hi-nﬂ{ng of T.FA- 1 tn inter 1lul
molecuie-1 (ICAM-1), thereby & iz the adhesion of len-

No data are currently available that support the admin

tration of Palmozyme with other nebulizer systems. The pa-

tmmtshﬂnﬁﬁﬂwthnmmnfuzlw‘smﬂnﬂamenm
i, of the equip

Pulmozyme should not be diluted or mixed with other drugs

in the nebulizer. Mnnguf?nhnuym withol;hwd.mgl

Mu.ld lead hadvern phy 1 and/or al
or the admixed d. Patients

ahw.ldho dvised to each le prior to use in

order 1o check for leaks,

HOW SUPPLIED

Pulmozyme® (d alfa) Inhalation Solution is supplied
mamgi&useanpulee Each ampule delivers 2.5 ml, of &

| expressed on the surface of B lymphoeytes, monocytes

k to other cell types. Interaction between LFA1 and
ICAM-1 contributes fo the initiation and maintenance of
luding activation of T lymphocytes,
adhn:ifrgt of T lympluqnes mﬂfmdnthalml cells, mﬂnugrn
Hes ol bty
riatie skin. Iynphoqu agbmmon and trafficking to' lku!
p’mysmlemt‘he of chrenic plague psoria-
In psonatic skin, ICAM-1 cell surface expression is up-
regu]atedmeﬂdoﬂuhmm ksrshnmﬁemcmlawalw

y T

trophils, natural killer cells;, and other

fwe zhewmhalemuformwéwnﬁactthemﬂ—
, and numbers of cells other than

lemphocyiam

sterile,

iﬂmﬁmb domm alfa, 0.15 mg/mL calcium chloride dihy-

drate and 877 mg/ml sodium chloride with no preservi-

tive. The nominal pH of the solution is 6.3,

Pnlmmma ig supplied im

+ 30 unit ear
ampules: NDC 50242-100-40,

Storage

Pulmozyme® (dornase alfa) Inhalation Solution should be

stored under refrigeration (2-8°C/36-46'F). Ampules

lhnﬂdbeymmhdﬁmmxhghLDunm use beyond the

date st on the le. Unuged 1

5 foil b

Inpnhenul with moderate to severe plaquapwnama follow-
ing an initial SC RAPTIVA dose of 0.7 mg/kg followed by 11
weekly SC doses of | mg/kg/wk, serum concentrations
fmhﬂdnltmdymgt-swehwithlmmmughm—
m&mﬁwﬂdybyﬂﬂ{nsﬂ}mﬂww
dose, the mean peak
12u|a'mL(n=25) Maaushady-aﬂtedea.mmwaaﬁéml«"
kgr‘d.ajr{range 576 mL/kg/day, n= 25}, Mean time to elim-

inate RAPTTVA after the last steady-state dose was 25 days
(range = 13-35 days, n = 17). The mean estimated RAPTIVA
S0 bmv’nﬂa.bﬂnywu 50%. In @ population

should be stored in their protective foil pouch under refrig-
eration.

SalriTation whi Bi 4 1by

pharmacoki-
netie of 1088 p body weight was found to be
the most ntgnﬂ:mtmmmmm A clearance.
In patients receiving weekly SC doses of 1 mg/kg, RAPTIVA

and sut aditions

Azmmnnt

Table 1 deale
Proportion of Patients with =" provement
_ mPASImwuw«hofmm;mmmm

~ RAP Difference
Placcho 1 ma“dek (95%CT)

Study 1 4% 27%" 2%
o =187 n=368  (16%, 20%)

Study 2 2% 39%* 7%
n=170 n=162 ' (28%, 46%)

Study 3 % 22%" 17%
i n=122 n =232 9%, 27%)

Study 4 1k 8% 245 2%
‘n=236 ‘n =450 (15%, 27%)

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

AEl tlwe components of the PASI {plague indoration, scal-

and erythems) contributed comparably to the improve-
mtm PASL Other clinical responses evaluated (Table 2)
ingluded the propertion of patients who achieved minimal

Samsung Bioepis Exhibit 1033
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PRODUCT INFORMATION GENENTECH/1351
or clear status by a static Physician Global Assessment Table 2
(sPGA) and the proportion 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-
iﬂ&ﬁummtunuﬂﬂmmhaﬁmm RAPTIVA Difference®
m!u rlugin[ from “very uevem to “clear” indicating the Outcome Measurement Study Flacebo 1 mg/kgfwk (95% CI)
overall t of the psorinsis severity fo- - :
‘cusing on plaque, scaling and erythema. Treatment swecess | SPGA: Minimal or Clear 1 3% 265% 28% (16, 300
of minimal or clear consisted of none or slight elevation'in | 2 S% a2% 29%(21, 39)
MMWmma]whmmmuﬂmxanduph 3 3% 19% 164% (8, 25)
i ion in erythema. Across al four “ 1% 20% 16% (11, 22)
L +, v A2 "‘Tﬂi S WA, L ’mﬂlﬂ
mﬁmm 48.56%; severe 33-43%, and =50% improvement in PAST 1 14% 59% 45% 137, 53)
e Tasiifead war s (PASI-50) 2 15% 51% 46% (37, 56
(See table 2 n right] 8 6% B Ll
In Study 1, 12% of BAPTIVA-treated patients achisvd a 1 4% Be% SR IAL )
PASI-50 .
dian tim: L‘gﬁfgﬁmﬁ ngi ﬁ““ Mmmm m Thﬂ number of patients in pach study and treatment group is the same as listed in Table 1.
oy b fween groups.

=mysm.smm.mmmmz.
8 4. '

' In Study 3, sustained response to 1 RAPTIVA treat-
ment was 1l RAPTIVA. d patients who
-achieved a PASI-75 response at Week 12 were re-random-

p<0m1farwmpnnmnameAgmu'ptuplmbogmupusingl"ushaf‘nnmtestfnran p 12 b

tion and alternative antipsoriatic therapy to manage t.he
pRariasis worsening. Patients, incloding those not

Dﬂlﬂllhlm Test Interactions
Sally A

e counts related to the pharmaeo-
logie thetharsism ‘of action are &aqwanﬂy observed &nrmg
RAPTIVA treatment (see CLINICAL PHARMACOLOGY,

M } 2 i 7

of Fertility
Lnnglmmammnl studies have not been eonducted to eval-
uate ﬁw earcinogenic potential of RAFTIVA.

ized to roceive RAPTIVA wphmbﬂur second contiguous | ing to RAPTIVA treatment, should be closely observed fol-

12-week treatment period. Sixty-one of 79 patients (77%) re- lowing discontinuation ofRA?l‘IV

randomized to a second 12-week treatment period with | asis treat An,lfdnppmpmupmﬁ

RAPTIV: d PASL-75 pared with 8 of '

40 patients (20%) re-randomized Lo placebo. Sustained re- | PRECAUTIONS

sponses to RAPTIVA have also been observed in uncon- | Immunosuppression

trolled, open-label extension treatment teials when patients | The safety and efficacy of RAPTIVA in combination with

received RAPTIVA without interruption for 24 weeks. ot.hnrimmunmug_p'mwa agents or photatherapy have not
; luated. Patients g other i

i M‘TGWMWAMMWWM

tween 1 and 2 months.
mm-m-me‘d-mmyw 1 year

sive agents should not receive wmmtmnt therapy with
B‘.Am\mbmuunnﬂhapmﬂhunyuimnmdmknt‘m-
fections and malignancies.

Immunizations
mmmmﬂmmmmmm
hmughsihdmlh RAPTIVA have nol been studied. It a

A dose of 0.9 mglkg IV has comparable pharmacodynamic

effects to the recommended dose of 1 mg/kg SC. In chimpan-

zees exposed to RAPTIVA at =10 times the clinical exposure

level (based on mean poal. plasma levels) antibody re-
d following immunization:

3 m&wmtbuudmmeu&hpammth
~ known_ hypermmthibytoRAl’TNAar any of its
mmwts

WARNINGS f
Serious Infections. v
RAPTIVA is an immunosuppreesive agent and has the po-
mmmm risk of infection and reactivate latent,
chronic infections. RAPTIVA should not be administered to
l!thentn with dmn:u.l]y 1mpartmt infections. Caution

were ] with teta-
nuhmdwmpamﬂvﬁthmmmdmm.&ui
lular, live and live-attenuated vaccines should not be
admmsbemddurm(mmmm :
First Dose Reactions
First dose reactions including headache, fover, nausea, and
vomihngmmmmdwithmhmmmtmdm
dm&lwelrdnﬁadinmdmumdmmﬂ[mm
REACTIONS). Therefore, a &medﬂ?nufk
is recommended to reduce the incidence and severity of re-
actions associated with initial dosing (see DOSAGE AND

anga. It a patient develips & f P ‘shouid be & that their physician g
bl = may mon-
WAWA‘ 5 Nm‘he e "M Mrp;aw.et oomdmﬁagthampy Pahen&a should be ad-
ing the St 12 weoks of contrale riale, serous inections m‘*“‘*?f" o L
oceurred in 7 of 1620 (0.4 %) RAPTIVA-treated i doprton-sesiigral Lot b b
compared wih 101715 (0 1% placebo-reaed patienta (s | |25 07000 5 0 S5 0 el o
ADVERSE REACTIONS, Infections). Serious infections i ke
A : S callilitae P m:mhummmwuhmdmddm-
: h". ‘wﬁmﬁn‘ f lm"hm‘mmmd& crease their cl of di infection or & malig-

bronehil aseptic meningi

F 's disease, and vertebral osteamyelitis (note
m;lhmtlhldmmlhmm mﬁcﬂm}

Malignancies

ﬂnnmbnemmll
Platelet counts at or below 52,000 cells per L were ob-
mdins(ﬂ n;mmmenu during clinical

the placebo-treated

REACTIONS, Thrombocytopania).
F!\m of the 8 patients received nmoﬁystmm sterpids
Threm resolved in the 7

ta recciving adequate follow-up (1 patient was lost to

-upl. P‘hyaimm uhuu!d ful]mr pahents «closely for

and & of th of
platelet counts is recommended during tr with

nancy. Patwntnhwldbeadnudtopmmpﬂreﬂll the pre-
scribing doctor's office if they develop any new signs of, ar
receive A new diagnosis of infection or malignancy while un-
dergning treatment with RAPTIVA.
Fmste mennnmddﬂnhndvmdwuﬁfythmphy
if they become pregnant while taking RATTIVA (or
msmumm&mu.ﬂm
of the existence of and encouraged to enroll in the RAPTIVA
Pregnancy Registry.

anﬁmuu:@mmhndmwml’_'ﬂ\m.hdm

: ‘ensure proper adminis-
tnﬂmofm&.ﬂhmbshwlﬁbsaishmﬁmdwﬁm
RAPTIVA Patient Package Insert. In addition, patients
should have available matarials for and be instructed in the
praper disposal of needles and syringes to comply with state
and local laws. Patients should also be eﬂutmmd against
reuse of syringes and needles.

Laboratory Tests
Assessment of p‘i.nm]et. counts |.ﬂ mummendsd upon initiat-
ing and ly whils ¢ ng RAPTIVA

. It
wreeummudedthntmmmhmm&!qmtwhm

RAPTIVA (see PRECAUTIONS, I.antltw' Tests) and
MP’II‘P‘A; should be discontinued if lhmmhotmpe.ma de-

ig therapy (e.g, monthly) and may decrease in fre-
quency with continued treatment {e.g., every 3 mantha). Se-
vere thrombocytopenia has been observed (see WARN-
INGS, Thrombocytopenia).

Drug | i

riasis during tr ng past basa!

afier dxmnhnuﬁm m£n= 14! (see AD\’ERBE
REACTIONS, A Events of jasis). In some pa-
tients these evenis took the f'ntmnfpwnatweryﬁuudm
or pustular psoriasis.

No formal drog inte.ractlon studies. have hem
formed with RAPTIVA. mmvﬂﬂmnldnnthzundw:th
other mnnﬂmppmawa drugs (see PRECAUTIONS,
Immunosuppression).

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

Bub injections of mle und female mice 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, or reproduction parameters. The
clinical significance of this ohservation Lsurlmrr.mn
Genntoxicity studies wers not conducted.
Pregnancy (Category C)
Animal reproduction studies have not been condueted with
RAPTIVA It is also not known whether RAPTIVA can cause
fehlhmwbmadmﬂmvdWaymtwmnrm
affect reproduction capacity. RAPTIVA should be given to a
pregnant woman only if clearly needed.
In a develppmental toxicity study conducted in mice using
an anti-mouse CD11a antibody at up to 90 times the equiv-
alent of the recommended clinical dose of RAPTIVA, no ev-
idence of maternal toxicity, amhyummlw.urhmmgenidty
was obgerved when administered during organogenesis, N
adverse effects on behavioral, reproductive, nrgmw‘hhpa—
rameters were observed in offspring of female mice subcu-
taneously treated with an anti-mouse CD1la dur-
ing gestation and lactation using doses 3- to 30-times the
aqmdmtoflﬁexammmmdeddﬁmmldmedm&
At 11 weeks of age, the offspring of these females exhibited
nmzﬁcmtm&mehonmibmrabﬂdytommmtannnﬂbody
which st ide of partial reversibility by
25 weeks of age. Animsl studies, however, are not always -
predictive of human response, and there are no adeguuts
and well-controlled studies in pregnant women.
Simathe eMufRAPl’IVAmwegmntwnmnmdﬂmJ

system
not_known, haalﬂlunpmvﬁnsm mmmgadmeﬁmll
while taking RAPTIVA (or
wmﬁwuhdmumquMmmmA
Pregnancy Ragistry.

Nursing Mothars
It 38 not known whether RAPTIVA is excreted in human
mﬂ:.Anmh«mcuaeCDuaanﬁbndy detected in milk
samples of lactating mice exposed to anti-mouse CD11a
antibody and the offspring of the exposed females females exhibited
cmtreducmoninnnhtodympm[mm
TIONS, Pregnancy). Since maternal i
known to be present in the milk of mothnm and
animal data suggest 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
discontinue the use of the drug, taking into account the im-
portance of the drug to the mother.
Pediatrie Use
ﬁeu&tyanduﬁwdm\mmpedummm
hive not been studied.
Geriatric Use
Of the 1620 patients who received RAPTIVA in controlled
trials, 128 were =65 years of age, and 2 were =75 years of
ngn.mthnughmdiﬂhrmmsinnmnraﬂimcymuh—
served between older and the ber of
patients agudﬁﬁmdmru not sufficient to determine
whether they respond differently from younger patients. Be-
cause the ineidence of infections is higher in the elderly pop-
ulation, in general, eaution ghould be used in treating the
alderly,
ADVERSE REACTIONS
The most serious adverse reactions observed during treat-
ment with RAPTIVA were serious infections, malignancies,
thrombocytopenia and psoriasis worsening and variants
(see WARNINGS).
The most adverse. reacti iated with
RAPTIVA were & first dose reaction complex that included
headsache, chills, faver, nausea, and myalgia within two
days following the first two injections. These reactions are
dose-level related in incidence and severity and were largely
mild to moderate in severity when a conditioning dose of
0.7 mg/kg was used as the first dose. In placebo-controlled
trials, 29% of patients treated with RAPTIVA 1 mg/kg de-

Continued on next page

Consult 2005 PDR™ supplements and future editions for revisions
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vuinpsdmwmnl’thne symptoms following the first
dose compared with 16% of patients receiving placebo, After
theﬁmd‘g:w 4% and 8% ufpimmts RAPTIVA
1 mj placabo, respectively, experionced these -
toms: than 1% of patients discontinued A
treatment heeavse of these adverse events.
Other adverse events resulting in discontinuation of
treatment were psoriasis (0.6%), pain (0.4%), ar-
thnhntﬁi*i.lnﬂuthrq]an (0.3%). g
Beeause almiul nduduuﬁaﬁnndermdelym
cumhﬁons, rates
qull'll‘m'nnmbedimeﬂym to ratesin the
cltmcu]tr‘iahnf‘amﬂmrdrugandm:ynutmﬂmmemmﬂ
observsdinpmzn-:]

A exposure l'or
h?ﬁyuu;l.in-
, 904 for six
mm,udﬂampmodﬁrmywurmmaﬂwu—

trolled and uncontrolled studies. The median age of patients |

recaiving RAPTIVA was 44 years, with 189 padaeuhahm
tl;eam;;f‘ns&.ﬂﬂ:mmu. ani's Caucasian;

Rmmdmmmmmhm TR

Adverse Events Phwhoc mn.ds?d;,?m
R&mrwda::i;g%mgher;:wm
MF?NA’rruunentthaﬂPJamho

| ‘topenia of <52,000 cells per pL reported (soe WARNINGS,
T 1. Threa

afthoeightpuﬂmhmlmﬁ-

lized for thro g one patient with
hesﬂymmahlnedhwa]]camwmmmmtwﬂhm
immune mediated thromb tibods

Preparation for Administration

mmwmmmm&mr
able syringe and needles provided (see HOW SUPPLIED
section). Ramove the cap from the pre-filled syringe contain-
ing sterile water for injection (non-USP) and attach the nee-

Antipl
was evaluated in one patient and was found to be positi
: l.ﬂ.dlmmﬂnnsﬁnnnfmmﬁ Bamd
on a t count s, the onget of
pmmﬂmﬁmwasbnwmsmmmmmm
dose of RAPTIVA in 5 of the patients, Ongat was more de-
Mmlmmuimmmwhlp&
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 combined safety database from all studies, serimu'
pamndwmdmnmmumdimmm
" patients (0.7%) inuludmg hospitalization in 17 pntima (56
_ WARNINGS, Ps of these
wmh(lua}mmdmrdmnhnmmmd‘studydmt
andommdmbuﬂapshmhsmwnﬂ]ngandmtmmd
ing to RAPTIV/
asis, ic, and gutt aub-
tmnmnsumﬁratnwnkufmmmﬂtmn

T L HEM l'x

dle to the the plastic cap protecting the
rubber stopper of the RAPTIVA vial and wipe the top of the
rubber stopper with one of the provided aleohol swabs, After
cleaning with the aldohal swab, dountbwdlthrhpa‘tku
Mhmtﬁﬂm&uluﬁm, using the provided
‘diluent syringe slowly inject the 1.3 mL of sterile
water for injection (non-USP} into the RAPTIVA vial. Swirl
the vial with s GENTLE rotary motion to dissolve the prod-
uct. DO NOT SHAKE. Shaking will cause foaming of the
RAPTIVA solutinn. Generally, dissalution of RAPTIVA takes
less than f minutes. RAPTIVA ig provided as a single-use
vial and contains no sntibacterial preservatives. Reconsti-
tute immediately before use and use only onee. If the recon-
stituted RAPTIVA is not used immediately, store the
RAPTIVA vial at room temperature and use within & hours.
ﬂ!ﬂmmﬁtut&dﬁbﬁnnmldhnchwmpﬂnyeum
and free of particulates.
Administration

Parenteral =*Mnmmmanm1ym

ntrolled studies, the rate of psar
non-serious) was 3.2%. momﬂm
RAPTIVA-treated patients and 1.4% (10/715) in the placebo-

drug p
WWWMHWWWMW
dministr ar or discolorations are noted,

treated patients.

8% (95/1213) in the 1 mp/kg/wk group and 7% mnmJ .
tients in thu 1 . Urti was of din 1% of

,ﬂmmmmmum
. Other ob patients re-
oeIv ‘Wﬂlﬂmﬁmhwufww

h mdlﬂn:g%..m.,, ptin Oumtmhm
talized with a rert like
Inflammatory/immune-Mediated Reactions
In the entire RAPTIVA elinic svelopm:
2762

Mmamommngata'mhtwmlmd%
greater in the RAPTIVA group compared with placebo were
arthralgia, asthenia, peripheral edema, and psoriasis.

I 56 thmmruwm
BAPTIVA-treated patients,

Infections

hmﬁmuwethd’pumbwmmﬂadm&ew
portion of patients with serious infection was 04% (7/1620)
in the RAPTIVA-treated group (5 of these were

Ommnlﬁtmlﬁrmﬂmyhmhgmp[mm
INGS, Serious Infections). I the complete safety data from
mmmmwmmmmum‘
dence. of hospitalization for infetions was 1.5 per 100
patient-years for RAPTIVA-treated patients compared with
1.2 per 100, patient-years for placebo-treated patients. In-
cluding both controlled, uncontrolled, sand follow-up study
treatment periods there were 27 serious infections in 2475
m&mﬂpahm Thmmfhmaummeduun.

mdmu&h

mmn: asepunmmmgius.[mmnam‘uum upr
tic arthritis, and vertebral csteomyelitis. In controlled
Urials, the overall rate of infections in RAPTIVA-treated pa-
hﬂntlaw)’ans‘l: h.lgl:ﬂthn.u mpa!mimlmundpsﬂm
(Table

Awﬂqg&oz?ﬂm pltwaus

whu rumhmd KAPT[VA

normal in two or more liver function tests than placebo
(3.1% va, 1.5%). . s4 17 it nin

laborat dy 1 that were observed in-
cluded | thrombocytopenia, (see WARNINGS, and AD-
(40%) (including th of transient atypical lymph
mml,snﬂleukncgmﬁﬁ‘i). % ol
Immunogenicity

In patients nﬂlunﬁarl for: unt[luliea to RAPTIVA after
RAPTIVA treatmen peadiininantly

low-titer anti-
bnmmma“atherpmmmpmmofm
RAPTIVA drug product were detected in 6,3% (67/1063) of

pnm The long-term immunogenicity ofmu
Tbcdahmﬂamﬂxewmmdnmm test re-

these reasons, comparison of the incidence
ufuﬁhmwmixmﬁlhmdm:ufmﬁbuéimh
other products may be misleading. -

OVERDOSAGE *

Doses up to 4 kBCfur]Dweehﬁnllowmgawndj-
ﬁanmg(ﬂ?mmdm have heen administered with-
out an ohserved increase in acute toxieity, The maximum
administered single dose was 10 mg/kg IV, This was admin-
istered to one patient, whe subsequently was admitted to

ulﬂtnm{amlmpahsut-m‘lmd m.s]xgmﬁ:tmh-
noma were within the range expected !brthag)meml
papulation.

The majurity of the mali ins were nen

eancers; 26 cases (13 bunl, 18 squamous) in 20 p-henhu

W.7% of 2762 RAPTIVA-treated patients). The incidence

was tomparable for RAPTIVA-treated and placibo-treated

patients. However, the size of the placebo group and dura-

ﬂunul‘fhllmw-npme limived nndtdt&mﬂmmrmuf
skin canears he

mﬂlﬂw
In the combined sa:ﬁacydmbmofz’mz RAPTTVA-treated
patients, there were sight oceurrences (0.3%) of thrombocy-

the hospital for severe vomiting, In case of overdose, it is
xnmmaudedltihat\‘hepaﬂenth mn:;‘bwad for Mhﬂﬁ

an:ya::uw igns or verse reactions ar
fects and mf:f

DOSAGEANDADMINMN
The recommended dose of RAPTIVA is a single 0.7 mg/kg 85C
conditioning dose followed by weekly SC doses of 1 mg/kg
(maximum single dose mot to exceed a total of 200 myg).
ammtmdedﬁrmamdwthnmmdm
vigian of & physician. If it is éd to be approf
puﬂmmywwmmwﬁmmmmm
the' prey and inj hnique and with med:
follow-up.

[ will he by supp and q

the product should not bﬁmed.ﬂmimiheuwd]umthe

syringe with a new needle. Insert the neédle into the vial

cantaining the RAPTIVA solution, invert the vial, and keep-

ing the needle below the level of the liguid, withdraw the

dose to be given into the syringe.

No other medieations shhu]d handadd.inmluﬁmmnm
reconstituted

siiae e bcrtdech

orup=s

1 pirrea

m“m
Dommaua]beyondﬂwelpinhmdahahhwdmth
carton or vial label, RAPTIVA {lyophilized powder)
refrigerated at 2-8°C (36—46°F). wmmmm
sure to light, Store in original carton until time of nse,

HOW SUPPLIED
RAPTIVA™ {sfu}mmlh}uwpphequljbphlmed starﬂn

efalizumab, szngemmm
ingISlemﬂsﬁgatarfnfmﬁm{nmm two 25
gauge % B/8 inch needles, twoﬂmhb!weppaﬁ,lpaﬂtkﬁ!

ingert with an P _,_,putwnt“- i
The NDC number for the four sdministration dos -
ton is 50242-058-04. it
REFERENCES
LWaﬂlmWA, Gm-mm O'CuﬂnerJ mms
Chan B, m;ung'r, Humanization of an antidlym.
anngmmm-lmmdml
amibudyuﬂ m;shming the humanized antibody
y ;lgbmdﬁig to rhesus’ mu,.rmm 1996;157:4986—
Patient Infarmation
RAPTIVA (Rap-TEE-vnh)
for injection, AL 34
Head the Patient | that comes with RAPTIVA™

{efalizumab) before you start using it and cach time you get
a refill. There may be new information. This information
does not take the place of talking with your healthcare pro-
vider about your medical condition or troatment. It is im-
portant to remain under a healtheare provider's care whils
unmgm.& Do not change or stop treatment without

Mmmwmﬁﬂaﬁmhﬁmwﬁﬁm
abaut RAPTIVA.

WHAT IS THE MOST “GRI&NT |Nmmnnon I
SHOULD KNOW ABOUT RAPTIVA?

RAPTIVA can decraase the activity of your immune system,
Therefore, people using RAPTTVA may hm an increased
chance of getting:
'Sldmlﬁlﬂolu.snmmﬁuﬁmsmuldhmmﬂm

fore Mamtmgmv&!fwu@hnm&m
does not go away while taking RAPTIVA, teilynurhmhh
care provider right away.

. hmManydm Lhu&swueﬁnawﬂwufthnm-
mumne system can inerease the risk of cancer. fiyou have
had' eannarym‘lﬂmuld'hn vour healthears provider bafors
you start taking RAPTIVA. The role of RAPTIVA in tha
development of cancer is not known.

* Low platelet counts (thrombocytopenia), Platelets help
your Woed clol. Low platelets give youa higher chance for
bleeding. Call your doctor right away if you have in-
creased bruising or bleeding. Your healtheare provider
‘may do regular blood tests boubutyuurplntd&h while
you are uhngml‘m.

- Wi g of p Bome patien imre had’ severe
wnrmiq or uew forms of psoriasis while taking

or after stopping RAPTIVA. Tell your health-
mpnvﬁerdght away if your psoriasis gets worse ur i’
you st}c;’rm-nw-mnhm-dm'ins or after treatment with
RAPTIVA.
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Page 4



DUCT INFORMATION

GENENTECH/1353

- should not receive vaccines while using RAPTIVA.
VA may prevent a vaccine from working. Talk to your
mpmdmlfmneed hm&uim’am while

Ansmadjmmsdmhentulultp;m&mth
savere plaque peariasis who can be tréated with
mnmmwﬁdehody[mmthempylur

Ifyuugetmyaldu&ﬁaethba&mmmumonfwug&tm
infection, call your healtheare
Thsaegmnuta]lth!ﬂﬂeeﬁamafmn.l?mmmein

+ Store RAPTIVA vials in the rofrigerator at 36° to 46°F (2°
to B°C) until you are ready to prepare your injection. Do
not freaze or stora 8t room temperature. Once RAPTIVA
has been mixed with sterile water, you should use it right
away to inject yourself. If you are unable to inject the drug
after r, the mixture can stay at room temperature
for up to & hours. Do ‘oot use RAPTIVA that was mixed
more than 8 hours carlier.

If you are traveling, be sure to store RAPTIVA at the right
temperature. If you have any questions, ask your health-
care provider or pharmacist.
-mmxﬂmammumwmtem

* Throw away m%mnmoumm
-Kupmhahdallmqﬁchﬁm the reach of

. care nderwﬂlhavet;;deﬁdeirm&hﬁshﬂw

. you during pregnancy. If you use RAPTIVA when you

.~ are pregnant, ask your healthcare provider how you
- can be on the RAPTIVA pregnancy registry.

= If you are breast feeding, It is not known if RAPTIVA

passes into your milk, It may harm your baby. You will

1 muwdmwmwmwa«mm

E fmmﬁmmlﬁﬂmlﬂ#ﬂﬁmm
mﬂl:fmmlmm KNOW ABOUT

mmuﬁwmmmmmwum
‘and inject RAPTIVA (HOW DO | PREPARE AND GIVE
wmmmmmj.mmmm:umww
cist if yoo have any qwhm about using

TA e o] Tidoe Sha sk oibenbanecnn) of
upper leg (thigh), Wméﬁumm,urbmh
ummk. Chnngefmtﬂa}mﬁhmmm

injection.
Wahmdqm“akﬂmmﬁsam
of RAPTIVA contact your healtheare provider to find
when to take your next dose of RAPTIVA and what

& to follow after that.

u take moré than your regular dose of RAPTIVA, rall
healtheare provider right away. :

our healthcare provider regularly while using

VA. Do nbt miss your sppointments. Your health-
Wé& may do blood tests including platalet counts

dmngmmtmth RAPTIVA to check its

on. body.
T SHOULD | AVOID WHILE USING RAPTIVA?

ﬂmwmhwmmdnm
her

. i i 13

ummvmm-mm&w

your healthcare provider if you need to receive a vaecine

‘taking RAPTIVA (sce WHAT IS THE MOST IMPOR-

ANT INFORMATION | SHOULD KNOW ABOUT RAPTIVA?).

AT ARE THE POSSIBLE SIDE EFFECTS OF RAPTIVAT

VA can cause serious side effects including the fol-

g (see WHAT IS THE MOST IMPORTANT INFORMA-

SHOULD KNOW ABOUT RAPTIVA?): f

'A can affect your immune system and might cause:

s infections -

; platelet counts (thrombocytopenia)
Worsening of psoriesis
most common side effects of RAPTIVA include head-
» ¢hills, fever, nausea, and musclo aches. These reac:
n.m.my happen within the first 48 hours following
A injection, and often decrense after the first few
(5 ufmafmﬁsnkpmu,pmtpah and swell-
the arms or legs (peripheral edema) can also happen
BAPTIVA. Talk to your healtheare provider about any

NAMuinjwﬂmthltyﬂugivewmlfm: |

‘GENERAL INFORMATION ABOUT RAPTIVA

Medicines are sometimes prescribed for conditions that are

not mentioned in patient information Jeaflets. Do not use

RAPTIVA for a condition for which it was not prescribed. Do

not give RAPTIVA to other people, even if they have the

mmmmﬁmmm
the most

& 4

about RAPTIVA. If you would like more information, talk
with your healtheare provider. You can esk your healtheare
- information about RAPTIVA that

provider or pharmacist for

is written for health feuﬁmals For more information,
yonunalsona.].ll-&'?‘i -RAPTIVA (toll free).

HOW DO | PREPARE AND GIVE A RAPTIVA INJECTION?
If your dose amount is more than 1.25 mL, you will need to

Equipment
IMmmAbhstwtmynutofﬁwmﬁwmm
and place it on a flat, well-lit, clean work surface.
2. Wash your hands with soap and warm water before open-
ing the blister tray.
30mthnmud,laynn%thnm Allow the con-
- tents to come to room temperature.

As shown below, the tray contains:
* One RAPTIVA vial :

'OnelSmmeﬂ]]sdlyungnnhthmhr ¥
* Two 25-geuge needles .

mﬁﬁuurp&atmdatﬁmm
_mmingmnfﬁultemﬂ listed above,

@/ﬂ

mm\ NeﬂldPup Neodie (2) Pulll.dsyrhg.

4, Check the mmapadmmbammwmmh-
bel and syringe label. If the expiration date has
md,dunqtupeﬂ:akm.ﬂ.nalur\‘hnmﬂ]hdsy

ringe containing the sterile water. Contatt your health-

-mpmviﬂ 1

&, Remove the plastic mhhhagﬂanmhbwmmrof
mmﬁﬁmwmwuwrmmm

prep pad. Do not touch of the vial.

6, Rmnmmaufthﬂﬁ-gnugemd]ssﬁnmihm Re.
move the cap covering the prefilled syrings tip. Carefully
mmmmd%pmmmmmhp.
Remove the needle cap. Do not touch the needle.

Mixing RAPTIVA

1f your RAPTIVA doso amount is greates than 1.25 mL, re-

mtﬂhpl—ﬂﬂthﬁmmmlumdma\hhs

ter tray.

L&meﬂVAmuMmawmm
slowly puncture the rubber stopper with the needle. Very
alowly push down on the syringe plunger to inject all of
the 1.3 mL of sterile water onto the side wall of the vial to

cause less foaming, Some foaming may: happen; this is
normal.

2. With the needle and sy still in the vial stopper,
gnntlyawuitheﬁlltomm.WutﬁmmuhsfwﬂnmedA
icine to - dissolve. To avoid excess foaming, do
not shake the vial. Very slowly pull out the needle and
syringe. Do not wse the solution if it is discolored or
clnudyurlfpamcles{mhd matter) are in the solution.

The RAPTIVA solution should be clear to pale yellow.

‘Slide the needle into the cap on a flat surface to pick up
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
uppeduaadleufﬂmsymamddjmrﬂhinapm

e-resistant container (see DISPOSAL OF THE
SYRINGE, NEEDLES, AND SUPPLIES). Never reuse a
neadie.

&

Praparing the RAPTIVA Dose for Injection

IE your dose amount is more than 1.256 mL, split the dose

evenly and follow Steps 1-8 of this section using the con-

tents of two separate RAPTTVA blister trays. -

LUmmalmhalmppad.mpeﬂmmhbeuwppnrafthe
minm,gﬂ:emwwﬂsol

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

3. Knpthaﬁ'.&l’l‘NAvmlmmnpnghlmzﬂunonaﬁat
surface, andplmhthsnmdlammmthm:gh
rubber stopper on the vial.

tmmm::psﬂedwu,keeﬁngmmintheviﬂ
{The needle will now be pointing upward.). Make sure the
 tip of the needle is covered all the way by the medicine in
‘the vial, This will make it easier to get the medicine into
the syringe.

6. Pull back on the plunger to fill the syringe. Remove the
vorrect dese of medivine by reading the numbers on the

6. Hold the syringe upright and tap the side of the syringe

to let air bubbles rise o the top. Gently pu.sh in the
nlunmrd'hheajﬁngewpmmmhuhblm out.
7. After k the dose of medici
mﬂnmmksmmuwmenglaimum—
structod by your healtheare provider 1
ammmw&emmsﬂmmmm@
the syringe cap. Do not let the needle touch anything ex-
mmmmndaafmnmpl’mhthemaﬂthsmdwn
over the needle. Put the syringe down while prepuaring
vour skin for injection.

ﬁmﬁnmdm next page

Consult 2006 PDR® and f  editions for
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Selecting and Preparing the Injection Site
1. Wash your hands well with soap and water,

2. Choose un area of the body for the injection. Avoid, if pos-
sible, skin involved with pseriasis. Possible injeetion sites
include the following: -

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

S =

]faummeelumpvmgyuuannmectmn,ynnmnlw
use:

* Back of upper arms

* Buttocks

3. It is important to change (rotate) the injection site each
time you take RAPTIVA to lower your chances of soreness
‘and redness at the injection gits. Chmgﬂm:qpcﬂm
gite will also improve absorption of the medication. Re-
peat injections given in the same area should be at least
1 inch apart, Do not give an injection close to & vein that

you can see under thi surface of your skin.

4. Waah the skin at the siten?fgiectlunwithwup and water.
Let it air dry,

5. Cleanse the skin at t.hja‘imemun gite with an aleohol-
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 Inileﬂon undlr thl EH

uummn@tmmmmmm

1. Hold the syringe and remove the needle cover, 'Nisﬂng
‘the needle cover while pulling will help in the removal.
!Dnna-wmmmwauwmnm&h to touch

W

2. Hold the syringe in the hand you use to inject yourself.
Use your other hand to pinch a patch of gkin at the clean
injection sita, nnmtlsyﬂusynnge!ﬂuwnuvaﬂawﬂm
‘needle to touch anything.

&Bnldthamtu@ehmlywwmymﬂmmhsndﬁngem
‘s0 that you have steady control. Insert the needle
straight down at a 90-degree angle. This is important to
mmmmmuwmhmm
'[See first figure at top of next column]

&.Ahrlbeneadlawmhdnﬂﬂunymhﬂmahn you
‘ean gently let go of the pinched skin. Be sure the needle
‘stays in your skin. Binwly'andmeﬁlypmhﬂmplmpr
down into the syringe until it stops,

5. When all of the medicine has been i d the
mﬂnﬂdﬂﬂmt%nmmmw

thgmm;mhh-namtusathcalmhnlmpnd.&mal]
. bandage may be put over the mJe::hlm site. :

6. If your dose amount is mnrn'!hnn 1:25 ml, yon will need
to give amdnmmchmmewemdmemm

LPhwtheuneﬂnymmthmmmdhm!
hhusuhnrplmtmr‘lnu
can buy a sharps

ltyuu.rln:nl h

2. Talk to your healthcare ~about how to properky
disposé of a filled container of your fised syringes and
needles. There may be special local and state laws for dis-

- posing of used needles and syringes. Do not throw the
fillad in the h hold trash and do not

racycle.

3. The needle cap, alcohol prep pads, and other used
uuppimmbothmwnmtwﬂhyvu‘rrq;nlnrhuh.
. Always keep syringes,

injection supplies, and disposal

containers out of the reach of children
5. hmmﬂmm“ﬂm
Rx Only )
RAPTIVA™ [efalizumab)
Manufactured by: L’ ("
Genentech, Inc. ! |
1 DNA Way
South San Francisco, CAW
4826400
FDA Approval October 2003
©2008 Genentech, Inc.

Shown in Product ldentification Guide, page a1y

|ri-titk-sin}
Rituximab

WARNINGS

Fatal Infusion Reactions: Deaths w:thmﬂ hours of
RITUXAN infi have been reported. These fatal re-
actions followed an infusion reaction complex which in-
:hdsdhymmpu]momwinﬂ]hm acuhmspirnm

'ﬂhrﬂhﬂnhuruqlmgmnuhnck Apmnmuly:?;

of fatal infusion reactions
the first infusion. (See WARNINGS and ADVERSE
REACTIONS.)

| The chimence antiCD20 antibody igsproduced by mamma-

lian cell (Chinese I Ovary) suspension culture in'a

nutrient medium ¢ontaining the antibiotic gentamicin. Gen-

tamicin is not detectable in the final product. The anti-

CD20 antibody is purified by affinity and ion chro-

matography. _l'he-;:_nnﬁenm process includes
moyal

ufactured by Genentech, Inc. E'US License
lizing formulated bulk Rituximeb supplied by 'IDEC
Pharmaceuticale Corporation (US Licenst No. 1235 under
& shared man

‘arrangement.
RITUXAN is & sterile, rlaar calorless, pmmatw&free
L ™y

ate rointr

liguid {

R%Fllm is supplied at a concentration el'leg'nLi.n ai

Bm-ltomg(lomnr mumgcﬁnmb}mgie-mevm[; The
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General &
Rituximab binds spmﬂca]ly to the wngnn CDzu uu;mnn
B-lymphocyte-restricted. differentiation antigen, Bpd5), a

hydmphnbm transmembrane protein with n molecular
waight of puﬂmqtaly 85 kD located on pre-B and mature
Biymp‘lmytas man is also on > 90% of
B-cell non: ‘but is not found
on hema’c ietic. stnm ealls, normal plasma
cells or M:ngo normal tissues. lates an early
91?(:) in the anﬁva&m process for mll cy\:le initiation and
differentiation,® and possibly functions as a calcium ion
¢hannel.® CDEOmmMﬁmnthnwl}nrﬁmmﬂﬂma

(NHL),
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to the CD20 .,Biymphmym. .wdtha-!‘.dnmi
&Emﬁ%m'mm-nmem;:
of cell lysis include complement-

dapmient W%)’mmwm&mﬁu
e

(ADCC). The antibody has been
a&iwa to lnduw apoptosis in the DHL-4 human B-cell
lymphoma line,%
Normal Tissue Cross-reactivity: Rituximab hinding was ob-
served on lymphoid cells in the thymus, the white pulp of
the spléen, and & majority of B lymphocytes in peripheral
blood and lymph mdmi&tzhurmhndiﬂgmnmmamn
a:enun-lym'pimfd z:z.amed
In patients given d.ne!e dosel at 10, 50, 100, 250 or
Mmﬁm!mmwmmmhmdﬁehlf-hﬁ
of Rituximab were proportional to dose® In 14 patients
given 375 mg/m® as an IV infusion for 4 weekly doses, the
mean serum half-life was 76.3 hours (rafige, 31.5 to 152.6
hours) after the first infusion and 205.8 hours (range, 83.9
to 407.0 hours); after the fourth infosion. ™ Tha wide
range of haif-lives may reflect the variable tumor burden
ﬁmp&eﬂbmﬂ&ecﬁmmmﬂﬂﬂﬂwﬁw(nmﬂ
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IV infusion at weekly intervals for 4 doses to 203 patients
naive to RITUXAN, The mean €, following the fourth in-
fusion was 4396 pg/mL (range, ?75&3966].1&‘!11.)»'[‘118
peak and trough serum levels of Rituximab were inversely
correlated with baseline values for the number of circulat-
ing CD20-pesitive B cells and measures of disease burden.
Median steady-state serum levels were]nghx respond-
ers compared with n . no differance
mmmmamuwmnmwm
half-life. Serum levels were higher in patients with Interna-
tional Working Formulation (TWF) subtypes B, C, and D as
mmdmmmwma.mmhuam
able in the serum of pati 3tn6 after

of treatment.
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Whhmmatwmklymuhfnrﬂdaamﬁ?pmm
The mean C,,,, after 8 infusions was 550 pg/mL (range, 171
to 1177 pg/mL). The mean C,,,, increased with each succes-

Patients who develop severe infusion reactions should sive infusion through the eighth infusion (Table 1),

have RITUXAN infusion discantinusd and receive med- " Table 1 'y

jeatpntmont Rituximab €, Values

Tumor Lysis Syndrome (TLS) Amﬁe renal failure re- -

quiring dialysis with mhneen of fatal outcome has ‘Infusion Number Mean c..'._. Range
hqm reported in the setting of TLS following treatment - ~ pg/mL pgml
it s g : T34 242:6 16.1-581.9"

Severe Mucocutaneous Reactions: Severe mueocuta- - ———

neous wu.etiom. with fatal outcome, hlw been re- 2 357.5 106.8-948.6

ported in association with RITUXAN t. (See ;

WARNINGS and ADVERSE mm'tbmm 8 3813 1105-731.2
DESCRIPTION - ape ¢ it 460.0 138.0-835.
mmmm imak ibody is & g icall

el S tibody & 5 4753 156.0-929.1
rected W ﬂiﬁ Cmﬂ !.Iﬂ:lg&n ﬁnmﬂ on the surface of 8 5154 1527-865.2
ig r tes, The antibody is an 4
IgGy hmit imnmsldhnlin- murine light- and 7 544.6 187.0-936.8
hesvy-chain variable rogi and i /
region Rituximab is d of two heavy 8 550.0 170.6-1177.0
m#ﬂllmmmmwmmﬁmm i : i

amds(bmedmcDNAanﬂym]mdhasmapptmhm
lecular weight of 145 kD, Rituximab has a binding affinity
for the €D20 antigen of approximately 8.0 nM.

y suf and editions

when adminis-

The pharmacokinetic profile of
tered as 6 infusions of 375 mg/m® in combination with &
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