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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
eystic fibrosis (65 aged 3 months to <3 years, 33 aged 5 to
=10 years), The PARI BABY™ reusable nebulizer (which
uses @ facemusk instead of & mouthpiece) was utilized in
patients unable to demonstrate the ability to inhale or ex-
hale orally throughout the entire treatment period (H4/65,
B3% uf the younger and 2/33, 6% of the older patients). The
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 compared to
/33, 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 older
age group (2365, 36% compared to 933, 27%) as was the
number reporting rash (4/65, 6% as compared to 0/33). The
nature of adverse events was similar to that seen in the

larger trials of Pulmozyme® (dornase alfa) Inhalation |

Salutinn.

Allergic Reactions

There have been no reports of anaphylaxis attributed to the
administration of Pulmozyme to date. Urticaria, mild to
moderate, and mild skin rash have been observed and have
been transient, W'thm all of the studleu, a small percentage

(mmgu of 2-4%) of p ts t ] with Pul me de-

rum antibodies o Pul None of these pa-
tients developed maphﬁma, and ths chn.u:a] significance
of serum a fics to Pul .
OVERDOSAGE

Single-dose inhalation studies in rats and monkeys 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 mgfkg are also well toler-
ated by rats.

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

DOSAGE AND ADMINISTRATION

The recommended dose for use in most cystic filbrosis pa-
tients is one 2.5 mg single-use ampule inhaled once daily
using a recommended nebulizer. Some patients 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).

Table B
R, AR N e T p Q b
Jot Nebulizer Compressor
Hudson T Up-draft TI® with FPulme-Aided®
Marguest Acorn TR with Fulmo-Aide® -
PART L.C Jet" with FARI PRONEE®

*PARI BABY™ with
Durable Sidestream® with
Durable Sidestream® with

FPARI PRONEB®
MOBILAIRE™
Porta-Neb®

*Patients who are unablé to inhale or exhale orally
throughout the entire nebulization period may use the
PARI BABY™ nebulizer.

Patients who use the Sidestream® Nebulizer with the
MOBILAIRE™ compressor should turn the eompressor con-
trol knob fully to the right and then turn on the compressor,
At this setting, the needle gn the pressure gauge should vi-
brate between 35 and 45 pounds per square inch (highest
pressure autput).
No data are currently available that support the adminis-
tration of Pulmozyme with crl.hlrr m:hnhm Eyntema The pa-
tient should follow the tions on the
use and maint of the equip
Pulm;imnshmzld not be diluted or mixed with other drugs
in the nebulizer. Mixing of Pulmozyme with other drugs
could lead to adverse phwtcot.hemlcal and/or functional
in Pulmozyme or the admixed compound. Patients
should be advised to squeeze each ampule prior to use in
order to check for leaks.

HOW SUPPLIED
Pulmozyme® (dornase alfa) Inhalati

Salats LTI
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exposuro, was similar across body weight quartiles.
RAPTIVA clearance wes not significantly affected by gender
or race, The pharmacokinetics of RAPTIVA in pediatric pa-
tients have not been studied. The efferts of renal or hepatic
impairment on the plmrmncok:matu:ﬂ of RAPTIVA have not
been studied.
Pharmacodynamics -
At o'dose of 1 mgfkﬂwk SG RAP'I‘IVAmdueed expmswnof
CD11a on circulati
25% af pre-dese \mlues mtd wdumd free OD11a bmdmg
sites to a mean of =6% of pre-dose values. These
endynamic effects were seen l—idayaa.ﬁerthafmttkm
and were maintained between weekly 1 mg/kg SC doses.
Following discontinnation of RAPTIVA, CD11a expression
returned to a 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 and stayed at compa-
rable Jevels at 13 weeks, No assessments of CDla expres-
sion or free CD11la binding sites were made after 13 weeks,
In clinical trials, RAPTIVA treatment resulted in a mean
increase (relative to baseline) in white blood cell (WBC)
owntut‘ 34%. | g of mean lymphoeyte counts and an
inophil counts of 29% due to decreased leu-

binant human DNase on aucerbnhnns of respu-atmy
and on pul with
mtll: fibrosis, N EnglJ Med 1994;331: 5374'.-’
8. MeCoy K, Hamilton 8, Johnson C, Effects of 12-week ad-
ministration of dornase alfa in patients with advanced
cystic fibrosis lung disease. Chest 1996;110:889-95,

o0 A
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Shotwn in Product Identification Guide, page 313

RAPTIVA™ B
[rdp-te vd]

(efalizumab)

For Injection, subcutaneous

DESCRIPTION

RAPTIVA™ (efali bj is an 1 ppressive recom-
hinant humanized 1gG1 kappa isotype lonal antibody
that binds to human CD11a (1). Efali b has a malecul

weight of approximately 150 ki]odnlbms and is pmduoed in
a Chinese hamster ovary
tem in a nutrient medium containing tha nnt:bmm gmta
micin. Gentamicin 1s not detectable in the final product.

RAPTIVA is supplied as a sterile, white to off-white, lyoph-

koqtaadheﬂunmhlmﬁvmelwalhanﬂdamamdtmmck
ing from the vasculur compartment to tissues. At Day 56 of
1 mg/kg/wk RAPTIVA treatment, 32% (213/676) of patients
had a shift in total WBC from low or normal baseline value
to above normal, 46% (324/701) had a shift to above normal
ghsolute lymphocyte counts, and 5% (35/675) had a shiff to
above normal sosinophil counts. Following discontinuation
of RAPTIVA treatment, the abnormal elevated lymphocyte
counts took approximately 8 weeks to normalize among pa-
tients who had gbove normal lymphocyte counts. Plasma
samples collected after first administration of 0.3 mg/kg IV
RAPTIVA indicate that at 2 hours TNF-a and IT-6 plasma
mmwsmmamvﬂ;mm
with baseline. Plamunmplea llected

tration of 0.7 SCRAP’I'NAindmm thntatkdays,
1L-6 levels were alevated (10 pg/mL as compared with
pg/mL ay baseline), whereas TNF-u was not detectable. ln
RAPTIVA-treated patients the mean levels of C reactive
protein increased from baseline hy 67% and the mean levels
of fibrinegen increased by 15%.

RAPTIVA was evaluated in foor lomized, double-blind,
laceb trolled studi mn.dultsw:thuhmmc (>6

months), stable, plaque psariasis, who had a minimum body
surface ares involvement of 104 and who were candidates
for, or had previously received systemic therapy or photo-
therapy. In thasa studies 54 ?0‘% ofpahenh; had previously
received & th or p (PUVA) for pso-
riasis; Pabqnts with dmlcn]]y mgm.ﬂl:ant flares and pa-
tients with guttate, erythrodermic, or pustular psariasis as
the sole furm of psoriasis were 1 from the st

ilized powder in single-use glass vials for sub ig (SC)
injection. Reconstitution of the single-use vial with 1.3 mL
of the supplied sterile water for injection (non-USP) yields
ly 1.5 mL of solution to deliver 125 mg per 1.25
mL(IDﬂmgmejothPTWA.'ﬂlemnlﬁwatarﬂurm)whun
1 does not eomply with USE requi for pH.Af.
ter reconstitutian, RAPTIVA is a clear to pale yellow solu-
tion with & pH of approximately 6.2, Each singlé-use vial of
RAPTIVA contains 150 mg of efalizumab, 123.2 mg of su-
crose, 6.8 mg of L-histidine hydrochloride monchydrate,
4.3 mg of L-histidine and 8 mg of polysorbate 20 and & de-
gigned to deliver 125 mg of efalizumab in 1.25 mL.

CLINICAL PHARMACOLOGY
Mechanism of Action
RAPTIVA binds to CD]J.B, the o subunit of leukocyte fune-
tion antigen-1 (LFA-1), which is expreased on all leukoeytes,
and decreases cell surface expression of CD11a. RAPTIVA
inhibits the binding of LFA- l t.o mtemllular adhesjon
molecuie-1 (JCAM-1), thereby ¥ g the adhesion of len-
kocytes to other cell types. Interaction between LFA-1 and
TCAM-1 contributes to the initiation snd maintenance of
muinpls pmeem un:lur]mg achvnﬁnn ai' T lymphoeytes,
of T | cells, and migra-
hauoleymphmwtesmarbewfmﬂmmahun ineluding pso-
riatic skin. Lymphocyte activation and trafficking to skin
play a role in the pathophysiology ufchmmcphque psorm—

Pati d ‘tnreﬂeweﬂnmaflmdkgor
2m§kgufR&PTIVAorplo,cebondmstemdmelwwk
for 12 weecks. Patients randomized to RAPTIVA received
0.7 mgfkg as the first dose prior to receiving the full as-
mpnddnsemsuheequantweek& Dmngthﬁlmdles,w

tients could low ey topical ster-
oids, No other it he ,'_ were allowed
during treatment or the fallow-up period.

Patients were evaluated using the Psoriasis Area and Se-
vmwhdﬁ(PASl}ﬁwmgthesmdyThePAslwawmpu&
ite scorc that takes into ideration both the fraction of
body surface area affected and the nature and severity of
the peoriatic within the affected regions (erythema,
infiltration/plague thickness, and desquamation). Buth
treatment groups in all four studies had baseli

PASI scores of 17, Bathtm&hnantxtwpsmaﬂfnur
studies had baseline median body surface aren involvement
ranging between 22-28%. Compared with placebo, more pa-
tients randomized to RAPTIVA had at least a 75% reduction
from baseline PASI score (PASI-75) 1 week after the 12-
week treatment period (Table 1), RAPTIVA 2 mg/kg was not
superior to RAFTIVA 1 mg/ky.

Table 1
Pmporhm of Patients with =75% TImprovement
in PASI after 12 Weeks of Treatment (PASI-75)

in single-use ampules, Each ampule delivers 2. 5 mL of a

sterile, clear, colorless, agqueous solution containing

1.0 mg/mL dornase alfa, 0.15 mg/mL caleium chloride dihy-

drate and 8.77 mgmL sndium chloride with no preservi-

tive, The nominal pH of the solution is 6.3,

Pulmozyme is supplied in:

* 30 unit cartons eontsining 5 foil ponches of 6 single-use
ampules: NDC 50242-100-40,

Storage

Pulmozyme® (dornase alfa) Inhalation Solution should be

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

abnu]d bs]lrﬂbecha&fmm strong light. Do not use beyond the

sis, 1n pscmanc skin, lbm 1 eell surface expression is up- ' RAPTIVA Differsiice
and | ytes. CD11a is also Placeho 1 mghgwk  (95%CD

erpremdouthssurfamafl!lymphncyten _m,nuu

trophils, natural killer cells, and other tudy 1 FL S 97e 24

fore, the potential exists for RAPTIVA to affect ‘the mvn— i n=187 n = 360 (169 ?;Qq,;

tion, adhesion, migration, and numbers of cells ather than oS

T lymy Study 2 2% 395 7%

Phlnllmkirllﬂﬂ n=170 n =162 (28%, 46%)

In patients with moderate to severe plaqus psoriasis, follow- A

ing an initial SC RAPTIVA doso of 0.7 mg/kg followed by 11 | Study 3 5% 229" 17%

weekly SC doses of 1 mg/kg/wk, serum concentrations n=122 n =232 (9%, 27%)

reached a steady-state at 4 weeks with a mean trough con- .

centration of approximately 9 p,g/mL (n = 28). After the last Study 4 L 3% 24%" 2i%

dose, the mean peak tration was app ‘n=236 1= 450 (1R%, 27%)

12 pg'mL (n = 25). Mean steady-state clesrance was 24 ml/
kg/day (range = 5-76 mL/kg/day, n = 25}, Mean time to clim-
inate RAPTIVA after the last steady-state dose was 25 days
(range = 13-35 days, n = 17). The mean estimated RAPTIVA
S0 bivavailability was 50%. In a population pharmacoki-
netie analysis of 1088 pati body weight was found to be

date stamped on the ampule, Unused 1

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

I jon will be

e by wapp S

the most signifieant covariate affecting RAPTIVA clearanee.
In patients receiving weekly SC doses of 1 mg/kg, RAPTIVA

editions

# 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 indoration, scal-
ing; and erythems) contributed comparably to the improve-
ment in PAS]L Other clinical responses evaluated (Tahle 2)
ingluded the proportion of patients who achieved minimal
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or clear status by a static Physician (ilobal 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-

ing the 12-week tmatmeutpennd The sPGA is a f category RAPTIVA Difference®

amiu ranging from “very sevam to “clear” indicating the Outcome Measurement Study Placeba 1 mglkgiwk (95% CI)

physician’s overall t of the psoriasis severity fo-

ousing on plaque; sealing and srythema. Treatment sPGA: Minimal or Clear 1 3% 26% 23% (16, 30)

of minimal or clear consisted of none or slight elevation in | - 2 3% 32% 29% (21, 39)

plague, none or minimal white color in sealing, and up to a 3% 19% 16% (8, 25

mderahdaﬁmmmdwlomﬁmin'ejythmn.ﬁmasnﬂfuur 4 4% 20% 16% (11, 22)
the p with baseline sPGA clas- : -

gifientions nfmm WS 48-56%, severe 33-43%, and | >50% improvement in PASI 1 14% 59% 45% 137, 53)

3-6% ware classified ns very severe. (PASI-50) 2 15% 61% 46% (37, 56)

[See table 2 at right] 3 16% 52% 36% (26, 47)

In Study 1, 12% of RAPTIVA-reated patients achieved a 1 14% 52% 38% (31, 45)

PASI-50 at Week 4 compared with 5% for placebo. The me-

ber of

dian time to PASI-50 among PASI-75 achievers was ag
imatﬂla myﬁwwku Similar results were observed in Studies 2,
o 4
In Study 3, sustained response to extended RAPTIVA trest-
ment was evaluated RAPTIVA-treated patients who
achieved a PASL-75 response at Week 12 were re-random-
ized to raceive RAPTIVA or placebo for a second contiguous
12-week treatment period. Sixty-one of 79 patients (77%) re-
randomized to & second 12-week treatment period with
BAPTIVA maintained PASI-75 response compared with 8 of
40 patients (20%) re-randomized lo placebo. Sustained re-
sponses to RAPTIVA have also been observed in uncon-
h‘nllnsi.npen label extension treatment trials when patients
received RAPTIVA without in| ion for 24 weeks.
In Study 2, response to |nt:ermilﬂ.enl: RAPTIVA t

'11:9 t in each study and treatment group is the same as listed in Table 1.
*p <0001 for mmpanson of RAPTIVA group to placebo group using Fisher's exact test for all

tion ‘and altemntrva mpsomtlc therapy to munage t.he

Dmnlhbormmy Test Interactions

pRoriagis wor Patients, ineluding those not resy
ing to RAPTIVA treatment, should be chmly observed fal-
lowing discontimuation of RAPTIVA, and appropriate psori-
asis treatment instituted as necessary,

PRECAUTIONS

Immunosuppression

The safety and efficacy of RAPTIVA in hination with

in lymphocyte counts related to the pharmaeco-
logu thecharism of scticn ase frequently observed during
RAPTIVA treatment (see CLINICAL PHARMACOLOGY,
thndynanunl
is, Mut: is, I i t of Fertility
Long- ~term animal studies have not been conducted to eval-
uau the carcinogenic potential of RAPTIVA.

or.har immunosuppressive agents or photatherapy have not
luated. Patients g other |

mmluaudmng who achieved PASL-T5 re-
sponse with 12 weeks of RAPTIVA treatment and were fol-
hwadnﬂ‘mmtlmtdmlapseofpoonmmhﬁof
). In patients who d RAPTIVA
treatment upon relapse of psoriasis, 81% (17/55) re-estab:
lished a PASI-75 response (compared with the initial base-
line). After 12 weeks of treatment, the median duration of a
PASI-75 response after RAPTIVA discontinuation was be-
tween 1 and 2 months.
The safély and efficacy of RAPTIVA therapy beyond 1 year
have not been established.

sive agents should not recsive concurrent therapy with
RAPTIVA because of the possibility of increased risk of in-
fections and malignancies.

Immunizations

The safety and efficacy of vaccines, administered to patients
being treated with RAPTIVA have not been studied. In a
small clinical study with IV administered RAPTIVA, a sin-
gle dose of 0.3 mg?kgmmpnmaryimmmnm
with a necantigen decreased the

injections of male 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 af-
fects on mating, fertility, or rapruimtnm parameters. The
clinical significance of this abservation i is uncertain,
Gemmm dies were not cond
Pregmant\r ilhmurv GI

pr fies have not been od with
RAPI‘WA. Itis a]so natknuwnwhemer RAP'I'IVAm cause
fetal harm when t woman or can
affect npmauctmn capacity. RAPTIVA should be given to a

sponse, and a dose of 1 mgmgnhmutmmplehlyahluwdlt
A dose of 0.3 mglkg TV has
Eﬁwwmmemmndﬁdmeﬁlwsc hch:mpan
zees exposed to RAPTIVA at =10 times the clinical exposure
level (based on mean peak plasma levels) antibody re-

INDICATIONS AND USAGE

RAPTTVA™ (efuli b} is indieated for the tréatment of
addtpuhmh[lﬂpmmol&er]mm hrom e to

severe plaque psorrmm who are candidates for systemic

Civeritoiy bisiis nus toxoid
COMICAHM

RAPTIVA should not be administered to patients with
- known_ hypersensitivity to A or any of its
components,

WARNINGS

Serious Infections.
RAHWAhmmmunmupmmlveagammdhasthepu-
tential to increase the risk of infection and reactivate latent,
chronic infections. RAPTIVA should not ba admini d to

wmdmadfoﬂmngmmnmmw:tkm
d with unt d control Acel-

woman only if clearly needed.

Ina developmental toxicity study conducted in mice using
an anti-mouse CD11a antibody at up to 30 times the equiv-
alent of the recommended clinical dose of RAPTIVA, no ev-
idence of maternal toxicity, embryotoxicity, or teratogenicity
was observed when administered during organogenesis. No
adverse effects on behavioral, reproductive, or growth pa-

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; nnwﬂrhmng&meofﬂ?msfhg
is recommended 1o reduce the incidence and severity of re-
actions associated with initial dosing (see DOSAGE AND
ABWIS‘I‘BATION) One case of aseptic meningitis re-

- patients with c]mll:al]y lmpcrtant infections. Caution
? uld be 1sed when idering the use of RAPTIVA

n patients with a chronic m.ﬂechun or hm.nry of recurrent
infections, If a patient develops a serious infection,

RAPTIVA should be di tinwed. New infections develop-
ing during RAPTIVA ¢ t should be itored. Dur-
r_ngt.heﬁmtmweeksaf lled tri ious infecti

oceurred in 7 of 1620 (0.4 %) RAPTIVA-treated

italization has been observed in association
with Lrutlul dosing (sec ADVERSE REACTION’S Inflam-
matory/i M.
information for Patients
Patients should be informed that their physician may mon-
itor platelet counts during therapy. Patients should be ad-
vised to seck immediate medieal attention if they develop
any of the signs and symptoms associated with severe

mﬁdwﬁhluf?lﬁtﬂl%}pmmwdpamtﬂm
ADVERSE REACTIONS, Infecti
mmmghnsmbah&mm mv;lu&mi w}lu]ma pneumumn. ab-

teritis
Legionmims disease; and vertebral osteomyelitis (note
some patients had more than one infection).
nancias

Malig
RAPTIVA is an immunosuppressive agent. Many immuno-

such as easy bleeding from the gums,
hrnmmg. or pete&me Patients should also be informed
that RAPTIVA is an immunosuppressant, and could in-

crease théir chances of developing an infection or & malig-
nancy. Patients should be advised to promptly eall the pre-
seribing doctor's office if they develop any new signs of, or
receive 4 new diagnosis of infection or malignancy while un-
dergoing treatment with RAPTIVA,

Female man“ah«ﬂdﬂmhaldmdwnﬂﬁfrth!uphy

while taking RAPTIVA (ar

mmhw.mmﬁdh inerease the risk of
i . The role of RAPTIVA in the development of ma-
lignancies is not known. Caution should be exercised when
considering the use of RAPTIVA in patients at high risk for
ma!lgmnuyarmthamwry of malignancy. If & patient de-
‘malignancy, RAPTIVA should be discontinued (see

)

Thrombocytapenia

Platelet counts at or below 52,000 cells per uL were ob-
served in 8(0.3%) RAPTIVA.treated patients during clinical
ﬁ:alsmmparsdmthnmmmgthapmmmtndpu

if they b
mthmﬁwaehofdamnhnmgm&)mdhadmd
of the existence of and encouraged to enroll in the RAPTIVA
If a patient or caregiver is to administer RAPTIVA, ha/she
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
RAPTIVA Patient Package Insert. In addition, patients
should have available matarials for and be instructed in the

di of needles and syringes to comply with state

tients (see mqmm REACTIONS, Tt
Fiye of the 8 patients reeawed & course of systemic steroids
for thrmnhvcytupwa mbocytopenia resolved in the 7
te receiving adequate follow-up {1 patient was lost to
llow-up). Physicians ahauid !'nl!nw panents closely for
igna and sympt of th of

mpical laws. Patients should also be cautioned against
reuse of syringes and needles.
Lnbmntur'r Tm
t of platelet counts is r {ed upon initiat-
Ing and periudim]]y while receiving RAPTIVA treatment, It
ded that assessments be more frequent when

platelet counts is recommended during tr t with
RAPTIVA (see PRECAUTIONS, Laboratory Tests) and
RAPTIVA should be discontinued if mmmhmﬂ.openm de-
vellm

is Wi ing and Vari

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

Drug b i

Wmmgod‘pmas:scanoocurdnnngnraﬂ.sr tin
ation of RAFTIVA. During clinical sl‘.uchon. 18 of 2589 (0. ?%l
of RAPTIVA-treated pati had W ing of pso-
riasis during tr (n=5)or _peatbasehne
after discontinuation of RAPTIVA (n = 14) (see ADVERSE
REACTIONS, Adverse Events of Psoriasis). In some pa-
tients these events took the form of psoriatices

or pustular psoriasis. Some patients required hospitaliza-

No formal drng interaction s‘tudms have been per-
formed with RAPTIVA. RAFTIVA should not be used with
other immunoguppressive drugs (see PRECAUTIONS,
Immunosuppression).

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

TIONS, Immunizations).

8 were observed in offspring of female mice subcu-
taneously treatad with an anti-mouse CD11a antibody dur-
ing gestation and lactation using doses 8- to 30-times the
equivalent of the recommended clinical dose of RAPTIVA.
At 11 weeks of age, the offspring of these females exhibited
a significant reduction in their ability to mount an antibody
response, which showed evidence of partial reversibility by
25 weeks of age. Animal studies, however, are not always
predictive of human response, and there are no adequate
and well-controlled studies in pregnant women.
Sinuathe em ufRAPTIVAm pmg‘mntwnmenud ftal
1 nt are
m knawn, healtheare | providers m enr.umgeﬂ to enroll
wha'b pregnant while taking RAPTIVA (or
mthm&weeksofdumntmmngﬂml\’a\}m the RAPTIVA
l’resmnw Registry.

lt i8 not kn_nwn whether RAPTIVA is excreted in human
mille. An anti-mouse CD114 antibody was detected in milk
samples of lactating mice exposed to anti-mouse CD11a
antibody and the offspring of the exposed females exhibited
significant reduction in antibody responses (see PRECAU-
TIONS, Pregnancy). Since maternal immunoglobulins are
known te be present in the milk of lactating mothers, and
animal data suggest the potential for adverse effects in
nursing infants from RAPTIVA, a decizion 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.
Pediatric Use
The safety and efficacy of RAPTIVA in pediatric patients
hiave 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
age. Although no differences in' safetynrerﬂicscywareub
served hetween older and young, the ber of
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 pop-
;i;l:u;m in general, caution should be used in treating the
erly.

ADVERSE REACTIONS

The most serious adverse reactions observed during treat-
ment with RAPTIVA were serious infections, malignancies,
thromhocytopenia and psoriasis worsening and variants
(see WARNINGS).

The most common adverse reactions associated with
RAPTIVA were a first dose ti lex that included
headache, chills, favar, nausea, and myalgul mth:n two
days folluwmg the f:m two i Th,eae are
dose-level related in e and y-and were largely
mild to moderate in mnty when a md.mnmng dose of
0.7 mgkg was used as the first dose. In placebo-controlled
trials, 29% of patients treated with RAPTIVA 1 mglkg de-

Continued on next page

Consult 2005 PDR* supplements and future editions for revisions
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veloped one or more of these symptoms following the first
dose compared with 16% of patients receiving placebo. After
the third dose, 4% ands%ofpnhmtumngmh
1 mg/kg and placebo, respoctively, experienced these

toms. Tess than 1% of patients discontinued RAI’TNA
treatment hecause of these adverse events.

Other adverse events resulting in_discontinuation of
RAPTIVA. were psoriasis (0.6%), pain (0.4%), ar-
thritia (0:4%), and l.rthra].g:n (0.3%),

conditions,

lucted under widely v
adwra&mar:lmn rates observed in the clini

trials of pne drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates
observed in practice,
The data descnhad below reflect RAPTIVA exposure for
2762 adult peoriasis patients (age range 18 to 75 vears), in-
cluding 2400 patients exposed for three months, 904 for six
monthe, and 218 exposed for one year or more, in all con-
trolled and uncontrolled studies. The median age of patients
recaiving RAPTIVA was 44 vears, with 189 patients above
the age of 65; 67% were men, and 88% were Caucasian
These data ineluda patients troated at doses higher than
the recommended dose of 1 mplkeg weekly. |
cumuaadwmmm?mmmummmm
for estimating the frequency. of RAPTIVA-related adverse
drug reactions, Table 3 enumerates the adverse ovents oc-
em'rlngdunng controlled periods of the elinical trials where

the frequency of the adverse events is at least 2% greatar in
the RAFH\(Arh'eatsd graup than the placebo m;q). '

Adverse Events in Placeho Cuntm]]ad Stady Periods
Reported at a =2% Higher Rate in the 1, HB&WK

RAPTIVA Treatment than Plnl:ehu o
A
Placebo W
(n.=715), [n 1213)
Headache 159296 " 3
Infection® 188 (26%) 350 m
Chills 32 (4%) 154 (13%) |
Nmen 51 (%) 128 (11%)
38 (5%) 122 (10%) .
Myalgla 35 (5%) 102 (8%)
Flu Syndrome 29 (4%), 83 (7%)
Fever 24(3%) . BO(TE)
Back pain 14 (2%) 50 (4%)
Acne 4 (1%) 465 (4%)

e oAt B gl

and ofhernun-ﬂpectﬁe infec-
tum& Mmmmmqnmﬂectﬁc infection was upper res-

Adverse ewntu occurring at a auta butwun 1 nnd 20
greater in the RAPTIVA group compared with placebo were
arthralgia, asthenia, peripheral edema, end peoriasis.
The following serious adverse reactions were nbpezwd in
RAPTIVA-treated patients,

Infections

In the first 12 weeks of placeb
portion of patients with serious infection was 0.4% \7!1320)
in the RAPTIVA-treated group (5 of these were hospitalized,
0.4%) and 0.1% (1/715) in the placebo group (see WARN-
INGS, Serious Infections). In the complete safety data from
both eontrolled and uncontrolled studies, the overall ingi-
dence of hospitalization for mfeuthm: was 1.6 per 100
patient-years for RAPTIVA-tr d ] with
1.2 per 100 patient-years mrylamho-trmudpmmm-
e.tud.mg both controlled, uncontrolled, and follow-up study

treatment pericds there were 27 serions ions in 2476

0| B TS

‘topenia of <52,000 cells per pL reported (see WARNINGS,
i ’I'hmuftheeight patients were hos-
italized for thr P including ome patient with
hawy utering hleeding; all cam were consistent with an
immune mediated thromby tibod
was evaluated in one patient and was found to be pusltme.
Each case resulted in discontinuation of RAPTIVA. Based
on available platelet count measurements, the nnget of
platelet decline was between 8 and 12 weeks after the first
dose of RAPTIVA in 5 of the patients, Onset was more de-
layed in 3 patients, oceurring as late as one year in 1 pa-
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 combinéd safety database from all studies, serious
psoriasis adverse events occurred in 19 RAPTIVA-treated
patients (0.7%) mrlud.mg husp.li.u]jxal.lun in 17 patients (see
WARNINGS, P

T

Most of these
events (14/19) oceurred n.ﬂ.w discontinuation of study drug
and occurred in butix pahmm mpand.mg and not respond-
mgw RAPTIVA & t. Serious. events of paori-
asis included pustular, erythrodermic, and guttate sub-
type& Dlmng thu ﬂrst 12 weeks of treatment within
dies, the rate of psoriasis adverse
events (serious nnd non-serious) was 3.2% (52/1620) in the
RAPTIVA treated patients and 1,4% (10/715) in the placeho-
treated patients.
vpuumhlvhy Reactions

WI'IVA should be uﬂmmmwmd using the sterile, dispos-
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-
dle to the syringe. Remove 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 aleohal swab, do not touch the top of the
vial. To prepare the RAPTIVA solution, using the provided
pre-filled diluent syringe slowly injeet the 1.3 mL of sterile
water for injection (non-USP) into the RAPTIVA vial. Swirl
the vial with a GENTLE rotary motion to dissolve the prod-
uet. DO NOT SHAKE. Slm.lungmll cause foaming of the
RAPTIVA solution. Generally, dissalution of RAPTIVA takes
less than i minutes. RAPTIVA s provided as a single-use
vial and contains no antibasterial preservatives. Reconsti-
tote immediately before use and use only onee. Tf the recon-
stituted RAPTIVA is not used immediately, store the
RAPTIVA vial at room temperature and nse within 8§ hours,
The reconstituted solution should be clear to pain yellow

and free of particulates. |

Administration 1

Parenteral drug products should be inspected visually for

nammhle miatter and diseoloration prior to subeut
ration. IT particulat discolorations are noted,

ur t
the produet should not be used. Replace the needle on the
sythgewithnnewnnuﬂo.luswtlheneedhinmtheml

inted with'a hypet itivity veacti
dyapmmthmn,mmm, angioed i
rash) were eviluated by troatment group. Tn the first 12
mbmmmammmmmmofm
tients at least one reaction was
8% (95/1213) in the 1 mg/kg/wk group and 7% (48/716) pa-
tients in the placebo group. Urticaria was observed in 19 of
patients (16/1213) recsiving RAPTIVA and 0.4% of patients
(3/715) receiving placebo during the initinl 12-week treat-
ment period. Other observed adverse events in patients re-
ceving RAPTIVA that mh md:mt:w ufhypemmvaty
inelnded:] multiforme,
mﬂmu.mduﬂnrgmdmganmﬂnmﬂuemnentwuhm
mundmthn serumi mlmm&lﬂmmmm_

le.'g-.

In the entire RAPTIVA clinical develupment program m'
2762 RAPTIVA: 4 s, i

immune-mediated adverse-events resulting in hnspur.al:izn—
tion included inflammatory arthritis (12 cases, 0.4% of pa-
tients) and interstitial pneumonitis (2 cases); One ease each
of the following serious advirée reactions was observed:
transverse myelitis, bronchiolitis obliterans, aseptic menin=
gitis, idiopathic hepatitis, .siniedﬂﬂ.itis,- and sensorineural

uhomm-

In RAPTIVA- ion in alkaline

phonphm (5. Unrwl-] was nbsau-ved 4% of RﬁP’[‘IVJ\-
treated patients a shift to above pormal values

compared with 0.6% of placebo-treated patients. The clini-

cal significance of this change is un} bers

of RAPTIVA-treated patients experienced elevations above

nmﬂmtwnwmuhvmmtmm;ﬁmba
(3.1% wvs, 1.6%).

Other laborat i thai.wmuhserved in=
cluded .thrumbwytopﬁma, {see WABN]NGB, and AD-
VERSE REACTIONS, Thrombocytopenia), lymphocylosis
(40%) (including three cases ofr.ranmt e.tnnu.l Iymphocy-
tosis), and leukneytosis (26%

Immunogenicity

In patients evalusted [or uatl.bud.ieu to RAPTIVA after
RAPTIVA treatment ended, predominantly low-titer anti-
bodies to RAPTIVA or other profein components of the
RAPTIVA drug product were detected in 6.3% (67/1063) of
patients. The long-term immunogenicity of RAPTIVA is

RAPTIVA-treated patients, These infections included cellu-
litis, preumonia, abscess, sepsis, sinusitis; b hitis, gas-

mammmepmmﬁpamummtm

troenteritis, aseptic meningitis, Immaim's djmm sep-
tic arthritis, and vertebral osteomyelitis. In controlled
Lriuls, the overall rate of infections in RAPTIVA-treated pa-
tients was 3% higher than in placebo-treated patients
(Table 3),

Malignancies
Among the 2762 i plb&nl-a wh.u rewi\ced B.AP'.['IVA
at any dose (median d 8 ths), 31 pati were

dwgncaa& with 47 malignancies (see, WAR‘N]NGS. Malig-
nancies). The overall incidence of malignancies of any kind
was 1.8 per 100 patient- years | for RAPTIVA-trsated yatwntu

sults puemvefwamﬂndmshma
the ELISA assay, and are highly d ! it
wandqm:ﬁutyn{theaum.&ddml}y thenbeemd
incidence of mtihndy poartmty in an assay may he mﬂu-

enced by luding p
b S Tiacks ; di mundﬂrb.

ing disease, For these reasons, comparison of the incidence
ufmhhod:e@hRAPﬂVAwﬂhmmadma; ufqntibndieata
other products may be

OVERDOSAGE .

Doses up to 4 mgkg/iwk SC for 10 wesks following a condi-

compared with 1.6 per 100 -years for placel tioning (0.7 mg/kg) first dose have been administered with-
patients. Mahgnanc:es ohsmad in the RAPTIVA-treated | out an observed increase in acute toxitity, The maximum
patients d non ! skin, non-cutane- | administered single dose was 10 mg/kg IV, This was admin-
ous eohd Hodglkin's lymph andnoandgkIns istered to one patient, who subsequently was admitted to
and malignant. The incidence of non the b “forsmmvmmmglnmnfwerﬁm it is
solit burmiors (8 in 1790 patient-years) and malig mala- ded that the ¢ t be monitored for 2448 hours
noma were within the range i for the g ne i t'ur any acule signs ursymptcma of adverse reactions ar ef-
population. s ) s = fects and appropriaté Lreatment instifuted.
it A it by " | DOSAGE AND ADMINISTRATION

cancers; 26 cases (13 basal, 18 sq ) in 20 pati
(0.7% of 2762 RAPTIVA-treated patients). The inei

The 1 dose of RAPTIVA is a single 0.7 mgfkgEC

was comparable for RAPTIVA-treated and placebo-treated
patients. However, the size of the placebo group and dura-
tinn of follow-up were limited and « difference in rates of
non-melanoma skin cancers cannot be axcluded
Thrombocytopenia

In the combined safety database of 2762 RAPTIVA-treated

conditioning dose followed by weekly SC doses of 1 mg/kg
(maximum single dose not to exceed a total of 200 mg).

RAPTIVA is intended for use under the guidance and super-
visian of a physician. If it is determinéd to be appropriate,
patients may self-| huu.'l'. RAPTWA after proper training i in

the preparation and i and with
patients, there were sight oceurrences (0.3%) of thrombocy- | follow-up.
Infarmation will he fod by supple and sub aditions

g the BAPTIVA solution, invert the vial, and keep-
mthneed.lahnhwﬂmlwslofihslmi mththww the
dose to be given into the syringe.

No other medications should be added to solutions contain-
ing RAPTIVA, and RAPTIVA should rot be reconstituted
with other diluents. ]

Bites for irfjoetion include thigh; abd L !
per arm, Injection sites should be rotated.
Foﬂmwmgadmnwum,dmm:dmmmadmmmbed
RAPTIVA solution.

Stability and Storage =

Do not use a vial beyond the expiration date stamped on the
carton or viallabel, RAPTIVA {lyophilized powder) must be
refrigerated at 2-8°C (36—46°F). Protect the vial from expo-
sure to light, Store in original carton until time of nse.
HOW SUPPLIED

RAPTIVA™ (efalizumab) is supplied asa lvophilized, starﬂ.a
powder to deliver 125 mg of efalizumab per single-use vial,
Ench RAPTIVA carton contains four trays. Bach tray con-
tains one single-use vial designed to deliver 125 mg of
cfulizumab, one single-use prefilled diluent syringe contain-
ing 1.3 mL sterile water for injection (non-USP), two 25
gauge ¥ Mmahmdku,twoalmho!pnppa(ﬁ 2 package
insert with an ‘insert,

orup:

TheNDCnumbcrfurthefuur dministration dos pack car-

ton is 50242-058-04, Tttt ol

REFERENCES :

1 Werther WA, Gonzalez TN, O'Connor SJ, MeCabe S,
Chan B, Hotali Tef.h.l" -"r-ufananhlym

R 3 LT el

‘phocyte (LFA)-1 monoclonal
antibody and reenginesring of the humanized antibody
) forhindmgtarhmsusI.F&LJlmmmnllSBﬁlﬁ'?wSB—

for injection, subcutaneous
Read the Patient Information that comes wiﬂi RAPTIVA™
(efaliznmab) before you start mﬂng:t nndaauhmneymsnt
a refill. There may ba new i tion. This in:
does not take the place of talking with mrhea]thnam pro-
\nderabmtyuu:mscﬂculeondrhnnortrsam.t It is im-
portant to in under a healtheare provider's eare whils
using RAFTIVA. Do not change or stop treatment without
first talking with your healthcare provider. Talk to your
healtheare provider or pharmacist if vou have any questions
abaut RAPTIVA. !

WHAT 1S THE MOST IMPORTANT INFORMATION |

SHOULD KNOW ABOUT RAPTIVAT

RAPTIVA can decreasa the activity of your immune system.

Therefore, people using RAPTIVA may have an increased

chance of getting:

= Serious infections. Some infections could henomn BeTious.
If you have an infection, tell your healthears provider be-
fore you start using RAPTIVA. If you get an infection that
dues not go away while taking RAPTIVA, heilynur health-
care provider right away.

* Cancers. Many drugs that decrease theaztivinrnfthhnn-
mune system can ingrease the risk of cancer. Hiyou have
had cancer you should tell your healtheare provider bafore
you start taking RAPTIVA. The role of RAPTIVA in tha
d.evelupment nf:muar zuuot known.

* Low § b nial. Platelets help
your blood clot. Lisw plutelm give ylm 4 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 to check ynu.r plntelets while
you are taking RAPTIVA.

. Wornnhg of psoriasis. Sume patients have had' severe
worsening or wew forms of psoriasis while taking
RAPTIVA or after stopping RAPTIVA. Tell your health-
care provider right away if your psoriasié gets worse ur il
you see any new rashes during or after treatment with
RAPTIVA,
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~should not receive vaccines while using RAPTIVA,
PTIVA may prevent a vaccine from working. Talk to your

e provider if you need to receive a vaccine while
g RAPTIVA. f

&mamedumemaﬂtnmmndultpmmtswrth
e to severe plaque proriasis who can be treated with
i thatxﬁhctthewhnlehncly [systemic therapy) or

Aunmmﬂepmmﬂwtulhspmwm
body ealled antibodies. Antibodies fizht disease in the
0 body, RAPTIVA may decrease the skin changes in

ho&yﬂistmthemnmmblmdmudmtet«um
& paorinsis.

hﬂsnﬂthanntndmlinthﬁdmnunderlﬁmmnf

SﬂﬂUl.DNOTUSEWl’N&?

‘use RAPTIVA if you have aver hadmdlmnl: reac-
to RAPTIVA.
 Befor e using RAPTIVA, tell your healthcare provider
1. about the following medical conditions:
“Bmmmr&plmnlufobmmpmm.w

~ become pregnant while using RAPTIVA. It is not
~ known if RAPTIVA can harm your unborn baby. If you
~ become pregnant while taking RAPTIVA, notify your
 healthcare provider immediately, ﬁumdynurhealﬁa—
mpmmderwﬂlhnvemdaddsﬁmaixﬂshtfw

pregnancy registry.

;HwnmmeugItunotknownﬂWI‘WA
- passes into your milk. It may harm your baby. You will
- need to dacide whether wmm&urm-.stfwd.
but you may not do'both.

If you have any infections (see WHAT IS THE MOST IM-
PORTANT INFORMATION | SHOULD KNOW ABOUT
RAPTIVA?).

you have immune system problems

. about all the medicines you take including prescription
i nmwmeﬂpﬁun medicines, vitamins, and herbal
plements. 1t is notknownxfmﬁmoﬂmr

provider if you -unﬁna
Quwmo&dnuwmmhrmmﬂuh
Medicines called i ives or any medi-
ine that affects your immune svmm Ask your
hmlﬂmampmwdwnrphmuahfmmnntmxf
myufmmedimmimmnnmpm

V SHOULD 1| USE RAPTIVA?

pwuk.

ﬁlﬁvmﬂﬂﬁbhmhrmmmmwmpﬂ-
~ pare and inject RAPTIVA (HOW DO | PREPARE AND GIVE
lal-R&FI'NA INJECTION?). Aakywhmlﬂ:mmwvwdurur
IL‘ if you have any questions about using

| RAPTIVA exactly as prescribed by vour healtheare
‘ provider. Your dose of RAPTIVA is based on your body
~ weight. Tell your healtheare pravider if your waeight
~ changes. Do not change your dose without talking to your
~ healthcare provider. Do not stop using RAPTIVA without
{»- ing to your healthcare provider.
_ mVAilwwbduudurthnakm(mbwmmluf
- your upper leg (thigh), upper arm, abdomen, or buttocks
ﬂ.ﬂmaweekf}hnnge(mte}mlkinmgmmm

injection.
- RAPTIVA the same day each week. If you miss your
h ;gfﬁm of RAPTIVA contact your healtheare provider to find
_‘. when to take your next dose of RAPTIVA and what
1 dule to follow after that.
z'!"* you take more than your regular dose of RAPTIVA, call
1 healtheare provider right away,
L your healthcare provider regularly while using
A. Do not miss your appointments. Your health-
provider may do blood tests including platelet counts
and during treatment with RAPTIVA to check its
on your body.
(T SHOULD | AVOID WHILE USING RAPTIVA?
directed by your h-ﬂﬂmnpﬂmthrdonct
take other mediines called immun:
- ® take treatments called phototherapy
~ You should not receive vaccines while using RAPTIVA. Talk
your healthcare provider if you need to receive a vaccine
hile taking RAPTIVA (see WHAT IS THE MOST IMPOR-
IT INFORMATION | SHOULD KNOW ABOUT RAPTIVA?).
(T ARE THE POSSIBLE SIDE EFFECTS OF RAPTIVA?
fA can cause serious side effects including the fol-
g ing (see WHAT IS THE MOST IMPORTANT INFORMA-
ION | SHOULD KNOW ABOUT RAPTIVA?):
A can affect your immune system and might cause:

{thramboeyt 25y

| b

usually happen within the first 48 hours following
VA injection, and often decroase after the first few
of use of RAPTIVA. Back pmu, joint pain, and swell-
of the arms or legs (peripheral edema) can also happen
“With RAPTIVA. Talk to your healﬂmnm provider abnut any
- Symptoms that bother you,

RAPTIVA is an injection that you give yourself once a ;

If you get any side effect that concerns you or if you get an

infection, call your healtheare provider.

These are not all the side effects of RAPTIVA. For more in-

formation, ask your healthcare provider or pharmacist.

HOW SHOULD | STORE RAPTIVA?

* Store RAPTIVA vials 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
avmytnimect yourself. If you are unable to inject the drug
after , the mixture can stay at room temperature
for up to 8 iburs. Do fiot use RAPTIVA that was miixed
more than 8 hours carlier,

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

* Protect RAPTIVA vials &lun light while stored.

* Throw away RAPTIVA vials that are out of date.

* Keep RAPTIVA and all rndlc{au out of the reach of
children.

GENERAL INFORMATION ABOUT RAPTIVA
Medicines are sometimes preseribed for conditions that are
not mentioned in patient information leaflets. Do not use
RAPTIVA for a condition for which it was not prescribed. Do
uutg:ve RAPTIVA to other people, eéven if they have the
same symptoms you have. It may harm them.
This leaflet summarizes the most important information
about RAPTIVA. If you would like more information, talk
with your healtheare provider. You can ask your healtheare
provider or pharmacist for information about RAPTIVA that
is written for health professionals. For more information,
you ean also call 1-877-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

m!WAbmmmdvmuﬁﬂmwz

injections of RAPTIVA.

Setting Up the Equipment

1. Take lhe RAPTIVA blister tray out of the refrigerator,
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.

3. Open the tray and lay oul the conlents. Allow the con-
tents to come to room temperature.

As shown below, the tray contains:

* One RAPTIVA vial
'DnelSmLpreﬁlIadlynngnofstenhwt&r :

* Two 25-gauge needles s

* Two aleohol prep pads

Cantact your healtheare provider or pharmacist if you are
_missing any of the items listed above, :

jﬂ

RAPTVA Alcohol Prep Needle (2) Pnﬂl.dﬁyﬂngu
Vial Pads (2) ol auin
4. Check the ex| hmiEtplﬂﬂaontheRaPﬂVAﬂallu

bel and edaynnge label. If the expiration date has
passed, do not use the RAPTIVA vigl or the prefilled sy-
ringe containing the sterile water. Contatt your health-
care provider.

5. Remove the plastic cap g the rubber stopper of
the RAPTIVA vial. Wi'pe‘lha rub'ber stopper with an aleo-
hol prep pad. Do not touch the top of the vial:

. Remove one of the 25-gauge needles from its package. Re-
move the cap covering the prefilled syrings tip. Carefully
place the capped 25-gauge needle vnto the syringe tip.
Remave the needle cap. Do not touch the needle.

Mixing RAPTIVA

If your RAPTIVA dose amount i greater than 1.25 mL, re-

peat Steps 1-3 of this section using a second RAPTIVA blis-

ter tray.

L Keep the RAPTIVA vial upright on a firm surface, and
slowly puncture the rubber stopper with the needle, Very
slowly push down on the syringe plunger to inject all of
the 1.8 mL of sterile water onto the side wall of the vial to

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

. With the needle and synuge still in the vial stopper,
gently swirl the vial to mix, Wait 5 minutes for the med-
icine to completely dissolve. To avoid excess foaming, do
not shake the vial. Very slowly pull out the needle and
syringe. Do not use the solution if it is discolored or
cloudy or if partieles (solid matter) are in the selution.
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
capped needle off the syringe and discard it in & pune-
ture-resistant container (see DISPOSAL™ OF THE
SYRINGE, NEEDLES, AND SUPPLIES). Never reuse a
neadle.

Proparing the RAPTIVA Dose for Injection

If your dose amount is more than 1.256 ml, sphtllwd.use
evenly and follow Steps 1-8 of this section using the con-
tents of two separate RAPTIVA blister trays.

1. Using an alcohol prep pad, wipe the rubber stopper of the

vial containing the mixed RAPTIVA solution.

2, Remove the remaining unused needle from its package.

3.

Connect this needle to the syringe tip, and carefully re-
move the needle cap.

Keep the RAPTIVA vial in an upright position on a flat
surface, and pugh the needle straight dnwn through the
rubber stopper on the vial.

4. Turn the vial upside down, keeping the needle in the vial

&

(The needle will now be pointing upward.). Make sure the
tip of the needle is covered all the way by the medicine in
thevial. This will make it easier to get the medicine into
o i

syringe.
/Pull back on the plunger to fill the syringe. Remove the

correct dose of medicine by reading the numbers on the
syringe.

Hold Lha syrinme-npright and tap the side of the syringe
to let air bubbles rise to the top. Gently push in the
plunger of the syringe to push the air bubbles out.

After removing the bubbles, recheck the dose of medicine
in the syringe. Make sure you have the right dmasm—
structed by your healtheare provider. ¥

Slide the needle into the cap on a flat surface to pick up
the syringe cap. Do not let the needle touch anything ex-
eept the inside of the cap. Punhthem,pa]lthewuydwu
over the needle. Put the syringe down while preparing
vour skin for injection.

Canﬂmnd' on next page

Consult 2006 PDR® supplements and future editions for revisions
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Sal

ing and P g the Inj Site
1. Wash your hands waH with s

cap and water,

2. Choouse an area of the budy for the injection. Avoid, if pos-
gible; skin involved with pseriasis. Possible injeetion sites
include the following:

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

' W

g o

I someone else is giving you an injection, you can also
s

* Back of upper arms

* Buttocks

—t

. 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 site. Changing the mject.lm
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 a vein that
you ean see under th surface of your skin.

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

Cleanse the skin at the injection gsite 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. -

.o

Giving the RAPTIVA Injection undcﬂhcﬁkin 2

Your healthcare provider will teach you how to inject

RAPTIVA. Do not inject. RAPTIVA unless you have been

tsnd:ttbsnghtwayhumethew

1. Hold the syringe and mmovewomeﬂemwmg
the needle cover while pulling will help in the removal,
‘Do not touch the needle or allow the needle to touch

' o

2. Hold the syringe in the hand you use to inject yourself.
Use your other hand to pinch a patch of skin at the clean
‘injection site. Do not lay the syringe down or allow the
‘needle to touch anything.

3. Hold the syringe firmly between your thumb and fingers
‘s0 that you have steady control. Insert the needle
straight down at a B0-degree angle. This is important to
make sure the medicine is injécted into fatty tissoe.
[See first figure at top of next column]

tAﬁuthnneadlaumdaﬂﬂnwuymwtheahn you
‘can gently let go of the pinched skin. Be sure the needle
‘stays in your skin| Slowly and- tk _,pmihthn,‘ e
down into the syringe until it stops,

5. When all of the medicine has been injected, remove the
-needle and do not re-cap it. Press a dry, sterile gauze over

Infe ion will be

them;ecmm site. Do not use the alcohnl,pmp pad. A small
. bandage may be put over the injection site.

6. If your dose amount is morethan 1.:25 mL, youn will need
to give a second injection. Choose the nal:lmdlmectmnsthe
at least 1 inch from the first injection site.

DISPOSAL OF THE SYRINGE, NEEDLES, AND SUPPLIES

1 Plncethauﬂedsynngew:th\bsattmhadmdhma

The chimeric anti-CD20-antibody s pmduned by mamma-
hian cell [Chmnm Hamm: O\rary} mpmmun cultum ma
the Gen-

nutrient
tamicin is not detectable in the final product. The anti-
CD20 antibody is purified by affinity and jon chro-
matography. :;hde punﬂ:latmrmaa includes specﬁndm& p‘;:ll
‘inactivation TEmOY ures. Rituximab
uet is manufactured from either bulk drug substan -
ufactured by Genentech, Inc. (US License No. 1048) or uti-
lizing formulated bulk Rituximab supplied by IDEC
Ph.la‘rmaceutimls Corporation (US Iatense ¥o. 1235] under
& sha
RITUXAN is a stenle rIas‘r “colorless, preservative-free
% trate for intra: (IV) administration.
is supplied at a concentration of 10 mpfnL in ai-
bhErlDOmg(lﬂm.U or Wm{ﬁﬂmL}mgﬂ&mm The
i fi lated for IV istration in 9.0 mg/mlL
sodium chloride, 7.35 mgimli sodinm ettrate dihycdrate,
0,7my mLpolymbahﬂD andShnhWamh:lwtm
The pH is adjusted to 6,

g.LINIOAL PHARM&CO&DGY

Rituximab, binds speclﬁca]ly to the antigan CD20 Lhuman

B-Iymphoryta—mtnntad diffgrentiation. antigen, Bpd5), a

hydmphuh:c trapsmembrane protein with & molecular
ofapprmnma&aly 35 kD located on pre-B and mature

B}p*mplmytes mmtlgmmllsnemp?saadnn > 90% of
B-cell non-Hodgkin's lymphomas (NHL),” but is not found

on hematopoietic stem ceils pro-B cells, normal plasma

like & sharp You
mbqyashmmtamrﬂyaurlmdphmmcg w

2. Talk to your healthcare -mbout how to properly
dispose of a filled container of your tsed syringes and
needles. There may be special local and state laws for dis-
posing of used needles and syringes. Do not throw the
filled container in the household trash and do not

racycle.

3. 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. Do not reuse these tin:lﬂnrwrimu.

Rx Only

RAPTIVA™ [efalizumab] |

Manufactured by:

Genentech, Inc.

1 DNA Way

South San Francisco, CA 94080-4990

4826400

FDA Approval October 2003

Shown in Product Identification Guide, page 313

tells or other normal tissues,' CD20 regulates an early
step(s) in the ach\raﬂnn process for cell eyele initiation and
dJﬂ'arentumnn and possibly functions as a calcium ion
¢hannel.® CD20 is not'shed from thawllunrfmnndﬂma
not internalize upon antibody I!xndmz Free CD20 antigen
is not fmmd in the mzm.la

Mot chinin T%,;’;?Mm ‘Lid""me“‘“‘“p o
o BT DI ¢ n
TECTUILS effector fi to mediate B-cell lysis in
vitro, Possible mechanisms of cell lysis include complement-
dependent cytotoxicity (CDC)” and antibody-dependent eell
mediated cmmmif; [ADCC). The antibody has been
shown to induce apoptosis in the DHL-4 human B-cell
Iymphoma line ®
Normal Tissua Cross-reactivity: Rituximal was ob-
sawed on lymphoid cells in the thymus, the white pulp of
the spleen, and & majority of B lymphocytes in peripheral
blood and lymph nodes. Little or no binding was observed in
the non- lym'phn&d ﬁssuen mminerl '
Human Phar
In patmnts given single dom at 10, 60, 100, 250 or
500 mg/m* ananWmEuslon,nerumleﬂreh andthehnlf-hfo
of Rituximab were proportional to dose™ In 14 patients
given 3756 mgfm® as an IV infusion for 4 weekly doses, the
mean serum half-life was 76.3 hours (range, 31.5 to 152.6
hours) after the first infusion and 205.8 hours (range, 83.9
to 407.0 hours) after the fourth infusion.'®*% Tha wide
range of half-lives may reflect the variable tumor burden
among pauenb and the chungas in CD20- mve _(nnrma]
and mali ) Bcell popul upon repes -

tratinns.

RITlIXANntadmeafSTﬁmmgwuudeedssm
IV infusion at weekly intervals for 4 doses to 208 patients
naive to RITUXAN, The mean €, following the fourth in-

RITUXAN® j B Minnwuﬁugfm].(range 77.5 to 996.6 pg/mL). The
Iri-tiik-sin] peak and trough serum Rituximab were inversely
Rituximab m’elatad with baseline values for the number of circulat-
3 ing CD20-positive B cells and measures of disease burden.

Medi W,mtaserumlwuls were higher for respond-

erg ed with . no difference

WARNINGS wmwmmamhﬂshmmmummh serym

Fatal Infusion Reactions: Deaths within 24 hours of
RITUXAN infusion have been reported. These fatal re-
umna follcwpad an infusion reaction complex which in-
“hypoxia, pulmonary infiltrates, acute respiratory
distress syndrome, myoecardial infarction, ventricular
fibrillation or cardiogenic shock. Apprmmate!y 80%
of fatal infusion reactions oecurred in association with
the first infusion. (See WARNINGS and ADVERSE
REACTIDNS )

half-life, Serum levels were higher in patients with Interna-
tional Working Formulation (IWF) subtypes B, C, and D as
mmmdmwmmmsuhtm&mtnmshwsudsm
able in the serum of patienta 3 to 6 after

of treatment.

RITUXAN st a dose of 375 mg/m? was administered as an
1V infusion at weekly intervals for 8 doses to 37 patients.
The mean (., after 8 infusions was 550 pg/mL (range, 171
to 1117 pe;fml..}. The mean C,,,, increased with each succes-

Patients who develop sevare infusion reactions should sive infi th igh the eighth infusion (Table 1),

have RITUXAN infusion diseantinued and receive med- oG -

jent Creatiibnts Rituximab C,,., Values

Tumor Lysis Syndrome (TLS): Acute renal failure re- =

quiring dmlys:.s with instances of fatal outcome has Infusion Number Mean C,,., Range

been reported in the setting af'gés following treatment - pg/mL pg/mL

s P A k| 242.:6 16.1-581.9°

Severe Mucocutaneous Reactions: S ta- -

neous reactions, some with fatal uutcome hme been re- B a57.5 106.8-948.6

ported in association with RITUXAN treatment. (See

WARNINGS and ADVERSE REACTIONS.) 2 3813 110.5-731.2
DESCRIPTION 4 460.0 133.6—335.5
mmmmmﬁ imat tibody is a g icall

AT st iy 5 475.3 156.0-929.1
rected against the CDM antigen found on the surface of 8 5154 152.7-865.2
nnrmalandmdrgnantl!lymphwylu Thnm.tlbulyuan :
IgG, kappa mmﬂmslabnlm eamainmx murine light- and 7 544.6 187.0-936.8

Iwavy-dnin variable region
region sequendces. Rituximab is onmposed of two heavy 8 550.0 170.6-1177.0
chains of 461 amino acids and twe light chains of 213 amina

acids (based on ¢DNA analysis) and has an approximate mu-
lecular weight of 145 kD, Rituximab has a binding affinity
for the'CD20 antigen of approximately 8.0 nM.

ded by supplements and subsequent editions

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





