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Gengraf—Cont.

Patients generally show some improvement in the clinical
manifestations of psoriasis in 2 weeks. Satisfactory control

and stabilization of the disease may take 12-16 weeks to i

achieve. Results of a dose-titration clinical trial with

Gengraf® indicate that an improvement of psoriasis by 75% .,

or more (based on PASI) was achieved in 51% of the patients
after 8 weeks and in 79% of ‘the patxents after 16 weeks.
Treatment, should be di d if sati ory resp

cannot be achieved after 6 weeks at 4 mg/kg/day or the pa-

tient’s maximum tolerated dose.-Once a patient is ade- |

quately controlled and appears stable the dose of Gengraf®
should bé lowered, and the patient treated with the lowest
dose that maintains an adequate response (this should not
necessarily be total clearing of the patient). In clinical tri-
als, cyclosporine doses at the lower end of the recommended
dosage range were effective in mamtammg a satisfactory re-
sponse in 60% of the patients. Doses below 2.5 mg/kg/day
may also be equally effective,

Upon stopping treatment with cyclosporine, relapse will oc-
cur in approximately six weeks (50%-of the patients) to 16
weeks (75% of the patients). In the ‘majority of patients re-
bound dees-not occur after cessation of treatment with

cyclosporine. Thirteen cases of transformation of _chronig:
plaque psoriasis to more severe forms of psoriasis have been -

reported. There were 9 cases of pustular and 4 cases
of erythrodermic psoriasis. Long 'term experience with
Gengraf® in psoriasis patients is lirnited and continuous
treatment for extended periods greater than one year is not
recommended. Alternation with o'\her forms of treatment
should be considered in the long
tients with this life long disease.

Blood Concentration Monitoring in Transplant Patients:
Transplant centers have found blood concentration monitor-
ing of cyclosporine to be an essential component-of patien
management of 1mportance

management of pa-’

blood concent.ratmn analys:s |

‘HUMIRA™ > Lo B
(adalimumab)} -

Rx only

WARNING

RISK OF INFECTIONS

Cases of tuberculosis {frequently disseminated or ex-
i} hary at clinical pr ion) have been ob~

served in patients receiving HUMIRA.

Patients should be evaluated for latent tuberculosis in-

fection with a tuberculin skin test. Treatment of latent

tuberculosis infection should be mmated prior to ther- |

apy with HUMIRA.

DESCRIPTION

HUMIRA :(adalimumab) is & recombinant human’ IgGl
monoclonal antibody specific for human tumor necrosis fac-
tor (TNF). HUMIRA was created using phage display tech-
nology resulting in an antibody with human derived heavy
and hght chain variable regions and human IgGl:k.con-
stant regions. HUMIRA is produced, by recornbinant DNA
technology in a mammalian cell expression. system and is
purified by,a process that includes specific viral inactivation
and removal steps. It consists of 1330 amino acids andhas 2
molecular, weight of approximately 148 kilodaltons.
HUMIRA is supplied in single-use, 1 mL pre-filled glass sy-
ringes as a sterile, preservative-free solution fcr»subcutane-
ous administration. The solution of HUMIRA is,clear, and
-with a pH of about 5.2. Each syringe delivers
mg) of drug product. Each 0.8 mL HUMIRA con-
-adalimumab, 4.93 mg sodium chloride, 0.69 mg
e sodxum phosphate dihydrate, 1.22 mg dibasic
sodiura .- phosphate dihydrate, 0.24 mg sodium citrate,
1.04 mg citric acid monchydrate, 9.6 mg mannitol, 0.8 mg
polysorbate .80 and. Water.for Injection, USP. Sodium hy-
dromde added as necessary to-adjust pH:  :

cell suxface TNF réceptors
CNE:

ihig of tissue biopsies. o : .
HOW SUPPLIED - - . aa ovs fmee, arew i
Gengraf® Capsules (cyclosporin It USP-[MODI:
FIED]) - T el : =
25 mig: s
Oval, - white 1mpnnted in blue, the corporate \ogo E) 25 mg,
and the Abbo-Code OR.

Packages of 80-unit-dose bhscers (NDC 0074- 6463 32)

100 mg .
Oval; white; with two blue stnpes imprinted in blue the
corporate logo £, 100 mg,-and-Abbo-Code OT. . .
Packages of 30 unit-dose blisters.; (NDC 0074~ 6479-32):
Store and Dispense:
contmlled room temperature 15“—30“0 (59°=
USP) . !

*Sand:mmune isa reglstered trademark of Novarhs Phar-
maceéuticals COrporanon B
© Abbott - o i
Manufaetured by: Abbott Laboratories North Ch)cago, 1L
60064, US.A.
Distributed by: SangStat Medical Corporation Fremont, <A
94555, U.S.A.
03:5242- R4
Rev‘xs;d -~ January, 2003
ABBOTT LABORATORIES
NORTH CHICAGO 1L 60064, U.S.. A
SANGSTAT ~
The Transplant Company
Fremont, CA 94555, U.S.A.
. Skown in Product Identification Guide, page 303

v will be'
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In the original unit-dose container at |
86°F). (See

c,emPared to. baselme
S TUm levels of ma-

mx metallop otel
tissue remadelmg
d,

1 G pgmL and grs Tesp ctx ely, fbllowmg a sin-
gle.40 mg suhcutaneous administration of HUMIRA to
healthy adult subj t The av nh olute bxoavallabﬂlty
of. adah.mumab estxmated fromy three. stud:es followmg a sin-
g]e 40 mg subcutaneous dose was 6_4 The pharmacokmet-
ics of adalimumab were linear over, the dose range of 0.5 to
10. 0 ‘mg/kg, following. a single intravenous dose.
The smgle dose pharmacokmet)cs of adalimumab were de—
termxggd in several studies with intravenous doses ranging
from'0.25 to 10.mg/kg. The dlstnbunon volume (V,,) ranged
from:4.7 to-6.0 L. The systemic, clearance of adahmu.mab is
approxxmate]y 12: mI/hr.-The mean terminal half-life was
approx;mahely 2 weeks ranging from, 10.to 20 days across
tudies. ations in the synovial fluid
from five rheumatoxd arthritis pahents ranged from
31-96%, of those in, serum.
Adalimumab: mean’ steady-state trough concentratmns of

without-an -methotrexate ,(M’L'XJ respectively. The
serum. adal mab-trough, Jevels .at. steady -increased. ap-
proximately proportionally with.dose following. 20,.40 and
80.mg every.other week and every week subcutaneous-dos-
ing. Inlong-term studies with dosing ‘more-than, two.years,
there was:no evidence of changes. in. clearance. over. time.
Popu}atwn -pharmacokinetic analyses revealed that there
‘as .ai trend toward higher:-apparent ‘clearance - of
adalimumab in the presence of anti-adalimumab antibod-
ies, and-lower. clearance wn.h mcreasmg age in patients
aged 4010775 years. .

Minor. increases in apparent clearance were also ptedlcted
inpatients receiving doses lower than-the recommended
dose and in -patients.with high rheumatoid factor.or CRP
concentrations: These mcreases -are not hkely to be clini-
cally.important. -’ :

by E editions

pe {ficaily to TNF- alpha and blotks its |
b5

approximately. 5. pg/mL~and @ t0:9 mg/ml; were observed-
h.

No ‘gender-rélated pharmacokinetic differénces were ob-
served after correctionfor a patient’s body weight. Healchy
volunteers and patients with rheumatoid arthritis-dis-
played similar adalimumab pharmacokmetxcs s

No pharmacskinetic data are: avanlable in- patlents w1th he-
patic or renal impairment

HUMIRA has not been studied in chﬂdren R
Drug Interactions

MTX reduced adalimumab apparent clearance after: smgle
and multiple dosing by 29% and 44% respecnvely
CLINICAL STUDIES

The efficacy and safety of H'UMIRA were assessed in four
randomized, double-blind studies in -patients.z age 18.with
active rheumatoid arthritis. diagnosed: amordmg to. Ameri-
can.College'of Rheumatology (ACR) criteria. Patients had at
least, 6.swollen. and 9 tender joints.. HUMIRA was adminis:
tered ‘subcutaneously-in .combination . with MTX:(12.5_to
25 mg, Studies L-and IID or as monotherapy -(Study II).or
with  -other = disease- modlfymg antl~rheumatxc drugs
(DMARDs) (Study 1V)..

Study I-evaluated 271 panents “who had fajled therapy w:th
at Jeast-one but.no more than four DMARDS and had.inad-
equate. response to, MIX. Doses of -20,-40 .or 80..mg of
HUMIRA or placebo were given. every other: weelk: for 24
weeks.

Study 1I evaluated-544 patients. who had faLled bherapy
with at-least one DMARD., -Doses of placebo, 20 .0r 40 mgof
HUMIRA were.given as monohherapy every other week or
weekly for 26 weeks.. .-

Study III evaluated 619 pahents who -had. an madequatexr&
sponse. to. MTX, Ratients. received placebo, 40..mg of
HUMIRA every. othet week with placebo injections on alter-
nate weeks: 0-mg of HUMIRA weekly for up.to 52 weeks.
Study III had an additional primary endpoint at 52 weeks-of
inhibition of disease progression (as detected by .X-ray re-
splts). o o B .
Study IV assessed safety ) 636 pat:ents who were elther
DMARD-naive or were permitted to remain.on their pre-
ex;stmg rheumatologic, therapy P ov-nded that therapy was
stable for 3 minimum.of 284 days. ients were randoxmzed
or placeba every, oth, week for 24

7% and 3% respecti e]y, at

The results, of the ¢ nts of the ACR e
for Studies Ik and I are: shown in Table
wag seen in all components and was m

[See table 2 at top of next page]

‘Pércent ACR20 Respondrs .

Time (Weeks)

In Study IV; 53% of.patients treated th.h HUMIRA 40-1ng
every other-week plus standard-of care had an' ACR:20 re-
sponseat:week 24 compared to:35% on placebo plus stan-
dérd of care (p<0:001).: No unique adverse reactions related
to the combination of HUMIRA ami other DMARDs ‘were
observed. . * v

In all four studies, HU‘MIRA showed s:gmﬁcant]y greater

‘improvement than placébo in-the-disability index:of Health

Assessmient’ Quéstionnaire (HAQ) from baseline: to*the end
of study; and significantly greater improvement than pla-
cebo in the health-outcomes as assessed by The Short Form
Health Survey (SF 36). Improvement was seen in both’ the
Physical Component Summaxy (PCS) and the: Mental Coro-
‘ponent Summary (MCS

Radiographic Response

In’ Study I, structural-joint damage ‘was asséssed radm'
graphically and expressed as change in- Total Sharp’ Score
(TSS) and its components, the erosion score and Joiitt Space
Narrowing (JSN) score, at month 12 compared.to baseline.
At. baséline, the: median TSS was approximately 55 in the

Lilly Exhibit 1255, Page 2 of 39
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ry other week groups. The results are
TIRA/MTX treated patients demon-
hxc progression than patlents receiv-

d:40.mg.eve

1293“1\6'316 3. HUV
)ess radiograp; ’ ’
alone. ) o . .
e 3 abovel
%rfONS AND USAGE
indicated for; reducing signs and symptoms and
progression of striictural damage’in adult pa-

Lh moderacely to severely active rheumatoid arthn»
m‘h e had an inadequate respohse to one or more
Rt HUMIRA ‘can’ be used alone or in combmanon
M’I‘X or other DMARDs.

mw

2 STRAINDICATIONS
MIRA should not be administered "to “patients wzth
ngn hypersensmvny to HUMIRA or any of xts compo-

ARNINGS
ERIOUS INFECTIONS AND SEPSIS, INCLUDING FATALI:

5. HAVE BEEN REPORTED WITH THE USE OF.TNF
gmcKmG AGENTS INCLUDING HUMIRA: MANY OF THE
SERIOUS INFECTIONS HAVE OCCURRED IN-PATIENTS .ON
CONCOMITANT IMMUNOSUPPRESSIVE: THERAPY. THAT,
IN ADDITION TO THEIR RHEUMATOID ARTHRITIS, COULD
PREDISPOSE THEM.TO INFECTIONS. TUBERCULOSIS AND
INVASIVE OPPORTUNISTIC' FUNGAL:INFECTIONS: HAVE
BEEN OBSERVED IN. PATIENTS TREATE!

BLOCKING AGENTS INCLUDING HUMIRA:
TREATMENT-WITH HUMIRA SHOULD NOT BEINITIATED IN
PATIENTS  WITH ' ACTIVE * INFECTIONS - INCLUDING
CHRONIC OR LOCALIZED INFECTIONS: PATIENTS WHO
DEVELOP A NEWINFECTION WHILE'UNDERGOING TREA
MENT WITH HUMIRA SHOULD 'BE MONITORED CLOSELY.
ADMINISTRATION: OF HUMIRA 'SHOULD’ BE DISCONTIN-
UED IF' A' PA'HENT DEVEVLOPS A SERIOUS INFECTION.
PHYSICIANS ‘SHOULD EXERCISE CAUTION WHEN' CON-
SIDERING THE USE OF HUMIRA IN PATIENTS WITH A'HI
JORY OF RECURRENT INFECTION OR UNDERLYING CON-
DITIONS WHICH MAY PREDISPOSE THEMTO INFECTIONS,
OR'PATIENTS WHO HAVE ‘RESIDED Il 'REGIONS ‘WHERE
TUBERCULOSIS" AND HISTOPLASMOSIS ARE El

Table 1; ACR Response:

Placebo-Controlled Trials (Percent of Patients)

M nothéragy

. . Study 1.
Methotrexate Combmatmn

. {26 weeks). (24.and 52 weeks) _
Response . | - Placebo | . HUMIRA HUMIRA .|, Placebo/MTX . |  HUMIRA/MTX
. : : X 40 mg:: 40 mg s 40 mg .
. évery other - weekly every other week
T “ N=103 N=200 £N=207 v
ACR20] i - ;
Mot 539%+ 30% . 3
Month'12 " 5%
ACRS0', N i b
Month 6 8% :22'@*" N X el .
( ‘NA

Month 6
Mont] "

*p<0.01, H'UMIRA V8,

Parameter (median}

{see PRECAUTIONS - Tuberculosis and ADVERSE 'RE-
ACTIONS". Infections), THE' BENEFITS AND RISKS
HUMIRA TREATMENT SHOULD BE-CAREFULLY CONSID-
EREDBEFQRE INITIATION OF HUMIRA THERAPY .

H Néiird sgic Events
Usé ‘of TNF blocking dgénts, nclud.mg HUM RA has been
i associated with rare cases of ekacert i

toms ard/or radi

ease. Preseribers should' exercise caution inf considering the
use of HUMIRA in patients mth preemstmg orreécent- onset
central riervous systern demy
Maligiiancies:
Lymphomias have been observed in panents treated with
TNF blocking agents including HUMIR;A In clinical trials,
patients' treated with' HUMIRA had a }ugher mmdence of
Iymphoma than the

Number of tender joints (0-68). . _... |
Number of swollen joints (0-66)
Physician global assessment® . -
Patient global assessment®

Pain®

Disability index (HAQ)®
CRP (mg/dL)

* 40 mg, HUMIRA administered every other,
® Visual analogue scale; 0 = best, 10 = wor:
¢ Disability Index of the Health Assessment Qu tmnna.lre O

best

= worst measuzes the pauents abxlzty to perform the

following: dress/groom, arise, eat, walk, reach, grip, - ma.mtam hypene, and maintain-daily-activity E N

*p<0.001, HUMIRA vs. placebo, based on’ ‘hean, change from’

baseline:

P

““Table 3: Radiographi M'éaig Changés ‘0

‘Months in Study' i~ -

tients with“rhevtat

‘arthritis,
highly active disease, ta¥ be'at a higher risk (up to severil
fold) for the development of Iymphoma, ‘the role of TNF
blockers in“the developmeut of mahgmmcy is not k.nown 45

particularly those ‘with

I PRECAUTIONS
I8 General X
Allergic reactions have been observed i in:approximately” ‘7
- of patients receiving HUMIRA. If an, anaphylachc reaction
or other serious allergic reac . oceurs, adrmmst:rahon of
HUMIRA should be. d:sccntmued medxately and apptG-
priate therapy initiated.
Information to Patients
The first injection should be performed under the supervi-
sion of a quahﬁed health care pmfessxonal “If a"patierit ‘or
caregiver is'to administer HUMIRA, he/she :should be in:
structed.in 1n1ectmn techmques and their abxhty “to inject
subcut. ly should: bez d to erisure theproper.ad-
ministration of HUMIRA (see HUMIRA PATIENT INFORMA-
' TION LEAFLET). A puncture-resistant’containér for disposal
: ofneedles and syringes should be used. Patients or carégiv-
ers.should be instructed in the technique-as well as:proper
syringe and:needle’ dxsposal and be cauhoned agamst reuse
of these itends: - .
Tuberculosis
As observed with other TNF b]ockmg agents tuberculosxs
associated with the administration-of HUMIRA in clinical
trials has:been. reportéd (see ‘WARNINGS).. While cases
were observed at’all.doses; the incidence of tuberculosis re:
activations was particularly increased-at doses of HUMIRA
that were higher than the recommended doses All-patiénts
recovered after standard antimicrobial therapy. No:deaths
due.to fuberculosis occurred during the clinical trials.
Before, initiation of therapy with HUMIRA, patients should
be evaluated for active or Jatent tuberculosis infection with
a tuberculin skin test. If latent infection: : is diagnosed, ap-
propriate. prophylaxis:in accordance with the Centers for
Disease Control and Prevention guidelines® should be insti-
tuted. Patients should be instructed to seek medical advice
if sxgns/sy-mpf.oms (e.g., pers\stent cough, wasting/weight
lossy low- grade fever) suggestive of a tuberculosis-infection
occur.
Immunosuppression . ..
The. possibility exists.for. TNF.: blork..mg agents, including
HUMIRA, to affect host defenses against infections,and ma-

lignancies since TNF mediates inflammation and modulates

IPR2018-01710

“HUMIRA/MTX Placebo/MTX- Povdlue
<40 mg every | | HUMIRA/MTX .
other wéek {95% Confidérice
S : L *Interval*)’
Total Sharp score 2.7 01" Y 26°(14;38) - <0,001
Erosion score 16 0.0 "1:670.9,2:2) 7 <0.001
.JSN score J 1.0 01 $0903,20 - 0.002

*95% confidence intervals for the differences in change scores between MTX and HUMIRA_

**Based on rank analysis -

cellular immune responses. In a study of 64 patxents mth
rheumatoid arthritis treated with HUMIRA, there was'no
evidence of depression of delayed-type hypersensztl\nty, de-
pression’ of immunoglobulif' levels, or change in‘eéniimera-
tion of effector T- and B-cells and NK-cells,- monocyte/inac-
rophages, and neutrophils. The impact of treatment with
HUMIRA on the development and course of mahgnancxes
as well as active and/or chrohic infections is not fully under-
stood (see WARNINGS, ADVERSE REACTIONS,; Infec:
tions and Maligriancies). The safety and efficacy of
HUMIRA in patients with xmmunosuppréssxon have not

been evaluated.

Immunizations .. .

No ‘data are. avallable on the eﬁ"ects of vaccmatmn in pa‘
tients receiving HUMIRA. Live vaccines should not be given
concurrently with HUMIRA..No data-are.available - -on the
secondary transmission of infection by live vaccines in pa-
tients receiving HUMIRA.

Autoimmunity. - -,

Treatment with HUMIRA may result in the formatmn of au-
toantibodies and, rarely, in the-development of a lupusslike
syndrome. If a patient develops symptoms.-suggestive. of a
lupus-like syndrome.following treatment with HUMIRA,
treatment should be diseantinued (see ADVERSE REAC-
TIONS, Autoantibodies). -

Drug Interactions

HUMIRA has been studied in rheumatoid arthntls patients
taking concomitant MTX. (see. CLINICAL PHARMACOL:
OGY: Drug Interactions). The data do not suggest-the need
for dose adjustment of either HUMIRA o

Carcinogenesis, Mutagenesis, and Impalrment of Femluty
Long-term animal studies of HUMIRA have not been con:
ducted to evaluate the carcinogenic potential or its effect-on

fernhty No clastogemc or mu!:agemc effects of HUMIRA
were observéd in' the in vivo mouse micronucleus test or the
Silmoriella-Escherichia coli (Ames) assay, respect:vely .
Pregnancy

Pregnancy Category B-—An embryo-fetal perinatal deve]op-
ment toxicity study has been performed in cyriomolgus inon-
keys at:-dosages up to 100 mg/kg. (266-timés human AUC
when given 40'mg.subcutaneous with MTX.every week or
373 ‘times- human ‘AUC ‘when ‘given 40. mg subcutaneous
without MTX) and has revealed:no evidence of harm to the
fetuses .due to adalimumab. There are, however, no ade-
quate-and well- coutrol]ed studies in pregnant women. Be:
cause animal réprod and d al studies are
not always predictive of human response, HUMIRA
(adalimumab) should be used during preg-nancy only if
clearly needed.
Nursing Mothers -
1t is not known whether adalimumab is excreted in buman
milk or absorbed systemxca)ly after ingestion. Because
many drugs.and immunoglobulins are excreted: in human
milk, and because of.the potential for. serious adverse reac-
tions in nursing infants from HUMIRA, a-decision should be
made.whether to discontinue nursing or-to discontinue the
drug, taking into account the importance of the drug to the
mother.

Pediatric Use.

Safety and -effectiveness of HUMIRA in ped:atnc patxents
have not been established.

Geriatric Use

A total of 519 patients 65 years of age and older mcludmg
107 patients 75 years and older, received HUMIRA in clin-

Continued on next page

Consult.2004 PDR® supplements and-future editions for revisions
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Humira—Cont.

ical studies. No overall difference in effectiveness was ob-
served between these subjects and younger subjects, The
frequency of serious infection and malignancy among
HUMIRA treated subjects over age 65 was higher than for
these under age 65. Because there is & higher incidence of

The data refiect the perwniagenfpamuwmamtre-
sults were idered positive for antibodi

in an ELISA assay, and are highly dapmdent on the sensi-
tivity and specificity of the assay. Additionally the observed
incidence of antibody positivity in an assay may be inflo-
enced by several factors including sample handling, timing
of sample collection, concomitant medications, ami underly

Musculo—Skeletal System: Arthritis, bone disorder, bone
fracture (not spontaneous), bone necrosis, joint disorder,
muscle cramps, myasthenia, pyogenic arthritis, synovitis,
tendon disorder
A Iae:. Ad

i such as breast, gastroin-
1, and others; lymph

infections and malignancies in the elderly population in
general, caution should be used when treating the elderly.
ADVERSE REACTIONS

General

The most serious adverse reactmns were (see WARNINGS):
*Serious Infections

¢ Neurologic Events

¢ Malignancies

The most common adverse reaction with HUMIRA was in-
Jection site ions. In placelx lled trials, 20% of pa-
tients treated with HUMIRA developed injection site reac-
tions (erythema and/or itching, hemorrhage. pain or
swalling), compared to 14% of patients receiving placebo.
Most injection site reactions were desl:nbed e mild and
generally did not itat d.rug c

The propartion of p who d ed treat due
to adverse events during the double-blind, placebo-con-
trolled portion of Studies I, II, III and IV was 7% for pa-
tients taking HUMIRA and 4% for-placebo-treated patients.
The most common adverse evants leading to discontinua-
tion-of HUMIRA were clinical flare reaction (0.7%), Tash
(0.3%) and pneumonia (0.3%).

Because clinical trials are conducted under widely varying
and controlled conditions, adverse reaction rates observed

ing d:seasa For these rt-asons,

to adali b with the incids uf antibod-
ies to other products may be misleading.
Other Adverse Reactions
The data descnbed below reflect exposure to HUMIRA in
2334 p 2073 d for 6 months, 1497

exposed_l'or greater than one year and 1380 in adequate and
well-controlled studies (Studies I, II, III, and IV), HUMIRA
was studied primarily in placebo-controlled trials and in
long-term follow up studies for up to 36 months duration.
The population had a mean age of 54 years, T7% were fe-
male, 91% were Caucasian and had moderately to severely
active rheumatoid arthritis, Most patients received 40 mg
HUMIRA every other week.

Table 4 summarizes events reported at a rate of at least 5%
in patients treated with HUMIRA 40 mg every other week
compared to placebo.and with an incidence higher than pla-
cebo. Adverse event rates in patients treated with HUMIRA
40 mg weekly were similar to rates in patients treated with
HUMIRA 40 mg every other week.

Table 4: Adverse Events Reported by =5% of Patients
Treated with HUMIRA During Placebo-Controlled
Period of Rheumatoid Arthritis Studies

testinal, skin, mela-
noma. .
Nervous Sy :  Confusi ltiple sclerosis, paresthe-

sia, subdural hematnma, tremor

Respiratory System: Asthma, bronchospasm, dyspnea,
lung disorder, lung function decreased, pleural effusion,
pneumonia

Skin And Appendages:

zoster

Special Senses: Cataract
Thrombasis: Thrombosis leg

Urogenital System: Cystitis, kidney calculus, menstrual
disorder, pyelonephritis

OVERDOSAGE

The maximum tolerated dose of HUMIRA has not been es-
tablished in humans. Multiple doses up to 10 mg/kg have
been administered to patients in clinical trials without évi-
dence of dose-limiting In case of dosage, it is
recommended that the patient be monitored for any sng'ns or
symptoms of adverse reactions or Bﬂ'enlf apald appropriate

Cellulitis, erysipelas, herpes

DOSAGE AND ADMINISTRATION

The recommended dose of HUMIRA for adult panents with
rheumatoid arthritis is 40 mg administered every other
week as;a subcutaneous m_]ectwn M’I'X glucocorticoids,
sali anti-i tory  drugs

(NSAIDs), analgesics or nther DMARDs may be continued

in clinical trials of a drug cannot be directly compared to HUMIRA Placebo during treatment with HUMIRA. Some patients not taking
rates in the clinical trials of another drug and may not pre- 40 mg concomitant MTX may derive additional benefit from in-
dict the rates observed in a broader patient population in subcutaneous creasing the dosing frequency of HUMIRA to 40 mg every
clinical practice. Every Other week.
Infections NW— 579(:‘5 N=690) HUMIRA is intended for use under the guidance and super-
In placebo-cantrolled trials, the rate of infection was 1 per > (N=705) NS vision of a physician. Patients may. selfinject HUMIRA if
patient year in Lt‘.‘:n: I-&!‘.;\ﬂﬂ.& bc.'zimd pxtient;h an]ijp.s Per | oo Event their phyfr:ix]cmn determines that it is appropriate and with
patient year in the placebo-treated patients. The infections medical follow-up, as neces: after proper training in in-
consisted primarily of upper respiratory tract infections, (Preferred Term) Percentage Percentage Jection teck Ps AL
bronchitis and urinary tract infections. Most patients con- The solution in the syringe shauld be carefully mspeched
tinued on HUMIRA after the infection resolved. The inci- sually for particulate matter and discoloration prior tosub—
dence of serious infections was 0.04 per patient year in Respiratory cutaneous administration. If particulates and diseolorations
treated patients and 0.02 per patient year in Upper are noted, the produet should not be used. HUMIRA does
placebo-treated patients. Serious infections observed in- Tespiratory not contain preservatives; therefore, unused portions of
cluded pneumonia, septic arthritis, prosthetic and post- Ffection 17 13 drug remaining from the syringe should be discarded.
ical infections, erysipelas, cellulitis, diverticulitis, and Sinusitis 11 9 NOTE: The needle cover of the syringe contains dry rubber
pyelonephritis (see WARNINGS). Floleendry 7 6 (latex), which should not be handled by persons.sensitive to
Thirteen cases of tuberculosis, including miliary, lymphatic, Gastrointestinal 4 this substance. 1
peritoneal, and pulmonary were reparted in clinical trials. Naigea 8 Patients using the pm-ﬁ.ued synnges should be instructed
Most of the cases of tuberculosis eccurred within the first Abdominal pain 7 71 to inject the full amount in the syringe (0.8 mL), which pro-
eight months after initiation of therapy and may reflect re- Laboratory Tests* vides 40 mg of HUMIRA, according to the directions pro-
crudescence of Intent disease. Six cases of invasive opportu- Laboratory test vided in the Patient Information Leaflet.
nistic i ions caused by hi aspergillus; and no- abnormal 8 7 InJecbnn sites should be rotated and injections should never
cardia were also reported “in  clinical trials (see Hypercholesterolemia 6 4 be given into areas where the skin is tender, bruised, red or
WARNINGS). T 7 5 hard (see PATIENT INFORMATION LEAFLET).
Malignancies era e ria 5 4 Instructions For Activating the Needle Stick Device: Car-
Among 2468 rhenmatoid arthrifis patients treated in clini- | Alkaline tons for institutional use contain o syringe and needle with
cal trials with HUMIRA for a median of 24 months, 48 ma- phosphatase a needle n device (see HOW SUPPLIED). To acti-
lignancies of various types were observed, including 10 pa- ; q 5 3 vate the needle stick protection device affer injection, hold
tients with lymph The id Ratio | Other the syringe in one hand and, with the other hand, slide the
(SIR) (ratio of observed rate to ag:e—ad,;usmd expected fre- Injection site outer protective shield over the exposed needle until it locks
quency in the general population) for malignancies was 1.0 pain 12 12 into place.
(95% CI, 0.7, 1.3) and for lymphomas was 5.4 (95% CI, 2.6, |  Headache 12 8 Storage and Stability e .
10.0). An increase of up to several fold in the rate of lym- Rash 12 6 Do not use beyond the expiration date on the container.
phomas has been reported in the rheumataid arthritis pa- A ental HUMIRA must be refrigerated at 2-8° C (36-46° F). DO
tient population®, and may be further increased in patients injury 10 8 NOT FREEZE. Protect the pre-filled syringe from exposure
with more severe disease activity” (sce WARNINGS-Malig- Injection site to light. Store in original carton until time of administra-
nancies). The other malignancies observed during use of reaction** 8 T tion.
HUMIRA were breast, colon-rectum, uterine-cervical, pros- Back pain 6 4 HOW SUPPLIED
tate, melanoma, gallbladder-bile ducts, and other carcino- Urinary tract HUMIRA™ (adalimumab) is supplied in pre-filled syringes
ERch infection 8 5 as a preservative-free, sterile solution for subcutaneous ad-
Autoantibodies Hypertension 5 3

In the controlled trials, 12% of patients treated with
HUMIRA and 7% of placebo-treated patients that had neg-
ative baseline ANA titers developed positive titers at week
24, One patient out of 2334 treated with HUMIRA devel-
oped clinical signs suggeshva of nzwmet lupns-hka syn-

drome, The patient i op ﬁall lowing d of
therapy. No p loped lupus nephritis or central
nervous system symptoms. The impact of long-term treat-
ment with HUMIRA on the development of autoimmune
diseases is unknown.

Immunogenicity

Patients in Studies I, II, and III were tested at multiple
time points for antibodies to adalimumab during the 6 to 12
month period. Approsimately 5% (58 of 1,062) of adult rheu-
matoid arthritis patients receiving HUMIRA developed low-
titer antibodies to adalimumab at least once during treat-
ment, which were neutralizing in vitro. Patients treated
with concomitant MTX had a lower rate of antibedy devel-
opment than patients on HUMIRA therapy (1% versus

* Laboratory test abnormalities were reported as adverse
events in European trials

#* Does not include ervthema and/or itching, hemorrhage,
pain or swelling

Other Adverse Events

Other infrequent serious adverse events cecurring &t an in-
cidence of less than 5% in patients treated with HUMIRA
were:

Body As A Whole: Fever, infection, pain in extremity, pel-
vic pain, sepsis, surgery, thorax pain, tuberculosis reacti-
vated

Cardiovascular System: Arrhythmia, atrial fibrillation,
cardiovascular disorder, chest pain, congestive heart failure,
coronary artery dlsurder. heart arrest, hypemasive enn!ph-
alopathy, my 1 inarct, palpitati jcardial effu-
sion, pericarditis, syncope, tach di lar disard:
coﬂmn Duotdar Lupus erythematosus syndrome

12%). No apparent correlation of anhbcdy lopment to

ministration. The Eoilamng packaging configurations are

available:

Patient Use Syringe Carton

HUMIRA is dispensed in a carton containing two aleohol

preps and two dose trays. Each dose tray consists of a sin-

gle-use, 1 mL pre-filled glass syringe with a fixed 27 gauge

% inch needle, providing 40 mg (0.8 mL) of HUMIRA. The

NDC number is 0074-3799-02.

Institutional Use Syringa Carton

Each earton contains two alcohol preps and one tray. Each

dose tray consists of a single use, 1 mL pre-filled glass sy-

ringe with a fixed 27 gauge % inch needle (with a needle

stick protection device) providing 40 mg (0.8 mL) of

HUMIRA. The NDC number is 0074-3799-01.
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HUMIRA™
{adalimumab)
Patient information

Read this leaflet carefully before you start taking HUMIRA
(hu-mare-ah). You should also read this leaflet each time
you get your prescription refilled, in case something has
changed. The information in this leaflet does not take the
placebo of talking with your doctor before you start taking
this medicine and at check ups. Talk to your doctor if you
have any questions about your treatment with HUMIRA.
‘What is HUMIRAT
HUMIRA is & medicine that is used in people with moderate
to severe rheumatoid arthritis (RA). RA is an inflammatory
disease of the joints. People with RA are usually given other
medicines for their disease before they are given HUMIRA.
HUMIRA is for people with RA who have not responded well
enough to these other medicines.
How does HUMIRA work?
HUMIRA is a medicine called a TNF blocker, that is a type
of protein that blocks the action of a substance your body
makes called TNF-alpha. TNF-alpha (tumor necrosis factor
alpha) is made by your body's immune system. People with
RA have too much of it in their bodies. The extra TNF-alpha
in your body ean attack normal healthy body tissues and
cause inflammation especially in the tissues in your bones,
cartilage, and joints. HUMIRA helps reduce the signs and
symptoms of RA (such as pain and swollen joints) and may
help prevent further damage to your bones and joints.

HUMIRA can block the damage that too much TNF-alpha

can cause, and it can also lower your body’s ability to fight

infections. Taking HUMIRA can make your more prone to
getting infections or make any infection you have worse,

Who should not take HUMIRA?

You should not take HUMIRA if you have an allergy to any

of the ingredients in HUMIRA (sodium phosphate, sedium

citrate, citric acid, mannitol, and polysorbate 80). The nee-
dle cover on the pre-filled syringe contains dry natural rub-
ber. Tell your doctor if you have any allergies to rubber or
latex.
Before you start taking HUMIRA you should tell your
doctor if you have or hlve had any of the fo!lmmng

* Any kind of i an that is in only
one place in your body (such as an open cut or sore), or an
infection that is in your whole body (such as the flu). Hav-
ing an infection could put you at risk for serious side ef
feets from HUMIRA. If you are unsure, please ask your
doctor.

+ Ahistory of infections that keep coming back or ather con-
ditions that might increase your risk of infections.

= If you have ever had tuberculosis (TB), or if you have been
in close contact with someone who has had tuberculosis, If
you develop any of the symptoms of tuberculosis (a dry
cough that doesn't go away, weight loss, fever, night
sweats) call your doctor right away. Your doctor will need
to examine you for TB and perform a skin test.

* If you experience any numbness or tingling or have or
have ever had a disease that affects your nervous system
like multiple sclerosis.

* If you are scheduled to have major surgery.

* If you are scheduled to be vaccinated for anything.

If you are not sure or have any questions about any of this

information, ask your doctor

What important information do | need to know about side

effects with HUMIRA?

Any medicine can have side effects. Like all medicines that

affect your immune system, can cause serious side

effects. The possible serious side effects include:

Serious infections: There have been rare cases where pa-
tients taking HUMIRA or other TNF-blocking agents have

developed serious infections, including tuberculosis (TB)

and infections caused by bacteria or fungi. Some patients
have died when the bacteria that cause infections have
spread throughout their body {sepsis).

Nervous system diseases: There have been rare cases of

disorders %;t affect the nervous system of people taking

HUMIRA or other TNF blockers. Signs that you could be

ing a problem affecting your nervous sysbem in-

clude numbness or tingling, problems with your vision,
weaknsss in your legs and dizziness.

ancies: There have been very rare cases of certain

k.m s of cancer in patients taking HUMIRA or other TNF
blockers. People with more serious RA that have had the
disease for a long time may have a higher than average risk
of getting a kind of cancer that affects the lymph system,
called lymphoma. If you take HUMIRA or other TNF block-
ers, your risk may increase,
Lupus-like symptoms: Some patients have developed lu-
pus—liEe symptoms that got better after their treatment was
stopped. If you have chest pains that do not go away, short-
ness of breath, joint pain or a rash on your cheeks or arms
that is sensitive to the sun, call your doctor right away. Your
doctor may decide to stop your treatment.

IPR2018-01710

Allergic reactions: If you develop a severe rash, swollen
face or difficully breathing while taking HUMIRA, call your
doctor right away.
What are the other more common side effects with
HUMIRA?
Many patients experience a reaction where the injection
was given. These reactions are usually mild and include
redness, rash, swelling, itching or bruising. Usually, the
rash will go away within a few days. If the skin around the
area where you injected HUMIRA still hurts or is swollen,
try using a towel soaked with cold water on the injection
site. If you have pain, redness or swelling around the injec-
tion site that doesn't go away within a few days or gets
worse, call your doctor right away. Other side effects are up-
per respiratory infections (sinus infections), headache and
nausea.
Can | take HUMIRA if | am pregnant or breast-feeding?
HUMIRA has not been studied in pregnant women or nurs-
ing mothers, so we don't know what the effects are on preg-
nant women or nursing babies. You should tell your doctor if
you are pregnant, become pregnant or are thinking about
becoming pregnant.
Can | take HUMIRA If | am taking other medicines for my
RA or other conditions?
Yes, you can take other medicines provided your doctor has
prescribed them, or has told you it is ok to take them while
you are taking HUMIRA. It is impartant that you tell your
doctor about any other medicines you are taking for other
conditions (for example, high bleod pressure medicine) be-
fore you start taking HUMIRA.

You should also tell your doctor about any over-the-counter

drugs, herbal medicines and vitamin and mineral supple-

ments you are taking.

You should not take HUMIRA with other TNF blockers. If

you have questions, ask your doctor,

How do | take HUMIRA?

You take HUMIRA by giving yourself an injection under the

skin once every other week, or more frequently (every week)

if your doctor tells you to. If you accidentally take more

HUMIRA than you were told to take, you should call your

doctor. Make sure you have been shown how to inject

HUMIRA before you do it yourself. You can call your doctor

or the HUMIRA Patient Resource Center at 1-800

AHUMIRA (448-6472) if you have any questions about giv-

ing yourself an injection, Someone you know can also help

you with your injection. R ber to take this medi
just as your doctor has told you and do not miss any doses,

What should | do if | miss a dose of HUMIRA?

If you forgot to take HUMIRA when you are supposed to,

inject the next dose right away. Then, take your next dose

when your next scheduled dose is due. This will put you
back on schedule.

s one time better than another for taking HUMIRA?

Always follow your doctor’s instructions about when and

how often to take HUMIRA. To help you remember when to

take HUMIRA, you can mark your calendar ahead of time
with the stickers provided in the back of the patient infor-
mation booklet. For other information and ideas you can en-
roll in a patient support program by calling the HUMIRA

Patient Resource Center at 1-800-4HUMIRA (448-6472).

What do | need to dao to prepare and give an injection of

HUMIRA?

1) Setting up for an injection

# Find a clean flat working surface.

+ Remove one dose tray containing a pre-filled syringe of
HUMIRA from the refrigerator. Do not use a pre-filled sy-
ringe that is frozen or if it has been left in direct sunlight.
You will need the following items for each dose:

* A dose tray containing a pre-filled syringe of HUMIRA
with a fixed needle

* 1 alcohol prep

+ The card with the drawing of the pre-filled syringe

If you da not have all of the pieces you need to give yourself
an injection, call your pharmacist. Use only the items pro-
vided in the box your HUMIRA comes in.

* Check and make sure the name HUMIRA appears on the
dose tray and pre-filled syringe label.

* Check the expiration date on the dose tray label and pre-
filled syringe to make sure the date has not passed. Do not.
use a pre-filled syringe if the date has passed.

* Make sure the liquid in the pre-filled syringe is clear and
colorless. Do not use a pre-filled syringe if the liquid is
cloudy or discolored or has flakes or particles in it.

* Have a puncture pmnf container nearby for disposing of
used needles and syrin,

FOR YOUR PROTECTION, l’T IS IMPORTANT THAT YOU

FOLLOW THESE INSTRUCTIONS.

2) Choosing and preparing an injection site

+ Wash your hands thoroughly

* Choose a site on the front of your thighs or your abdomen.
If you choose your abdomen, you should avoid the area 2
inches around your navel.

-

® Choose a different site each time you give yourself an
injection. Each new injection should be given at least
one inch from a site you used before. Do NOT inject into
areas where the skin is tender, bruised, red or hard or
where you have scars or stretch marks.

* You may find it helpful to keep notes on the location of
previous injections.

ipe the site where HUMIRA is to be injected with an
alcohol prep, using a circular motion, Do NOT touch this
area again until you are ready to inject.

3) How to prepare your HUMIRA dose for injection with a

Pre-filled Syringe

* Hold the syringe upright with the needle facing down.
Take the card with the drawing of the syringe and hold it
next to the real syringe so the drawing and the real sy-
ringe are side-by-side. Check to make sure that the
amount of liquid in the syringe is the same or very close to
the 0.8 mL arrow shown on the card with the drawing of
the pre-filled syringe. The top of the liquid may be curved
as shown in the drawing. The 0.8 mL arrow should point
near the middle of the curved liquid. If the real syringe
does not have the correct amount of liquid, DO NOT USE
THAT SYRINGE. Call your pharmacist.

+ Remove the needle cover taking care not to touch the nee-
dle with your fingers or allow it to touch any surfaca,

e Turn the syringe 80 the needle is facing up and slowly
push the plunger in to push the-sir in the syringe out
through the needle. If a small drop of liquid comes out of
the needie that is ok.

4 Injecting HUMIRA

* With your other hand, gently pinch the cleaned area of
skin and hold it firmly. Hold the syringe like a pencil at
about & 45° angle to the skin.

* With a quick, short, “dart-like” motion, push the needle
into the skin,

+ After the needle is in, let go of the skin. Pull back slightly
on the plunger, if blood appears in the syringe it means
that you have entered a blood vessel. Do not inject
HUMIRA. Withdraw the needle and repeat the steps to
choose and clean a new injection site. DO NOT use the
same syringe; discard it in your puncture proof container.
If no blood appears, slowly push ihe plunger all the way in
unti] all of the HUMIRA is injected.

* When the syringe is empty, remove the needle from the
skin keeping it at the same angle it was when it was in-
serted.

® Press a cotfon ball over the injection site and hold it for 10
seconds, Do NOT rub the injection site. If you have slight
bleeding, do not be alarmed.

* Dispose of the synnga immediately.

5) Disposi and need!

You shou]d always check with your healthcare provider for

instructions on how to properly dispose of used needles and

syringes. You should follow any special state or local Jaws
regarding the proper disposal of needles and syringes. DO

NOT throw the needle or syringe in the household trash or

recycle.

+ Place the used needles and syringes in a container made
specially for disposing of used syringes and needles
(called a “Sharps” container), or a hard plastic container
with a serew-on cap or metal container with a plastic lid
labeled “Used Syringes”. Do not use glass or clear plastic
containers.

* Always keep the container out of the reach of children.

+ When the container is about two-thirds full, tape the cap
or lid down so it does not come off and dispose of it as
instructed by your doctor, nurse or pharmacist. DO NOT
THROW THE CONTAINER IN THE HOUSEHOLD
TRASH OR RECYCLE.

* Used preps may be placed in the trash, unless otherwise
instructed by your doctor, nurse or pharmacist. The dose
tray and cover may be recycled.

HOW DO | STORE HUMIRA?

Store at 2°C-8°C/36-46°F (in a refrigerator) in the original

centainer until it is used. Protect from light. DO NOT

FREEZE HUMIRA. Refrigerated HUMIRA remains stable

until the expiration date printed on the pre-filled syringe. If

you need to take it with you, such as when traveling, store it
in a cool carrier with an ice pack and protect it from light.

Continued on next page

Consult 2004 PDR® supplements and future editions for revisions
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HYTRIN®
(terazosin hydrochloride}
Capsules

DESCRIPTION

HYTRIN (terazosin hydrochloride); an alpha-I-selective
adrenoceptor blocking agent, is a quinazoline derivative
represented by the following chemical name ‘and structural
formula: (RS)-Piperazine, 1-(4-amino-6,7-dimethoxy-2-
quinazolinyl)-4-[(tetra-hydro-2- {uranyl)carbnnyl]- mcnchy-
drochlnncle dihydrate.

BN L g T
{ N HOI-2H,O"

Terazosin hydron}ﬂoride is-a whité; crystalline substance,
freely soluble in water ‘and‘isotonic saliné-and ha$ 4 molec-
ular: weight of :459:93.- HYTRIN - capsules’* (terazosin
hydrochloride ¢apsules) for oral ingestion are supplied in
four dosage strengths containing’ terazasin hydm hlonde
equivalentto ¥ mg, 2 mg, 5 mg, or' 106 mg of beram
Inactive Ingredients:
1 mg capsules: gelatin, glycenn iron-oxid
mineral oil, polyethylene glycol, povidon:
titanium dxox]de, ‘and vanillin: . :

2 mg capsulés: D&C yellow No. 410, géiatm glycérin, meth»
ylparaben, mineral oil, polyethylene glycol,> povidonie; pro-
pylparaben, titanium dioxide, and vanillin.

5 mg capsules: D&C 7éd No. 28, FID&C ted No. 40, gelatin,
glycerin, methylparaben, mineral oil, polyethylene glycol,
povidone, propylparaben titanium dxomde and vanillin.

10 mg capsules: ED&C blue No. }; gelatm, glycerin, meth-
ylparaben, mineral oil, polyethylene glytol, povidone, pro-
pylparaben, titanium dxox:(de and vamllm

CLINICAL PHARMAEOLOGY

Pharmacodynamics:

A. Benign Prostatic-Hyperplasia (BPH)..:

The symptoms associated with BPH are related to bladder |

outlét obstruction which is: comprised of two underlymg :

components: a statlc compnnent and a dynamm component
in

adrenoceptors, which are“dbundant’ in ‘the
static capsule and bladder neck. ’I‘he reduct]on in syniptoms
and’ 1mpruvement

produced by bluckade of alpha-l adrenoceptors:in the blad-
der neck and prostate. Beécause there .are relatively few
alpha-] adrenoceptors in’the bladder body; terazosin‘is'abte |
to reduce‘thé bladder” sutlet” obstructlon wnhout aﬂectmg
bladder contractility’s

proximately: 24 hours following" dosing. Symptoms were
quantified using the Boyarsky Index. The questionnaire
evaluated both obstructive (hesitancy, intermittency, termi-

nal dribbling, impairient of size .and foree of stream, sén-
sation of incomplete bladder emptying) and irritative (noc-
turia, daytime frequency, urgency; dysuria) symptoms by
rating each of the 9 symptoms from‘0-3, for & total score of
27 points. Results from-these studies-indicated that
terazosin statistically signi y-imiproved ymptorn: and
peak urine flow rates over placebo as'follow:
[See table below)’
In all three studiési both Symptom scorés and pea.k utine
flow rates showed statistically significant improvenient
from baseline in patients tréated with terazosin from week

2 (or ‘the first clinic ¥isit) ‘and throtighout the study |

duration.

Analysis of the Efféet’ of terazosin on ‘individual urinary
symptoms demonstrated that compared ~ to placebo,
terazosin'signifi antly nnproved the symptomis'of hesitancy,
mtermntency, mpairment in size and ‘force of urinary
stream, sensation’of incomplete emptying, termmal drib-
bling, daytune frequency and nocturia.
Global assessments ‘of overall uiinary funchon d symp-
toms were also performed. by mvestxgxtors “who were
. ient treatment assxgnment In stud:es 1and 3,
1ﬁcantly
{p'= 0O 001) greater overall 1mpmvement compared to pla-
cebo treated patlents 3 .

In a short térm study (Study l) patxen 3 were randomxzed

domized | ,to the 1

ak flow' ‘rate com-

‘Neén Chaigé in Total Sy74 ‘mm'
~Scoré from Baselinet” -

Pg}',{css,u

+ for baseline values see abor
* p = 0.05, compared to, placeb

In .a long-term}-open-label;: non‘ placebo con ' olled chmcal ]

trial;-181 men were followed for-2 years and 58 of thésemen

were followed for' 30:months.:The: effect of terazosin on uri-
nary symptom scores’and peak:flow'rates was mamta.med f

throdghous the study dd¥ation (Fxgures 2'and 53)
{See figure 2 at top of next column] s
[See figure 3 at top of next column] +

In this longsterm trialy Both.symptord:scorés’ and peak ari-

nary flow rates showed statistically significant improve- 4

ment suggesting g relaxation of smovoth muscle cells.
Although blockade of alpha:1 at cgptors also lowers
blood pressure in thyperfensive g with increased pe-

Terazosin has’been studied in 1222 men’ w1th symptomati

BPH. In'three placebo-controlled studiss, symptom evalua-
tion" and uréflowmetric ‘measurements Were perform “ap-

ripheral

cant blood pressure, lowerm Eec

a Symptom Score Peak Flow Rate
) *... (Range 0-27) AmL/sec)
* Mean Mean Mean -~ Mean
N-" " Baseline Change (%} Baseline Change (%)}

Studv 1110 mg® : °
Txtratmn to ﬁxed d se (12

Placebo’ i 55 9.7 -2.3°(24)

Terazosin’ e . 54 10.1 -4.5 (45 -
Study 255, 10, 25 mei® . . X
Titration to response (24 wks) o o :

‘Placebp ST g9 ©125 3.8 (30) | +1.4(16)

Térazosin -85 12:2 -5.3 (43)* +2:9 (35)*
Study 3 5, 2,5, 10 mgi® : v
Titration to response (24 wks)- T R y

‘ Placebo $74 104 ¢ SLTEn 74

Terazus 737 109 -4.6 (42)* 73

H nghes(: dose 10 mg. shown o
®123%: of patients on’10 mg, 41% of patients on:20 mg.
¢ 67% of patients on 10 mg.
*Significantly (p-= 0.05)-more improvement than placebo.

. N g

will be y g

IPR2018-01710

editions

g grm.\p achié ved a statxs cally signifi-

sin tr ‘eatment of normo-
re: \ﬂi: in a clmlcal]y signifi-

Figure2 ., -

Meéan Change in Total Symptom Score from Baseline
Long-Term, Open Lnl)cl Nen-Placebo Controlled Study
(N=494)

‘Mean Change from Baseline

z
g

2
EX
o
N
w

.,,1‘2,15118 21

i

* p £0.05vs. baseline
mean baseline = 10.7

% 5

Figure3 - u
Mean Change in Peak Flow Rate frora Baséline
Label, Non Placebo Controlled Sludy

Maan f.‘hinge from Baseline
{ml/sec)

* p<0.05ys. baseline . .
 mean baseline = 9.9

Mean Changes in B
- .Baseline to Flnal Visi

No:
ooy Paheqts
DBP = 90 mni Hg

Placebo. 293
Terazosin 519
*p =.0.05-vs.: placebo: 1+ - |

B. Hyperten ion .. : e
In animals, terazosm causes.a.d in blood ) by
decreasmg total penphetal vascular resxstance /The

once daily (the g-reat majonty) and twice daxly reglmens
with total doses usually in the range of:5-20 mg/day, and

Bécéﬁse t.erazosm, like all’ Jgha ‘amagomsts can
canse usually. large. {‘al in blood pressure the
dose or first few doses, the lmnal dose was 1

g hid:
tients). In'mea
Was unchanged, ~*
Limitéd measurements’
dosing) during chrom
that it is'grea
sponse, suggestmg some attemxatlon of tespu se' at 24
hours, presumably due ‘to’a"fall in’blood- térazosin
trauons at the end of thi dose iritérvall ‘Thxs explan ati

%

terit with the similarity of-blood ‘préssure response 10 onice
daily and thce da.\ly dosmg a.nd thh the abseﬁce of & an ob»

s, a’Shorter dosxng interval
orilarger dosé should haveled to incredsed résponse.

Fuirther dose’ response and'dose duration’studiés are being
carried out. Blood pressure should-be mezstred at the end
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the patient’s condition, sodium intake, and responsiveness. RN Table 1
A decision to change the daily dose should be‘based on the . . ,PERCENTAGE OF PATIENTS WHO ACHIEVED AN ACR RESPONSE AT WEEKS 30 AND 54
results of:thorough clinical ‘and laboratory.evaluations. If R y REMICADE + MTX
antihypertensive drugs or diuretics are given concurrently .
L TATOILEY o il e ot e pute e o
: Reéspon: + MTX~ : 9 . g . .
nocturnal dyspnea, it may be advisable to employ-a larger '-S,PO-.sTg . ﬁ o . E{(::—‘é%()s %g%; %;8;8‘%5 9(‘3;‘%\;
dose to ensure prolongation:of dxuresxs and saluresis for a | A@R 20 PR 3 :
full 24-hour. period. .. .. Week 30 20% 50% 50% 52% 58%
Treatment of Hypertension: The hme mterval requnrad for “Week 54 17%:- 42% 48% 59% 59%
the initial -dosage regimeri to show effect may varyfrom | AcR 50 -
three or four days to threé:to six weeks in the treatment of Wesk 30 5% T o 29% 31% 26%
elevated blood pressure:-Doses should be adjusted at appro- Week 54 9% 219 - 34% “40% 38%
priate intervals to achieve. maximum: therapeutic effect. ACR 70 g .
HOW SUPPLIED to . : Week 30 0% 8% 11% 18% 1%
ZAROXOLYN Tabléts (metolazone tablets USP).are shal- Week 54 2% 1% 18% 26% 19%
low biconvex, round tablets, and are available in three | - D<0.05 for each outcomé compared to placebo ) )
strengths:
2% mg, pink, debossed “ZAROXOLYN" on one 51de and
910" on reverse side: ! Table 2
NDC 53014-975-71 Bottle of 100s COMPONENTS OF ACR 20 AT BASELINE AND 54 WEEKS
NDC 53014-975-90 -Bottle of 1000’s X Placebo + MTX REMICADE + MTX*
NDC 53014-975-72  Carton of 100's, unit dose (n=88) (n=340)
5 mg, hlue, debossed “ZAROXOLYN” on one side, and “5” on -
reverse side. Parameter (medians) Baseline Week 54 Baseline Week 54
NDC 53014-850-71  Bottle of 100's -No. of Tender Joints 24 16 ’ 32 8
NDC 53014-850-90  Bottle of 1000’s No. of Swollen Joints 19 13 20 7
NDC 53014-850-72  Carton of 100s, unit dose Pain. 6.7 6.1 68 .33
10 mg, yellow, debossed “ZAROXOLYN” on one side, and | Physician’s Global Assessment” 6.5 5.2 6.2 2.1
“10” on reverse side. Patient’s Global Assessment’ 6.2 6.2 6.3 3.2
NDC 53014-835-71  Bottle of 100’s Disability Index (HAQ)® 18 15 1.8 1.3
NDC 53014-835-30  Bottle of 1000's CRP (mg/dL) 3.0 2.3 2.4 0.6

NDC 53014-835-72  Carton of 100’s, unit dose
Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-
86°F) [See USP Controlled Room Temperature]. Protect
from light. Keep out of the reach of children.
Celitech Pharmaceuticals, Inc.
Rochester, NY 14623 USA
® Celltech Manufacturing, Inc.
© 2003, Celitech Pharmaceuticals, Inc.
Al rights reserved.
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EDUCATIONAL MATERIAL

For educational information, please write to Celltech Phar-
maceuticals, Inc., PO Box 31766, Rochester, NY 14603.

Centocor, Inc.
200 GREAT VALLEY PARKWAY

MALVERN; PA 19355
USA

Direct General Inquiries to:
Ph: (610) 651-6000
(888) 874-3083
Fax: (610) 651-6100
Medical Emergency Contact:
‘Ph: 1-(800)-457-6399
For Medical Information/Adverse Expenence Reporting
Contact: .
Medical Information
Ph: (800) 457-6399

REMICADE®
Trem-i-kad)
{infliximab)

for IV injection

WARNING

RISK OF INFECTIONS

TUBERCULOSIS (FREQUENTLY DISSEMINATED OR EX-
TRAPULMONARY AT CLINICAL PRESENTATION), INVA-
SIVE FUNGAL INFECTIONS, AND OTHER OPPORTU-
NISTIC INFECTIONS, HAVE BEEN OBSERVED IN
PATIENTS RECEIVING REMICADE. SOME OF THESE IN-
FECTIONS HAVE BEEN FATAL (SEE WARNINGS).
PATIENTS SHOULD BE EVALUATED FOR LATENT TU-
BERCULOSIS INFECTION WITH A TUBERCULIN SKIN
TEST.! TREATMENT OF LATENT TUBERCULOSIS IN-
FECTION SHOULD BE INITIATED PRIOR TO THERAPY
WITH REMICADE.

DESCRIPTION

REMICADE is a chimeric IgGlx monoclonal antibody thh
an approximate molecular weight of 149,100 daltons, It-is
composed:of human constant and murine variable regions.
Infliximab binds specifically to human tumor necrosis factor
alpha (TNFa) with an association constant of 10 M. In-
fliximab is. produced by a recombinant cell line cultured by
continuots perfusion-and is purified by a series of steps that

includes measures to inactivate and remove v1ruses
DTMIAANE fa avemnll

ann nbamila

IPR2018-01710

* All doses/schedules of REMICADE + MTX
b Visual Analog Scale (0=best, 10=worst)

¢ Health Assessment Questionnaire, measurement of 8 categories: dressing and grooming, arising, eating, walking,

hygiene, reach, grip, and activities{0=best, 3=worst)

Table 3
RADIOGRAPHIC CHANGE FROM BASELINE TO WEEK 54

REMICADE + MTX

Median

(10, 90 Placebo 3 mglkg 10 mg/kg

percentiles) +MTX q.8 wks 4 wks g8 wks q 4 wks p-value®
{n=64) (n=71) (n=71) (n=77) (n=66)

Total Score

Baseline 55 (14, 188) 57 (15, 187) 45 (8, 162) 56 (6, 143) 43 (7,178)

Change from ) -

baseline 4.0 (-1.0, 19.0) 0.5(-3.0,5.5) 0.1(5.2,9.0) 0.5 (-4.8, 5.0 0.5 (-5.7,4.0)  p<0.001

Erosion Score

Baseline 25 (8, 110) 29 (9, 100} 22(3,91) 22(3,80) ' - 26(4,104)

Change from

baseline 2.0(-1.0,9.7) 0.0(-3.0,4.3) -0.3(:3.1,2.5) 0.5 (-3.0, 2.5) -0.5 (2.7, 2.5)  p<0.001

JSN Score

Baseline 26 (3, 88) 29 (4, 80) 20 (3, 83) 24 (1,79) 27 (3,77)

Change from X

baseline 1.5(-0.8, 8.0) 0.0 (-2.5, 4.5 0.0(-3.4,5.0) 0.0 (-3.0, 2.5) 0.0(2.0,35  p<0.001

2 For comparisons of each dose against placebo

with 10 mL of Sterile Water for Injection, USP, the resulting
pH is approximately 7.2. Each single-use vial contains
100 mg infliximab, 500 mg sucrose, 0.5 mg polysorbate 80,
2.2 mg monobasic sodium phosphate, monohydrate, and
8.1 mg dibasic sodium phosphate, dlhydrate No preserva-
tives are present.

CLINICAL PHARMACOLOGY

General

Infliximab neutrahzes the biological activity of TNFa by
binding with high affinity to the-soluble and transmem-
brane forms of TNFa and inhibits binding of TNFa with its
receptors.>® Infliximab does not neutralize TNF# (lympho-
toxin ), a related cytokine that utilizes the same:receptors
as TNFa. Biological activities atiributed to TNFa include:
induction of pro-inflammatory cytokines such as interleu-
kins (IL) 1 and 6, enhancement of leukocyte migration by
increasing endothelial layer permeability and expression of
adhesion molecules by endothelial cells and leukocytes, ac-
tivation of neutrophil and eosinophil functional activity, in-
duction of acute phase reactants and other liver proteins, as
well as tissue degrading enzymes produced by synoviocytes
and/or chondrocytes. Cells expressing transmembrane
TNFa bound by infliximab can be lysed in vitro® or in vivo.*
Infliximab inhibits the functional activity of TNFa in a wide

variety of in vitro bioassays utilizing human fibroblasts, en- -

dothelial cells, neutrophils, B and T lymphocytes and epi-
thelial cells. Anti-TNFa antibodies reduce disease activity
in the cotton-top tamarin colitis model, and decrease syno-
vitis and joint.erosions in a murine model of. collagen-
induced arthritis. Infliximab prevents disease in transgenic
mice that develop polyarthritis as a result of constitutive
expression of human TNFq, and when administered after
disease onset, aliows eroded joints to heal.
Pharmacodynamics
Elevated concentrations of TNFa have been found in the
joints of rheumatoid arthritis patients and the stools of
Crohn'’s disease patients and correlate with elevated disease
activity. In rheumatoid arthritis, treatment with
REMICADE reduced infiltration of inﬂammatory cells into
inflamed areas of the joint as well as expresswn of mol—
~n

molecule-1 (VCAM-1)], chemoattraction [IL-8 and monocyte
chemotactic protein (MCP-1)] and tissue degradation [ma-
trix metalloproteinase (MMP) 1 and 3]. In Crohn’s disease,
treatment with REMICADE reduced infiltration of inflam-
matory cells and TNFa production in inflamed areas of the
intestine, and reduced the proportion of mononuclear cells
from the lamina propria able to express TNFa and inter-
feron. After treatment with REMICADE, patients with
rheumatoid arthritis or Crohn’s disease exhibited decreased
levels of serum I1-6 dnd C-redctive protein (CRP) compared
to baseline.  Peripheral blood lymphocytes from
REMICADE-tr¢ated patients showed no “significant de-
crease in number or in proliferative responses toin vitro mi-
togenic stimulation when compared to cells from untreated
patients.

Pharmacokinetics’

Single intravenous (IV) infusions of 3 mg/kg to 20 mg/kg
showed a linear relationship between the dose administered
and the maximum serum concentration. The volume of dis-
tribution at steady state was independent of dose and indi-
cated that infliximab was distributed primarily within the
vascular compartment. Median pharmacokinetic results for
doses of 3 mg/kg to. 10 mg/kg in rheumatoid arthritis and
5 mg/kg in Crohn’s disease indicate that the terminal half-
life of infliximab-is 8.0 to 9.5 days.

Following an initial dose of REMICADE, repeated infusions
at 2 and 6 weeks resulted in predictable concentration-time
profiles following each treatment. No systemic accumula-
tion of infliximab occurred upon continued repeated treat-
ment with 3 mg/kg or 10 mg/kg at 4- or 8-week intervals. No
major differences in clearance or volume of distribution
were observed in patient subgroups defined by age, weight,
or gender. It is not known if there are differences in clear-
ance or volume of distribution in patients with marked im-
pairment of hepatic or renal function.

A pediatric Crohn’s disease pharmacokinetic study was con-
ducted in 21 patients aged 11 to 17 years old. No notable
differences in single-dose pharmacokinetic parameters were
observed between pediatric and adult Crohn’s disease pa-
tients (see PRECAUTIONS, Pediatric Use).
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PHYSICIANS' DESK REFERENCE®

Remicade—Cont.

CLINICAL STUDIES

Rheumatoid Arthritis

The safety and efficacy of REMICADE when given in con-
junction with methotrexate (MTX) were assessed in a mul-
ticenter, randomized, double-blind, placebo-controlled study
of 428 patients with active rheumatoid arthritis despite
treatment with MTX (the Anti-TNF Trial in Rheumatoid Ar-
thritis with Concomitant Therapy or ATTRACT). Patients
enrolled had a median age of 54 years, median disease du-
ration of 8.4 years, median swollen and tender joint count of
20 and 31 respectively, and were on a median dose of
15 mg/wk of MTX. Patients received either placebo + MTX
or one of 4 doses/schedules of REMICADE + MTX: 3 mg/kg
or 10 mg/kg of REMICADE by IV infusion at weeks 0, 2 and
6 followed by additional infusions every 4 or 8 weeks in com-
bination with MTX. Concurrent use of stable doses of folic
acid, oral corticosteroids (<10 mg/day) and/or nonsteroidal
anti-inflammatory drugs was also permitted.

Data on use of REMICADE without concurrent MTX are

limited (see ADVERSE REACTIONS, Immunogenicity).>®
Clinical response

All doses/schedules of REMICADE + MTX resulted in im-
provement in signs and symptoms as measured by the
American College of Rheumatology response criteria (ACR
20) with a higher percentage of patients achieving an ACR
20, 50 and 70 compared to placebo + MTX (Table 1). This
improvement was observed at week 2 and maintained
through week 102. Greater effects on each component of the
ACR 20" were observed in all’ patients treated with
REMICADE + MTX compared to placebo + MTX (Table 2).
Approximately 10% of patients treated with REMICADE
achieved a major clinical response, defined as maintenance
of an ACR 70 response over a 6-month period compared to
0% of placebo-treated patients (p=0.018).

[See table 1 at top of previous page}

[See table 2 at top of previous pagel

Ruadiographic response

Structural damage in both hands and feet was assessed,ra-
diographically at week 54 by the change from baseline in
the van der Heijde-modified Sharp score, a composite score
of structural damage that measures the number and size of
joint erosions and the degree of joint space narrowing in
hands/wrists and feet.” Approximately 80% of patients had
paired x-ray data at 54 weeks and approxlmate]y 0% at
102 weeks. The inhibition of progression of structural dam-
age was observed at 54 weeks (Table 3) and maintained
through 102 weeks.

{See table 3 at top of previous page}

Physical function response

Physical function and disability were assessed using the
Health Assessment Questionnairé (HAQ) and the general
health-related quality of life questionnaire SF-36. All doses/
schedules of REMICADE + MTX showed signiﬁcantly
greater improvement from baseline in HAQ and SF-31
physical component immary score averaged over tlme
through week 54 compared to placebo + MTX, and no wors-
ening in the SF-36 merntal component summary score.

The median (interquartile range) improvement from base-
line to week 54 in HAQ was 0.1 (~0.1,'0.5) for the placebo +
MTX group and 0.4 (0.1, 0.9) for REMICADE + MTX
{p<0.001). Both HAQ and SF-36 effects were maintained
through week 102. Approximately 80% of patients in all
doses/schedules of REMICADE + MTX remained in the trial
through 102 weeks.

Active Crohn's Disease

The safety and efficacy of single and multiple doses of
REMICADE were assessed in two randomized, double-
blind, placebo-controlled clinical studies in 653 patients
with moderate to severely active Crohn’s disease {Crohn’s
Disease Activity Index {CDAI] 2220 and <400) with an in-
adequate response to prior convéntional therapies. Concom-
jtant stable doses of aminosalicylates, cortiposteroids and/or
immunomodulatory agents were permitted and 92% of
patients continued to receive at least one of these
medications.

In the single-dose trial® of 108 patients, 16% (4/25) of pla-
cebo patients achieved a clinical response (decrease in CDAT
=70 points) at week 4 vs. 81% (22/27) of patients receiving
5 mgfkg REMICADE (p<0.001, two-sided, Fisher’s Exact
test). Additionally, 4% (1/25) of placebo patients and 48%
(13/27) of patients receiving 5 mg/kg REMICADE achieved
clinical remission (CDAI <150) at week 4.~

In a multidose trial (ACCENT 1),° 545 patients received
5 mg/ky at week 0 and were then randomized to one of three
treatment groups; the placebo maintenance group received
placebo at weeks 2 and 6, and then every 8 weeks; the
5 mg/kg maintenance group received 5 mg/kg at weeks 2
and 6, and then every 8 weeks; and the 10 mg/kg mainte-
nance group received 5 mg/kg at weeks 2 and 6, and then
10 mg/kg every 8 weeks. Patients in response at week 2
were randomized and analyzed:separately from those not in
response at week 2. Corticosteroid taper was permitted af-
ter week 6.

At week 2, 57% (311/545) of patients were in clinical re-
sponse. At week 30, a significantly greater proportion of
these patients in the 5 mg/kg and 10 mg/kg maintenance
groups achieved clinical remission compared to patients in
the placebo maintenance group (Table 4).

Additionally, a significantly greater proportion of patients
in the 5 mg/kg and 10 mg/kg infliximab maintenance groups
were in clinical remission and were able to discontinue cor-
ticosteroid use compared to patients in the placebo mainte-
‘nance group at week 54 (Table 4).

[See table 4 below]

Patients in the infliximab maintenance groups (5 mg/kg and
10 mg/kg) had a longer time to loss of response than pa-
tients in the placebo maintenance group (Figure 1). At
weeks 30 and 54, significant improvement from baseline
was seen among the 5 mg/kg and 10 mg/'kg infliximab-

treated groups compared to the placebo group in the disease
specific inflammatory bowel disease questionnaire (IBDQ),
particularly the bowel and systemic components, and in‘the
physical component summary score of the general health-
related quality of life questionnaire SF:36. .

had Not Lost Response (%)

Compared 10 placebo mainlenance:
infiximab 10 mokg: < 0.001

Infiximab 5 mglkg: &= 0,004

Patien

T T T T T J
02 5 10 14 22 30 28 5 5¢

Study Week

~O~ Placebo ~®— Smghkginliximab —- 10 mgkg inflximab

Figure !
Kaplan-Meier estimate of the proportion of patients
who had not lost response through week 54

In a subset of 78 patients who had mucosal ulceration at
baseline and who participated in an endoscopic substudy, 13
of 43 patients in the infliximab maintenance group had en-
doscopic evidence of mucosal healing compared to 1 of 28
patients in the placebo group at week 10. Of the infliximab-
treated patients showing mucosal healing at week 10, 9 of
12 patients also showed mucosal healing at week 54.
Patients who achieved a response and subsequently lost re-
sponse were eligible to receive infliximab on an episodic ba-
sis at a dose that was 5 mg/kg higher than the dose to which
they were randomized. The majority of such patients re-
sponded to the higher dose. Among patients who were not in
response at week 2, 59% (92/157) of infliximab maintenance
patients responded by week 14 compared to 51% (39/77) of
placebo maintenance patients. Among patients who did not
respond by week 14, additional therapy did not result in sig-
nificantly more responses (see DOSAGE AND ADMINIS-
TRATION).

Fistulizing Crohn’s Disease

The safety and efficacy of REMICADE were assessed in 2
randomized, double-blind, placebo-controlled-studies in pa-
tients with fistulizing Crohn’s disease with fistula(s) that
were of at least 3 months duration. Concurrent use of stable
doses of corticosteroids; 5-ASA, antibiotics; MTX, 6-MP
and/or AZA was permitted.

In the first trial,® 94 patients received three doses of either
placebo or REMICADE at weeks 0, 2 and 6. Fistula re-
sponse (250% reduction:in number of enterocutaneous fis-
tulas draining upon gentle compression on at least two con-
secutive visits without an increase in medication or surgery
for Crohn’s-disease) was-seen in 68% (21/81) of patients in
the 5 mg/kg REMICADE group (p=0.002) and 56% (18/32) of

Table 4
CLINICAL REMISSION AND STEROID WITHDRAWAL =

Single 5 mg/kg Dose?

Week 30
Clinical remission
p-value®

Week 54
Patients in remission able to
discontinue corticosteroid used

Three Dose Induction®
REMICADE Maintenance q 8 wks

Placebo Maintenance 5 mglkg © 10 mglkg
25/102 41/104 487105
25% . 39% " 46%
' . 0.022 0.001
6/54 S 14/56 - 1853
1% ’ 25% : 34%
0.059 0.005

p-value®

# REMICADE at week 0

- REMICADE 5 mg/kg administered at weeks 0, 2 and 6
i p-values represent pairwise comparisons to placebo

IPR2018-01710
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patients in the 10.mg/kg REMICADE group (p=0.021) vs.
26% (8/31) of patients in the placebo arm. The median time
to onset of response and median duration of response in
REMICADE-treated patients was 2 and 12 weeks, respec-
tively. Closure of -all fistula was achieved in 52% of
REMICADE-treated patients compared with 13% of place-
bo-treated patients (p<0.001).

In the second trial (ACCENT I}, patients who were enrolled
had to have at Jeast one draining enterocutaneous (peria-
nal, abdominal)-fistula. All patients received 5 mg/kg
REMICADE at weeks 0, 2 and 6. Patients were randomized

‘to placebo or 5 mg/kg REMICADE maintenance at week 14.

Patients received maintenance doses at week 14 and then
every eight weeks through week 46. Patients who were in
fistula response (fistula response was defined the same as in
the first trial) at both weeks 10 and 14 were randomized
separately from those not in response. The primary end-
point was time from rdndomization to loss of response
among those patients who were in fistula response.
Among the randomized patients (273 of the 296 initially en-
rolled), 87% had perianal fistulas and 14% had abdominal
fistulas. Eight percent also had rectovaginal fistulas
Greater than 90% of the patients had received previous im-
munosuppressive and antibiotic therapy.

At week 14, 65% (177/273) of patients weré in fistula re-
sponse. Patients randomized to REMICADE maintenance
had a longer time to loss of fistula response compared to the
placebo maintenance group (Figure 2). At week 54, 38% (33/
87) of REMICADE-treated patients had no draining fistulas
compared with' 22% (20/90) of placebo-treated patients
(p=0.02). Compared to placebo maintenance, patients on
REMICADE mamtenance had ‘a trend toward fewer hospi-
talizations.

Compared to placebo maintenance:
Infiiximats 5 mgkg: p =0.001

Patients Who had Not Lost Response (%)

T ¥ T T

T T T
0z 6 10 14 22 30 38 48 54

Stuty Week

}%} Placebo maintenance ~#— 5 mg/kg infiiximab maintenance [

« Figure 2

Life table estimates of the proportion of patients who had

lost fistula response through week.54 .
Patients who achieved a fistula response and subsequently
lost response were eligible to receive REMICADE mainte-
nance therapy at a dose that was 5 mg/kg higher than the
dose to which they were randomized. Of the placebo main-
tenance patients, 66% (25/38) responded to 5 mglkg
REMICADE, and 57% (12/21) of REMICADE maintenance
patients responded to 10 mg/kg.
Patients who had not achieved a response by week 14 were
unlikely to respond to additional doses of REMICADE
Similar proportions of patients in either group developed
new fistulas (17% overall) and similar numbers developed
abscesses (15% overall):
INDICATIONS AND USAGE
Rheumatoid Arthritis
REMICADE, in combination with methotrexate, is indi-
cated for reducing signs and symptoms, inhibiting the pro-
gression of structural damage and improving physical func-
tion in patients with moderately to severely active
rheumatoid arthritis who have had an madequate respzmse
to methotrexate.
Crohn’s Disease
REMICADE is indicated for reducing signs and symptoms
and inducing and maintaining clinical remission in patients
with moderately to severely active Crohn’s disease who
have had an inadequate response to conventional therapy.
REMICADE is indicated for reducing the number-of dfain-
ing. enterocutaneous and rectovaginal fistulas and main-
taining fistula closure in patients with fistulizing Crohns
disease.
CONTRAIN'DICATIONS
REMICADE is contraindicated in patients with moderate or
severe (NYHA Class III/IV) congestive heart failure (see
WARNINGS, Congestive Heart Failure).
REMICADE should not -be administered to patients with
known hypersensitivity to any murine proteins or other
component of the product.
WARNINGS
RISK OF INFECTIONS
{See boxed WARNING)
SERIOUS INFECTIONS, INCLUDING SEPSIS HAVE BEEN
REPORTED [N PATIENTS RECEIVING TNF-BLOCKING
AGENTS. SOME OF THESE INFECTIONS HAVE-BEEN FA-
TAL. MANY OF THE SERIOUS-INFECTIONS IN PATIENTS
TREATED WITH REMICADE: HAVE.OCCURRED IN-PATIENTS
ON CONCOMITANT IMMUNOSUPPRESSIVE THERAPY
THAT, IN ADDITION TO.THEIR CROHN’'S DISEASE OR

PUFEIRAATAIN ARTHRITIO AATI R RRERIOCAAGE TUERE TA
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REMICADE SHOULD NOT-BE GIVEN TO PATIENTS WITH A
CLINCALLY IMPORTANT,;ACTIVE INFECTION. CAUTION
SHOULD BE' EXERCISED WHEN CONSIDERING THE -USE
OF REMICADE IN PATIENTS WITH A GHRONICINFECTION
OR ‘A HISTORY OF RECURRENT INFECTION: PATIENTS
SHOULD BE MONITORED FOR SIGNS AND SYMPTOMS OF
INFECTION' WHILE "ON"OR™ AFTER TREATMENT WITH
REMICADE. NEW' INFECTIONS SHQULD BE CLOSELY
MONITORED. IF A PATIENT DEVELOPS A SERIOUS INFEC-
TION, REMICADE THERAPY SHOULD BE DISCONTINUED
{see ADVERSE REACTIONS, infections),

CASES OF, HISTOPLASMOSIS COCCIDIOIDOMYCOSIS
LISTERIOSIS, PNEUMOCYSTOSIS, . TUBERCULOSIS,
OTHER BACTERIAL, MYCOBACTERIAL AND FUNGAL IN-
FECTIONS HAVE'BEEN OBSERVED IN PATIENTS RECEIV-
ING REMICADE. FOR:PATIENTS WHO HAVE RESIDED IN
REGIONS WHERE HISTOPLASMOSIS OR COCCIDIOIDOMY-
COSIS IS ENDEMIC, THE BENEFITS AND RISKS OF
REMICADE TREATMENT SHOULD BE CAREFULLY CONSID-
ERED-BEFORE INITIATION OF -REMICADE THERAPY.
Congestive Heart Failure ’ ’

Doses greater than 5 mg/kg should not be administered to
patients with congestive heart failure (CHF). REMICADE
should be used with caution in patients with mild heart fail-
ure (NYHA Class I/II). Patients should be closely monitored,
and REMICADE must not be continued in patients who de-
velop new or worsening symptoms,of heart. failure (see
CONTRAINDICATIONS and ADVERSE REACTIONS,
Congestive Heart Failure).

Hypersensitivity

REMICADE has been associated with hypersensitivity re-
actions that vary in their time of onset. Most hypersensitiv-
ity reactions, which include urticaria, dyspnea, and/or hypo-
tension, "have ' occutred during or within ‘2 hours of
REMICADE infusion. However, in some cases, serum sick-
ness-like reactions have been observed in Crohn’s disease
patients 3 to 12 days after REMICADE therapy was rein-
stituted following an extended period without REMICADE
treatment. Symptoms associated with these reactions in-
clude fever, rash, headache, sore throat, myalgias, pol-
yarthralgias, hand and facial edema and/or dysphagia.
‘These reactions were associated with marked incréase in
antibodies to infliximab, loss of detectable serum conceritra-
tions of infliximab, and possible loss of drug efficacy.
REMICADE should be discontinued for severe reactions.
Medications for the treatment of hyperserisitivity reactions
(e.g., acetaminophen, antihistarhines, corticosteroids and/or
epinephrine) should be available for immediate use in the
event of a reaction (see ADVERSE REACTIONS, Infusion-
related Reactions).

Neurologic Events

Infliximab and other agents that inhibit TNF have been as-
sociated in rare cases with optic neuritis, seizure and new
onset or exacerbation of clinical symptoms and/or radio-
graphic evidence of central nérvous system demyelinating
disorders, including multiple sclerosis. Prescribers should
exercise caution in considering:the use of REMICADE in pa-
tients with pre-existing or recent onset of central nervous
system demyelinating or seizure disorders.

PRECAUTIONS
Autoimmunity

+ Treatment with REMICADE may result in the formation of
autoantibodies and, rarely, in the development of a lupus-
like syndrome. If a patient develops symptoms suggestive of
a lupus-like syndrome following treatment with
REMICADE, treatment should be discontinued (see AD-
VERSE REACTIONS, Autoantibodies! Lupus-like Syn-
drome).
Malignancy
Patients with long duration of Crohn’s disease or rheuma-
toid -arthritis and chronic exposure to immunosuppressant
therapies are more prone to develop lymphomas (see AD-
VERSE REACTIONS, Malignancies/Lymphaoproliferative
Disease): The impact of treatment with REMICADE on
these phenomena is unknown.
Vaccinations
No data are available on the response to vaccination or on
the secondary transmission of infection by live vaccines in
patients receiving anti-TNF therapy. It is recommended
that live vaccines not be given concurrently.
Information for Patients
Patients should be provided the REMICADE Patient Infor-
mation Sheet and provided an opportunity to read it prior to
each treatment infusion session. Because caution should be
exercised in administering REMICADE to patients with
clinically important active infections, it is important that
the patient’s overall health be assessed at each treatment
visit and any questions resulting from the patient’s reading
of the Patient Information Sheet be discussed.
Drug Interactions
Specific drug interaction studies, including interactions
with MTX, have not been conducted. The majority of pa-
tients in rheumatoid arthritis or Crohn’s disease clinical
studies received one or more concomitant medications. In
rheumatoid arthritis, concomitant medications besides
MTX were nonsteroidal anti-inflammatory agents, folic
acid, corticosteroids and/or narcotics. Concomitant Crohn'’s
disease medications were antibiotics, antivirals, corticoster-
oids, 6-MP/AZA and aminosalicylates. Patients with Crohn’s
disease who received immunosuppressants tended to exper-
ience fewer infusion reactions compared to patients on no
immunosuppressants (see ADVERSE REACTIONS. Immu-
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Serum infliximab concentrations appeared to be unaffected
by baseline use of medications for the treatment of Crohn’s
disease including corticosteroids, antibiotics (metronidazol

In post-marketing experience, cases of anaphylactic-like re-
actions, including laryngea]./pharyngeal edema and severe

or ciprofloxacin) and ammosahcylates

Carcinogenesis, Mutagenesis and Impairment of Femlxty
A vepeat dose toxicity study was conducted with mice givén
¢V1g anti-mouse TNFa to evaluate tumorigenicity. CVigis
an analogous antibody that inhibits.the function of TNFo in
mice. Animals were assigned to 1 of 3 dose:groups: control,
10 mg/kg or 40 mg/kgcV1q given weekly for 6 months. The
weekly doses of 10 mg/kg and 40 mg/kg are 2'and '8 times;
respectively, the human dose of 5 mg/kg for Crohn’s disease.
Results indicated that¢V1q did not cause tumorigenicity in
mice. No ¢lastogenic or mutagenic effects of infliximiab were
observed-in the in vive mouse micronucleus'test or the
Salmonella-Escherichia toli (Ames) "assay; - respectively.
Chromosomal aberrations ‘were not observed in an-assay
performed using human lymphocytes. The significance of
these findings for human risk is unknown. It is not known
whether infliximab can impair fertility‘in. hiimans. No im-
pairment of fertility was obsérved in‘a-fertility-and general
reproduction toxicity study with the analogous mouse anti-
body used in the 6-month chronic toxicity study.

Pregnancy Category B

Since infliximab does not cross-react with TNFo i $pecies
other than humans and chimpanzées, animal reproductxon
studies have not been conducted with REMICADE. No evi-
dence of maternal toxicity, embryotoxicity or teratogenicity
was observed in a developmental toxitity study conducted
in mice using an analogous antibody that selectively inhib-
its the functional activity of mouse TNF&. Doses of 10 to
15 mg/kg in pharmacodynamic animal models with the-anti-
TNF analogous antibody produced maximal pharmacologic
effectiveness. Doses up to 40 mg/kg were shown {o produce
no adverse effects'in animal reproduction studies: It is not
known whether REMICADE can cause fetal harm when ad-
ministered to a pregnant woman or can affect reprodiction
capacity. REMICADE should be given to a pregnant worman
only if clearly needed. -
Nursing Mothers

It is not known whether infliximab is-excreted in human
mitk or absorbed systemically after ingestion. .Because
many drugs and immunoglobulins are excreted in: human
milk, and because of the potential for adverse reactions in
nursing infants from REMICADE, a decision should be
made whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug to the
mother.

Pediatric Use

Safety and effectiveness.of REMICADE in patients with j JU-
venile rheumatoid arthritis and in pedxatnc patients thh
Crohn’s disease have not been established. ,

Geriatric Use

In the ATTRACT study, no overa]l dxﬂ"erences were observed
in effectweness or safety in 72 patients aged 65 or older
compared to younger patients’ In Crohn’s disease studies;
there were insufficient numbers -of patients aged 65 and

over to determine whether they respond differently from pa--

bronchosp and seizure have been associated with
REMICADE :administration. :

Reactions following readministration

In a study where 37 of 41 patients with Crohn’s disease
were retreated with infliximab following a 2 to'4 year period
without- infliximab treatment; 10 patients experienced ad:
verse events manifesting 3'to 12 days following infusion:of
which 6 were considered serious. Signs and symptoms in-
cludéd myalgia andfor arthralgia with fever and/or rash;
with some patients-also experiencing pruritus, facial, hand
or lip edema, dysphagia, urticaria, soré throat, and head:
ache. Patients experiencing these adverse events had-not
experienced infusion-related adverse events as§ociated with
their. initial ‘infliximab therapy. These adverse events
oteurred in-39% (9/23) of patients who had received liquid
formulation‘which is no longer in use and 7% (1/14) of pa-
tients who received. lyophilized formulation. The clinical
data are'not adequate to determine if occurrence of these
reactions is due to differences in formulation. Patients’sigris
and -symptoms improved substantially or resolved with
treatment in all cases: There are insufficient data on-the in-
cidence of ‘these events after drug-free intervals of 1 to 2
years. These events have been observed only infrequently in
clinical studies and post-marketing surveillance ‘with re-
treatment intervals up to 1 year.

Infections

In REMICADE clinical studies, treated infections:were re-
ported in 35% of REMICADE-treated patients (average of
53 weeks of follow-up) and in 26% of placebo-treated pa-
tients (average of 41 weeks of follow-up). When longer ob-
servation of patients on REMICADE was accounted for, the
event rate was similar for both groups. The infections most
frequently reported were respiratory tract infections (in-
cluding sinusitis, pharyngitis, and bronchitis) and urinary
tract infections. No increased risk of serious infections or
sepsis was observed with REMICADE compared with pla-
cebo in clinical studies. Among REMICADE-treated pa-
tients, serious infections included pneumonia, cellulitis, ab-
scess, skm ulceratmn sep51s, and bacbenal infection., Three
ted; toccidioidomycosis
d cytumegalov1ms.
Tuberculosis was eported in two patients, one of whom died
dite to miliary tuberculosis. Other cases of tuberculosis, in-
cluding disseminated tuberculosis, also have been reported
post-marketing. Most of the cases of tuberculosis occurred
within the first two months after initiation of therapy with
infliximab and may reflect recrudescence of latent disease
(see WARNINGS, RISK OF INFECTIONS). During the 54
week ACCENT H trial, 15% of patients with fistulizing
Crohn's disease developed a new fistula-related abscess.

In post-marketing experience, infections have been ob-
served with various pathogens including viral, bacterial,
fungal, and protozoal organisms. Infections have been noted
in all organ systems and have been reported in patients re-
ceiving REMICADE alone or in combination with immuno-
suppressne agents.

ke Synd

tients.aged 18 to 65, Because there is a higher i id of
infections in the elderly population in general caution
should be used in treating the elderly (see ADVERSE RE-

ACTIONS, Infections).

ADVERSE REACTIONS

The data described herein reflect exposure to REMICADE
in 1678 patients, including 842 patients exposed beyond 30
weeks and 295 exposed beyond one’year. The most common
reason for discontinuation of treatment was infusion-
related reactions (e.g.” dyspned, flushing, head and

ibodies/Lup
Approximately :32% of 1261 infliximab-treated patients in
clinical trials who were antinuclear antibody (ANA) nega-
tive at baseline developed a positive ANA during the trial
compared with approximately 19% of 129 placebo-treated
patients. Anti-dsDNA antibodies were newly detected in ap-
proximately 17% of 1507 infliximab-treated patients com-
pared with 0% of 162 placebo-treated patients. Reports of
lupus and lupus-like syndromes, however, remain uncom-
mon.

1cies/Lymphoproliferative Disease

rash). Adverse events have been reported in'a higher pro-
portion of rheumatoid arthritis patients receiving the
10 mg/kg dose than the 3 mg/kg dose, however, no differ-
ences were observed in the frequency of adverse events be-
tween the 5 mg/kg dose and 10 mgfkg dose in patients with
Crohn’s disease.

Infusion-related Reactions

Acute infusion reactions

An infusion reaction was defined in clinical trials as any ad-
verse event occurring during an infusion or within 1 to 2
hours after an infusion. Approximately 20% of REMICADE-
treated patients in all clinical studies experienced an infu-
sion reaction compared to approximately 10% of placebo-
treated patients. Among all REMICADE infusions, 3% were
accompanied by nonspecific symptoms such as fever or
chills, 1% were panied by cardioputmo
(primarily chest pain, hypotension, hypertension or dysp-
nea), and <1% were accompanied by pruritus, urticaria, or
the combined symptoms of pruritusfurticaria and cardiopul-
monary reactions. Serious infusion reactions occurred in
<1% of patients and included anaphylaxis, convulsions, er-
ythematous rash and hypotension. Approximately 3% of pa-
tients discontinued REMICADE because of infusion reac-
tions, and all patients recovered with treatment and/or
discontinuation of the infusion. REMICADE infusions be-
yond the initial infusion were not associated with a higher
incidence of reactions. .

Patients who became positive-for antibodies to infliximab
were more likely (approximately 2- to 3-fold) to have an in-
fusion reaction than were those who were negative. Use of
concomitant immunosuppressant agents appeared to reduce
the frequency of antibodies to infliximab and infusion reac-
tions (see ADVERSE REACTIONS Immunogenicity and

reaction
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In completed clinical studies of REMICADE for up to 102
weeks, 18 of 1678 patients developed 19 new or recurrent
malignancies of various types, such as non-Hodgkin’s B-cell
Iymphoma, breast, melanoma, squamous, rectal and basal
cell. There are insufficient data to determine whether
REMICADE contributed to the development of these malig-
nancies. The observed rates and incidences were similar to
those expected for the populations studied''? (see PRE-
CAUTIONS, Malignancy).

Immunogenicity

Treatment with REMICADE can be associated with the de-
velopment of antibodies to infliximab. The incidence of an-
tibodies to infliximab in patients given a 3-dose induction
regimen followed by maintenance dosing was approxi-
mately  10% as assessed through one to two years of
REMICADE treatment. A higher incidence of antibodies to
infliximab was observed in Crohn’s disease patients receiv-
ing REMICADE after drug free intervals >16 weeks. The
majority of antibody-positive patients had low titers. Pa-
tients who were antibody-positive were more likely to exper-
ience an infusion reaction (see ADVERSE REACTIONS, In-
fusion-related Reactions). Antibody development was lower
among rheumatoid arthritis and Crohn’s disease patients
receiving immunosuppressant therapies such as 6-MP/AZA
or MTX.

The data reflect the percentage of patients whose test re-
sults were positive for antibodies to infliximab in an ELISA
assay, and are highly dependent on the sensitivity and spec-
ificity of the assay. Additionally, the observed incidence of
antibody positivity in an assay may be influenced by several
factors including sample handling, timing of sample collec-
tion, concomitant medication, and underlying disease. For
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these reasons, comparison of the incidence of antibodies-to
infliximab with the incidence of antibodies to other products
may be misleading.

Congestive Heart Failure

In a phase II study evaluating REMICADE in NYHA Class
II/ZIV- CHF. patients (left ventricular ejection fraction
=35%), higher incidences of mortality and hospitalization
due to worsening heart failure were seen in REMIGADE-
treated patients, especially those treated with 10 mgrkg.
One hundred .and fifty patients were treated with 3 infu-
sions of REMICADE 5 mg/kg, 10 mg/kg, or placebo over 6
weeks. -At 28- weeks, 4 of 101 patients treated with
REMICADE (1 at 5 mg/kg and 3 at 10 mg/kg) died compared
with no deaths among the 49 placebo-treated patients. In
follow-up; at 38 weeks, 9 patients treated with REMICADE
(2-at 5 mg/kg and 7 at 10 mg/kg) died. compared with one
death among the placebo-treated patients. At 28 weeks, 14
of 101 patients treated with REMICADE (3 at 5 mg/kg and
11 at 10 mg/kg) were hospitalized for worsening CHF com-
pared with 5 of the 49 placebo-treated patients (see CON-
TRAINDICATIONS and WARNINGS, Cougestwe Heart
Failure).

Other Adverse Reactions

Safety data are available-from 1678 REMICADE treated
patients, including 555 with rheumatoid arthritis, 1106
with Crohn’s disease and 17 with conditions other than
rheumatoid arthritis or.Crohn’s disease. Adverse events re-
ported in =5% of all patients with rheumatoid arthritis re-
ceiving 4 or more infusions are in Table 5. The types and
frequencies of adverse reactions observed were similar in
REMICADE-treated rheumatoid arthritis and Crohn’s dis-
ease patients except for abdominal pain which occurred in
26% of REMICADE-treated patients with Crohn’s disease.
In the Crohn’s disease studies, there were insufficient num-
bers and-duration of follow-up for patients who never re-
ceived REMICADE to provide meaningful comparisons.

) " Tables
ADVERSE EVENTS OCCURRING IN 5% OR MORE
OF PATIENTS RECEIVING 4 OR MORE INFUSIONS
FOR RHEUMATOID ARTHRITIS

Placebo REMICADE
(n=81) (n=430)

Average weeks of follow-up 73 82
Gastrointestinal

Abdominal pain 12% 17%

Nausea 23% 24%

Diarrhea 19% 19%

Dyspepsia 9% 10%
Respiratory

Upper respiratory tract

infection 35% 40%

Pharyngitis 12% 17%

Sinusitis 7% 20%

Coughing 9% 18%

Rhinitis 14% 14%

Dyspnea 2% 6%
Skin and appendage disorders

Rash % - 18%

Pruritis 2% 9%
Body as a whole~general dxsorders

Fatigue 9% 13%

Chest pain 6% %
Resistance mechanism disorders

Fever 11% 13%

Abscess 5% 6%

Moniliasis v 2% 8%
Central and peripheral nervous systém disorders

Headache 21% - 29%
Musculoskeletal system disorders
* Arthralgia % 13%

Back pain 5% 13%
Psychiatric disorders !

Insomnia 4% 6%

Depression 2% - 8%
Urinary system disorders

Urinary tract infection 12% ©14%
Cardiovascular disorders, general

Hypertension 6% 10%

Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in clinical trials
of a drug cannot be directly compared to rates in clinical
trials of another drug.and may not predict the rates ob-
served in broader patient populations in-clinical practice.
The most common serious adverse events observed in clini-
cal trials were infections (see ADVERSE REACTIONS, In-
fections). Othér serious, medically relevant adverse events
=20.2% or clinically significant adverse events by body sys-
tem were as follows:

Body as a whole: allergic reaction, diaphragmatic hernia,
edema, surgical/procedural sequela

Blood: pancytopenia

Cardiovascular: circulatory failure, hypotension, syncope
Gastrointestinal: - constipation, gastrointestinal hemor-
rhage, ileus, intestinal obstruction, intestinal perforation,
intestinal stenosis; pancreatitis, peritonitis, proctalgia
Central & Peripheral Nervous:
ripheral neuropathy, dizziness
Heart Rate and Rhvthm: arrhvthmia. bradveardia. cardiac

meningitis, neuritis, pe-
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Liver and Biliary: biliary pain; cholecystitis, cholelithia-
sis, hepatitis

Metabolic and Nutritional:
Musculoskeletal:
disorder

Myo-, Endo-, Perxcardml and Coronary Valve:
infarction

Platelet, Bleeding and Clotting:
Neoplasms: basal cell, breast, lymphoma

Psychiatric: confusion, suicide attempt

Red Blood Cell: anemia, hemolytic anemxa

Reproductive: menstrual irregularity

Resistance Mechanism: cellulitis, sepsis, serum sickness
Respiratory: - adult respiratory distress syndrome, lower
respiratory tract infection, pleural effusion, pleurisy, pulmo-
nary edema, respiratory insufficiency

Skin and Appendages: increased sweating, ulceration
Urinary: renal calculus, renal failure

Vascular (Extracardiac): brain infarction, pulmonary em-
bolism, thrombophlebitis

White Cell and Reticuloendothelial:
adenopathy

A greater proportion of patients enro]led into the ATTRACT
study who received REMICADE + MTX experienced tran-
sient mild (<2 -times the upper limit of normal) or moderate
(22 but <3 times the upper limit of normal) elevations in
AST or ALT (49% and 47%, respectively) compared to pa-
tients treated with placebo + MTX (27% and 35%, respec-
tively). Six (1.8%) patients treated with REMICADE + MTX
experienced more prolonged elevations in their ALT.

The following adverse events have been reported during
post-approval use.of REMICADE: demyelinating disorders
(see WARNINGS, Neurologic Events) (such as multiple scle-
rosis and optic neuritis), Guillain-Barré syndrome, hemo-
lytic anemia, idiopathic thrombocytic purpura, interstitial
pneumonitis/fibrosis, neuropathies, thrombotic thrombocy-
topenic purpura, and transverse myelitis. Because these
events.are reported voluntarily-from a population of uncer-
tain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to REMICADE
exposure. ’

OVERDOSAGE

Single doses up to 20 mg/kg have been' administered with-
out any direct toxic effect. In case of overdosage, it is recom-
mended that the patient be monitored for any signs or
symptoms of adverse reactions or effects and appropriate
symptomatic treatment instituted immediately.

DOSAGE AND ADMINISTRATION

Rheumatoid Arthritis

The recommended dose of REMICADE is 3 mg/kg given as
an intravenous infusion followed with additional similar
doses at 2 and 6 weeks after the first infusion then every 8
weeks thereafter. REMICADE should be given in combina-
tion' with methotrexate. For patients who have an incom-
plete response, consideration may be given to adjusting the
dose up to 10 mgfkg or treating as often as every 4 weeks.
Crohn’s Disease or Fistulizing Crohn’s Disease

The recommended dose of REMICADE is 5 mg/kg given as
an induction regimen at 0, 2 and 6 weeks followed by a
maintenance regimen of 5 mg/kg every 8 weeks thereafter
for the treatment of moderately to severely active Crohn's
disease or fistulizing disease. For patients who respond and
then lose their response, consideration may.be-given to
treatment with 10 mg/kg. Patients who do not respond by
week 14 are unlikely to respond with continued dosing and
consideration should be given to discontinue REMICADE in
these patients.

Preparation and admmlstratmn instructions

Use aseptic technique. )
REMICADE vials do not contain antibacterial preserva-
tives. Therefore, the vials after reconstitution should be
used immediately, not re-entered or stored. The diluent to
be used for reconstitution is 10 mL of Sterilé Water for In-
jection, USP. The total dose of the reconstituted product
must be further diluted to 250 mL with 0.9% Sodium Chlo-
ride Injection, USP. The infusion coficentration should
range between 0.4 mg/mL and 4 mg/mL. The REMICADE
infusion should begin within 3 hours of preparation.

1. Calculate the dose and the number of REMICADE vials
needed. Each REMICADE vial contains 100 mg of inflix-
imab. Calculate the: total volume of reconst)tuted
REMICADE solution‘required.

Reconstitute each REMICADE vial with 10 mL of Sterile
Water for Injection, USP, using a syringe equipped with a
21-gauge or smaller neédle. Remove the flip-top from the
vial and wipe the top with an alcohol swab. Insert the
syringe needle into the vial through the center of the rub-
ber stopper and direct the stream of Sterile Water for In-
jection, USP, to the glass wall of the vial. Do not use the
vial if the vacuum is not present. Gently swirl the solu-
tion by rotating the vial-to dissolve the lyophilized
powder. Avoid prolonged or ‘vigorous agitation. DO NOT
SHAKE. Foaming of the solution on reconstitution is not
unusual. Allow the reconstituted solution to stand for 5
minutes. The solution should be colorless to light yellow
and opalescent, and the solution may develop a few traris-
lucent particles as infliximab is a protein. Do not use if
opaque particles, discoloration, or other foreign particles
are present.

Dilute the total volume of the reconstituted REMICADE
solution dose to 250 mL with 0.9% Sodium Chloride In-
iection. UUSP. hv withdrawing a volume of 0.9% Sadinm

dehydration
intervertebral disk herniation, tendon

myocardial

- thrombocytopenia

leukopenia, lymph-

a4

i
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tuted REMICADE from the 0.9% Sodium Chloride Injec-
tion, USP, 250 mL bottle or bag. Slowly add’the total vol-

_ume of reconstituted REMICADE solution to the 250 mL:
infusion bottle or bag. Gently mix.

. The infusion solution must-be administered over a per)od
of not less than 2 hours and must use an infusion set with
an in-line, sterile, non-pyrogenic, low-protein-binding fil-
ter (pore size of 1.2 pm or less). Any unused portion of the
infusion solution should not be storéd for reuse.

. N6 physical biochemical compatibility studies have been

conducted to ~evaluate the co-administration —of

REMICADE with other agents: REMICADE should not

be infused concomitantly in the same intravenous line

with other agents.

Parenteral drug products should be inspected visually for

particulate matter and discoloration prior to administra-

tion, whenever solution and -container permit. If visibly
opaque particles, discoloration or other foreign particu-
lates are observed, the solution should not be used.

Storage

Store the lyophilized product under refrigeration at 2°C to

8°C (36°F to 46°F). Do not freeze. Do not use beyond the

expiration date. This product contains no preservanve

HOW SUPPLIED

REMICADE lyophilized concentrate for IV injection is sup-
plied in individually-boxed single-use vials in the following
strength:

NDC 57894-030-01 100 mg infliximab in a 20 mL vial
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RETAVASE® B
(reteplase)}
recombinant

DESCRIPTION

Retavase® (Reteplase) is a non-glycosylated deletion mutein
of tissue plasminogen activator (tPA), containing the
kringle 2 and the protease domains of human tPA.
Retavase® contains 355 of the 527 amino acids of native tPA
(amino acids 13 and 176-527). Retavase® is produced by
recombinant DNA technology in E. coli. The protein is iso-
lated as inactive inclusion bodies from E. coli, converted
into its active form by an in vitro folding process and puri-
fied by chromatographic separation. The molecular weight
of Reteplase is 39,571 daltons.

Potency is expressed in units (U) using a reference standard
which is specific for Retavase® and is not comparable with
units used for other thrombolytic agents.

Retavase® is a sterile, white, lyophilized powder for intra-
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ing moderate to severe cough (24/65, 37% as compared to .
6/38,: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.(23/65, 35% compared to 9/33, 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
Solutien.

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. Within all of the studies, a small percentage
(average of 2-4%) of patients treated with Pulmozyme de-
veloped serum antibodies to Pulmozyme. None of these pa-
tients developed anaphylaxis, and the clinical significance
of serum antibodies to Pulmozyme is unknown.

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 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
weeks off drug) for 168 days. These doses were well toler-
ated. u

DOSAGE AND ADMINISTRATION

The recommended dose for use in most cystic fibrosis 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,
Table 1). Clinical trial results and laboratory. information
are only available to support use of the following nebulizer/
compressor systems (see Table 3). .

NS , ' Table3 L
. Recommended Nebulizer/Compressor Systems
) * Jet Nebulizer Compressor ~
Hudson T Up-draft I® with " Pulmo-Aide®
Marquest Acorn II® with *Pulmo-Aide®
PARTLC Jet* with PARI PRONEB®
: YPARI' BABY™ with PARI PRONEB®
.. Durable Sidestream® with MOBILAIRE™
. Dirable Sidestream® with Porta-Neb®

*Patients who are unable to .inhale or'.:exhaﬂe Jorally
throughout the entire nebulization period may use the
PARI BABY™ nebulizer. _ ’ - . -

Patients who use the Sidestream®. Nebulizer with the
MOBILAIRE™ compressor should turn the compressor con-
trol knob fully to the right and then turn on the compressor.
At this setting, the needle on the pressure gauge should vi-
brate between 35 and 45 pounds per square inch (highest
pressure output). . . RN
No data are currently available that support the adminis-
tration of Pulmozyme with other nebulizer systems. The pa-
tient should follow the manufacturer’s instructions on the
use and maintenance of the equipment.

Pulmozyme should not be diluted or mixed with other drugs
in the nebulizer. Mixing of Pulmozyme with other drugs
could lead to adverse physicochemical and/or functional
changes in Pulmozjme or the admixed compound. Patients
should be advised to squeeze each ampule prior to use in
order to check for leaks.

HOW SUPPLIED S
Pulmozyme® (dornase alfa) Inhalation Solution is supplied
in single-use ampules. Each ampule délivers 2.5 mlL-of a
sterile, clear, colorless, aqueous solution containing
1.0 mg/mL dornase alfa, 0.15 mg/mL calcium chloride dihy-
drate and 8.77 mg/mL sodium chloride with no preserva-
tive. The.nominal pH of the solution s 6.3.

Pulmozyme is supplied in: H :
¢ 30 unit cartons containing 5. foil pouches of 6 single-use
-.ampules: NDC 50242-100-40. B

1 Storage

| Pulmozyme® (dornase-alfa) Inhalation Solution,should be
i stored under refrigeration (2-8°C/36-46°F). Ampules
4 should be protected from strong light. Do not use beyond the
1 expiration date stamped ‘on the ampule. Unused ampules
should be stored in their-protective foil pouch under refrig-
eration.
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RITUXAN®
{Rituximab)

WARNINGS

Fatal Infusion Reactions: Deaths within 24 hours of.
RITUXAN infusion have been reported. These fatal re-
.actions followed an infusion reaction complex which in-
cluded hypoxia, pulmonary infiltrates, acute respiratory
distress syndrome, myocardial infarction, ventricular fi-
brillation or cardiogenic'shock. Approximately 80% of .,
fatal infusion reactions occurred in association with the :
first “infusion. (See. WARNINGS: and ADVERSE
REACTIONS.) ren, o i
Patients who develop, severg, infusion ‘reactions should
have RITUXAN infusion discontinued.and receive med-’
ical treatment. L RIS '-« :

Tumor Lysis' Syndromeé (TLS):" "Acuté renal failure ré:
quiring dialysis with' instances of fatal outcome 'has
been reported in the setting of TLS following treatment,
with RITUXAN. (See WARNINGS.) -~ -

Severe Mucocutaneous Reactions: . Severe mucocuta- |

~ported-in association with: RITUXAN treatment.

(See
WARNINGS and ADVERSE REACTIONS.) .

DESCRIPTION o

The RITUXAN® (Rituximab) antibody is a genetically engi-
neered chimeric murine/human monoclonal antibody di-
rected against the CD20 antigen found on the surface of
normal and malignant B lymphocytes. The antibody is an
IgG, kappa immunoglobulin containing murine light- and
heavy-chain variable région sequences and hiiman constant
region. sequences, Rituximab is composed of two heavy
chains of 451 amino acids and two light chains of 213 amino
acids (based on'cDNA analysis) and has an approximate mo-
lecular weight of 145 kD. Rituximab has a binding affinity
for the CD20 antigen of approiimately 8.0 nM.

The chimeric anti-CD20 antibody is produced ‘by, mamma-
lian cell (Chinese Hamster Ovary) suspension culturs in a
nutrient mediur containing the antibiotic gentamicin. Gen-
tamicin is not detectable in the final product. The antj-
CD20 antibody is purified by affinity and fon exchange chro-
matography. The purification process includes specific viral
inactivation and removal procedurés. Ritiximab drug prod-
uct is manufactured ffom either bulk drug substance man-
ufactured by Genentech, Tric. (US License No. 1048) of viti-
lizing formulated bulk Rituximab supplied by .IDEC
Pharmaceuticals Corporation (US License No. 1235) 'undgi'
a shared manufacturing arrangemént. ) )
RITUXAN is a sterile, clear, colorless, preservative-free lig-
uid concentrate for intraverous (IV) administration,
RITUXAN i supplied at a concentration of 10 mg/mL in ei-
ther 100 mg (10 mL) or 500 mg (50 mL) single-use vials, The
product is formulated for IV administration in 9.0 mg/mL
sodium chloride, 7.35 mg/mL sodium citrate dihydrate,
0.7 mg/mL polysorbate 80, and Sterile Water for Injection,
The pH is adjusted to 6.5, : .
CLINICAL PHARMACOLOGY

General ’ - R )
Rituximab binds specifically to the antigen® €D20 (human
B-lymphocyte-restricted differentiation antigen; Bpd5), a
hydrophobic transmembrane protein. with a. molecular
weight of approximately 35 kD located on pre-B and mature
B lymphocytes."? The antigen is also expressed on > 90% of
B-cell non-Hodgkin’s Iymphomas (NHL),%-but is not found
on_hematopoietic stem ‘¢ells,. pro-B cells, normal plasma
cells or other normal tissues.* CD20 regulates an early
step(s) in the activation process for cell cycle initiation and
differentiation,’-and possibly functions as8;a.caleium jon
channel® GD20 is not shed from the cell surface.and does

neous reactions, some with: fatal outcome; have been re- |

Preclinical Pharmacology and Toxicology .
Mechanism of Action: The Fab domain of Ritukimab binds
to the CD20 antigen on B lymphocytes, and the Fc domain
recruits immune effector functions to. mediate B-cell lysis in
vitro. Possible mechanisms of cell Iysis include complement-
dependent cytotoxicity (CDC)” and antibody-dependent cell
mediated cytotoxicity (ADCC). The antibody has been
shown to induce apoptosis in the DHL-4 human B-cel} lym-
phoma line.® . .
Normal Tissue: Cross-reactivity: Rituximab binding was ob-
served on lymphoid cells in the thymus, the white pulp of
the spleen, and a majority of B Iymphocytes in peripheral
blood and Iymph nodes. Little or no binding was observed in
the non-lymphoid tissues examined. P
Human. Phar kinetics/Phar dynamics
In. patients given single doses at 10, 50,.100, 250 or
500 mg/m® as an IV infusion, serum levels and the half-life
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 (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,’%*12 The wide
range of half-lives may reflect the variable tumor burden
among patients and the changes in CD20-positive (normal
and malignant) B-cell. populations upon repeated. adminis-
trations. .
RITUXAN at a dose of 375 mg/m? was administered as an
IV infusion at weekly intervals for 4 doses to 203 patients
naive to RITUXAN. The mean C,,,, following the fourth in-
fusion was.486 pg/mL (range, 77.5 to 996.6 ng/mL). The
peak and-trough serum levels of Rituximab were inversely
- correlated with baseline values for the number of circulat-
ing CD20 positive B cells and measures of disease burden.
Median steady-state. serum-levels were higher for respond-
ers compared with nonresponders; however, no difference
was found in the rate of elimination as measured by serum
half-life. Serum Jevels were higher in patients with Interna-
tional Working Formulation (TWF) subtypes B, C, and D as
compared with those with subtype A, Rituximab was detect-
able in the serum of patients 3 to 6 months after completion
of treatment, . Lo A .
RITUXAN at-a dose of 375. mg/m?® was-administered as an
IV infusion at weekly intervals for 8 doses to 37 patients.
The mean C,,, after 8 infusions was 550 pg/mL-(range, 171
to 1127 pg/mL). The mean C . increased with each succes:
sive infusion through the eighth.infusion (Table 1).. -

2 Tabley.1

L Rituximab Cyy, Values -
Infusion Number Mean Cpa Range
e ng/ml " ng/ml
T 212.6 161-581.9
2 T 3575 106.8-948.6
3 381.3 110:5-731.2
4 460.0 138.0-835.8
1 . 475.3.. . 156:0-929.1,
6 o B4 152.7-865.2 .
i 544.6 187.0-936.8
8 550.0 - 170.6-1177.0"°

The pharmacokinetic profile:of RITUXAN when adminis-
tered as 6 infusions of 375 mg/m? in combination with ¢
cycles of CHOP chemotherapy was similar to that seen with
RITUXAN alone. 3 R . X
Administrafion of RITUXAN resulted in a rapid and sus-
tained- depletion of circiilating and tissue-based B- cells,
Lymph node- biopsies pérformeéd 14 days after therapy
showed a decrease’in the percentage of B cells in seven of
eight patients who had recéived single doses of Rituximab
2100 mg/m”? Among the 166 patients in the pivotal study,
circulating B cells (measured as CD19-positive cells) were
depleted within the first three.doses with sustained deple-
tiori for up'to 6 to 9 months post-treatment in' 83% of pa-
tients. Of the responding patients assessed (n = 80), 1%
failed to show significant depletion of CD19-positive cells af-
ter the third infusion of Rituximab as compared to 19% of
the nénréspondinlg patients. B-cell recovery began at ap-
proximately 6 months following complétion of treatment,
Median Bicell levels returned to normal by 12 months fol-
loting completion of treatment. - .
There were sustained and statistically significant reduc-
tions in both TgM and TgG sefum levels observed from
5 through 11 months following Rituximali administration.
However, only 14% of patients had reductions in TgM and/or
IgG serum levels, resulting in values below the normal
range. © G0t

CLINICAL STUDIES: :
Studies with a collective enrollment of 296 patients having
relapsed.or refractory low-grade or follicular B-cell NHL are
described: below (Table 2). RITUXAN regimens tested in-
clude treatment weekly for 4 doses and treatment weekly
for 8 doses. Clinical settings studied were initial treatment,
initial treatment of bulky disease, and retreatment.

[See table 2 at top of next page] . o

Initial Treatment, Weekly for 4 doses

A multicenter, open-label, single-arm study was conducted
in 166 patients with relapsed or refractory low-grade or fol-
licular B-cell:NHL who received 375 mg/m® of. RITUXAN
given as an IV infusion weekly for 4 doses.® Patients with
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tumor masses >10 cm or with >5,000 lymphocytes/uL in
the peripheral blood were excluded from ‘the study. The
overall response rate (ORR) was 48% with 6% complete re-
sponse (CR) and 42% partial response (PR) rates. The me-
dian time to onset of response was 50 days and the median
duration of response was 11.2 months (range, 1.9 to 42.1+4).
Disease-related signs and symptoms (including B-symp-
toms) were present in 23% (39/166) of patients at study en-
try and resolved in 64% (25/39) of those patients.

In a multivariate analysis, the ORR was higher in patients
with IWF B, C, and D histologic subtypes as compared to
wrF subtype A(58% vs. 12%), higher in patierits whose larg-
est lesion was <5 cm vs. >7 cm-(maximunm, 21 em) in great-
est diameter (53% vs. 38%), and higher in patients with che-
mosensitive relapse as compared ‘with chemoresistant
(defined as duration’of response <3 months) relapse (53%
vs. 36%). ORR in ‘patients previously treated with autdlo-
gous bone marrow transplant was 78% (18/23). The follow-
ing “adverse prognostic factors were not associated with a
lower response raté: age =60 years, extranodal disease,
prior anthracycline therapy, and bone marrow involvenient.
Initial Treatment, Weekly for'8 Doses *

In a multicenter, single-arm study, 37 patients w1th re-
lapsed or refractory, low-grade' NHL received 375 mg/m? of
RITUXAN weekly for § doses. The ORR was 57% (CR 14%,

PR 43%) with a projected median duration of response of
13.4 months (range, 2.5 to 36.5+).1 (For information on the
higher incidence of Grade 3 and 4 adverse évents, see AD-

VERSE REACTIONS, Risk Factors Assocxated with In-

creased Rates of Adverse Events.)

Initial Treatment, Bulky Disease, Weekly for 4 Doses

In pooled data from multiple studies ‘of RITUXAN; 39 pa-
tients with relapsed or refractory, bulky disease (single le-

sion >10 em-in diameter), low-grade NHL received
375 mg/m” of RITUXAN weekly for 4 doses. The ORR was
36% (CR 3%, PR 33%) with a median duration of response of
6.9 months (range 2.8 to 25.0+). (For information oh the
higher incidence of Grade 3 and 4 adverse events, see AD-

VERSE REACTIONS; Risk Factors Associated” with In-
creased Rates of Adverse Events.)

Retreatment, Weekly for 4 Doses

In a multi-center; single-arm stidy, 60 paments réceived
375 mg/m? of RITUXAN weekly for 4 doses,’® All patients
had relapsed or refractory, low-grade or follicular B-cell
NHL and had achieved an objective clinical response to a
prior course of RITUXAN. Of these 60-patients, 55 received
their second course’of RITUXAN, 3 patients received their
third course and 2 patients recsived their second and third
courses of RITUXAN in this study. The ORR was 38% (10%
CR and 28% PR) with a projected median duration of re-
sponse of 15 months (range, 3.0 to 25.1+ months).

INDICATIONS AND USAGE

RITUXAN is indicated for the treatment of patients with
relapsed or refractory, low-grade or follicular, CD20-posi-
tive, B-cell non-Hodgkin’s lymphoma.

CONTRAINDICATIONS

RITUXAN is contraindicated in patients with known ana-
phylaxis or IgE-mediated hypersensitivity to murine pro-
teins or to any component of thxs product (See WARN-
INGS)

WARNINGS (See BOXED WARNINGS.)

Severe Infusion Reactions (See BOXED WARNINGS, AD-
VERSE REACTIONS and Hypersensitivity Reactions}:
RITUXAN has caused, severe infusion reactions. In some
cases, thesé reactions were fatal. These severe reactmns
typically. occurred during the first infusion with time to on-
set of 30 to. 120 minutes. Signs and symptoms of severe in-
fusion reactions may include hypotension, angioedéma, hyp-
oxia or bronchospasm, and may require interruption of
RITUXAN administration. The most severe manifestations
and sequelae include pulmonary infiltrates, acute respira-
tory distress syndrome, myocardial infarction, ventricular
fibrillation, and cardiogenic shock. In the’ reported cases,
the following factors weré more frequently associated wzth
fatal outcomes: female gender, pulmonary mﬁltra(:es, and
chronic lymphocytic leukemia or mantle cell lymphoma. )
Management of severe infusion reactions: The RITUXAN
infusion should be interrupted for severe reactioas and sup-
portlve care measures instituted as medxcally indicated
(e.g., intr fluids, vasopressors, oxygen, bronchodila-
tors, diphenhydramine, and acetaminophen). In most cases,
the infusion can be resumed at a 50% reduction in rate (e.g.,
from 100 mg/hr to'50 mg/hr) when symptoms have com-
pletely resolved. Patients requiring close monitoring during
first and all subsequent infusions include those with: pre-
existing cardiac and pulmenary conditions, those. with prior
clinically significant cardiopulmonary adverse events and
those with high numbers of circulating malignant cells
(= 25,000/mm®) with or without evidence of high tumor bur-
den.

Tumor Lysis Syndrome [TLS] {See BOXED WARNINGS
and ADVERSE REACTIONS):

Rapid reduction in tumor volume followed by acute renal
failure, hyperkalemia, hypocalcemia, hyperuricemia, or hy-
perphosphatasemia, have been reported within 12 to
24 hours after the first RITUXAN infusion. Rare instances

of fatal outcome have been reported in the setting of TLS
followring traatmont with RTTTTVAN Tha AFTTC A

IPR2018-01710

Table 2
Summary of RITUXAN Effmacy Data by Schedule and Clinical Setting (See ADVERSE REACTIONS for Risk Factors
Associated with Increased Rates of Adverse Events.)

Initial, Initial, Initial, Bulky, Retreatment,
Weekly x:4 Weeklyx 8 Weekly X 4 Weekly x 4
N = 166 N =37 N = 39! N=60
Overall Response Rate 48% 51% 36% 38%
Complete Response
Rate 6% 14% 3% 10%
Median Duration of
Response®®* (Months) ;o112 134 6.9 15.0
[Range) L9 to 42.1+] {2.5 to 36.54] [2.8 to 25.04] {3.0 to 25.1+4]

I8ix of these patients are included in the first column. Thus, data from 296 intent to treat patients are provxded in this table.

2Kaplan Meier projected with observed range.
+” indicates an ongoing response.

Duratmn of response: interval from the onset of response to disease progression.

lating malignant cells (225,000/mm®) or high' tumor bur-
den. Prophylaxis for TLS should be considered for patients
at high risk. Correction of electrolyte abnormalities, moni-
toring of renal function and fluid balance, and admmlstra-
tion of supportive care, including dialysis, should be initi-
ated as indicated. Following complete resolution of the
complications of TLS, RITUXAN has been tolerated when
re-administered in conjunction with prophylactic therapy
for TLS in a limited number of cases.

Hypersensitivity Reactions:

RITUXAN has been associated with hypersensitivity reac-
tions (non-IgE-mediated reactions) which may respond to
adjustments in the infusion rate and in medical manage-
ment. Hypotension, bronchospasm, and angicedema have
occurred in association with RITUXAN infusion (see Severe
Infusion Reactions). RITUXAN infusion should be inter-
rupted for severe hypersensitivity reactions and can be re-
sumed at a 50% reduction in rate:(e.g., from 100 mg/hr to
50 mg/hr) when symptoms have completely resolved. Treat-
ment of these symptoms with diphenhydramine and acet-
aminophen is recommended; additional treatment with
bronchodilators or IV saline' may be indicated. In most
cases, patients who have experienced non-life-threatening
hypersensitivity reactions have been ‘ablé to complete the
full course of therapy. (Se¢ DOSAGE and ADMINISTRA-
TION.) Medications for the treatment of hypersensitivity
reactions, e.g., epinephrine, antihistamines and corticoster-
oids, should be available for immediate usé in the event of a
reaction during administration.

Cardiovascular:

Infusions should be discontinued in the event of serious or
life-threatening cardiac arrhythmias. Patients who develop
clinically significant arrhythmias should undergo cardiac
monitoring during and after subsequent infusions . of
RITUXAN. Patients with pre-existing cardiac conditions in-
cluding arrhythmias and angina have had recurrences of
these events during RITUXAN therapy and should be mon-
itored throughout the infusion and immediate post-infusion
period.

Renal:”

RITUXAN administration has been associated with severe
renal toxicity including acute renal failure requiring dialy-
sis and in some cases, has led to a fatal outcome. Renal tox-
icity has occurred ini patients with high numbers of circulat-
ing malig‘nant cells (>25,000/mm®) or high tumor burden
who experience tumor lysis syndrome (see Tumor Lysis Syn-
drome) and in patients administered concomitant cisplatin
therapy during clinical trials. The combination ‘of msplatm
and RITUXAN is not an approved treatment regimen. If
this combination is used in clinical trials extreme caution
should be exercised; patients should be monitored closely
for signs of renal fallure stcontmuatmn of RITUXAN
should be considered for those with Tising seru creatinine
or oliguria.

Severe Mucocutaneous Reactions {See- BOXED WARN-
INGS and ADVERSE REACTIONS.): )
Mucocutaneous. reactions, some with fatal outtome, have
been reported in patients treated with RITUXAN. These re:
ports include paranéoplastic pemphigus (an uncommon dis-
order which i 1s a manifestation of the patient’s underlying
malignancy),’® Stevens-Johnson syndrome, lichenoid der-
matitis, vesiculobullous dermatitis, and toxic ep:dermal
uecrolysis. The onset of the reaction in the reported cases
has varied from 1 to 13 weeks following RITUXAN expo-
sure. Patients experiencing a severe mucocutaneous reac:
tion should not receive any further infusions and seek
prompt medical evaluation. Skin biopsy may help to distin-
guish ‘among different mucocutaneous reactions ard: guide
subsequent treatment. The safety of readministration of
RITUXAN to patients with any of-these mucocutanecus re-
actions has not been determined.

PRECAUTIONS

Laboratory Monitoring: Becaise RITUXAN targets all
CD20-positive B Iymphotytes, malignant and nonmalig-
nant, complete blood counts (CBC) and platelet counts
should be obtained at regular intervals during RITUXAN
therapy and more frequently in. patients who develop cy-
topenias (see ADVERSE REACTIONS). The duration of cy-
topenias caused by RITUXAN can extend well beyond the
treatment period.

DruglLaboratory Interactions: There have been no formal
studles perfonned vnth RITUXAN How-

HACA Formation: Human antichimeric antibody (HACA)
was detected in 4 of 356 patients and 3 had an objective clin-
ical response. The data reflect the percentage of patients
whose test results were considered positive for antibodies to
RITUXAN using an enzyme-linked immunosorbant assay
(limit of detection = 7 ng/mL). The observed incidence of
antibody positivity in an assay is highly dependent on the
sensitivity and specificity of the assay and may be influ-
enced by several factors including sample handling, concom-
itant medications, and underlying disease. For these rea-
sons, comparison of the incidence of antibodies to RITUXAN
with the mc1dence of antibodies to other products may be
misleading.

tmmunization: The safety of immunization with live viral
vaccines following RITUXAN therapy has not been studied.
The ability to generate a primary or anamnestic humoral
résponse to vaceination is currently being studied.
Carcinogenesis, Mutagenesis, Impairment of Fertility: No
long-term animal studies have been performed to establish
the carcinogenic or mutagenic potential of RITUXAN, or to
determine its effects on fertility in males or females. Indi-
viduals of childbearing potential should use effective contra-
ceptive methods during treatment and for up to 12 months
following RITUXAN therapy.

Pregnancy Category C:  Animal reproduction studies have
not been conducted with RITUXAN. Tt is not known
whether RITUXAN can cause fetal harm when adminis-
tered to a pregnant woman or whether it can affect repro-
ductive capacity. Human IgG is known to pass the placental
barrier, and thus may potentially cause fetal B-cell deple-
tion; therefore, RITUXAN should be given to a pregnant
woman only if clearly needed.

Nursing Mothers: It is'not known whether RITUXAN is
excreted in human milk. Because human IgG is excreted in
human milk and the potential for absorption and immuno-
suppression in the infant is unknown, women should be ad-
vised to discontinue nursing until circulating drug levels
are no Jonger detectable. (See CLINICAL PHARMACOL-
0GY)

Pediatric Use: The safety and effectiveness of RITUXAN in
pediatric patients have not been established.

Geriatric Use:  Among the 331 patients enrolled in clinical
studies of single agent RITUXAN, 24% were 65 to 75 years
old and 5% were 75 years old and older. The overal] re-
sponse rates were higher in older (age = 65 years) vs.
younger (age < 65 years) patients (52% vs. 44%, respec-
tively). However, the median duration of response, based on
Kaplan-Meier estimates, was shorter in older vs. younger
patients: 10.1 months (range, 1.9 to 36.5+) vs. 11.4 months
(range, 2.1 t6-42.1+), respectively: This shorter duration of
response was not statistically significant. Adverse reactions,
including incidence, severity and type of adverse reaction
were similar between older and younger patients.
ADVERSE REACTIONS

The most, serious adverse reactions caused by RITUXAN in-
clude infusion reactions, tumor lysis' syndrome, mucocuta-
neous reactions, hypersensitivity reactions, cardiac ar-
rhythmias and angina, and renal failure. Please refer to the
BOXED WARNINGS and WARNINGS sections for detailed
desctiptions of these reactions. Infusion reactions and lym-
phopenia are the most commonly occurring adverse reac-
tions.

Because clinical trials are conducted under widely varying
conditions, adverse-reaction rates observed in the clinical
trials of a drug cannot bé directly compared to rates in the
clinical trials of another drug and may not reflect the rates
observed in practice. The adverse reaction information from
clinical trials does, however, provide a basis for identifying
the adverse events that appear to be related to drug use and
for approximating rates.

Additional adverse réactions have been identified during
postmarketing use of RITUXAN. Because these reactions
are reported voluntarily from a population of uncertain size,
it is nof always possible to reliably estimate their frequency
or establish a causal relationship to RITUXAN exposure.
Decisions to include these rea¢tions in labeling are typically
based on one or.more of the following factors: (1) seriousness
of the reaction, (2) frequency of reporting, or (3) strength of
causal connection to RITUXAN.

Where specific percentages are noted, these data are based
on 356 patients tredted in nonrandormized, single-arm stud-
ies of RITUXAN administered as a single agent. Most pa-
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=10 cm) and 60 patients who received more than 1 course of -

RITUXAN. Thirty-seven patients received 375 mg/m? for 8
doses and 25 patients received. -doses -other -than

375 mg/m? for 4 doses and up to-500 mg/m?® single dose in -

the Phase 1 setting. Adverse events of greater severity are
referred to-as-“Grade 3 and 4 events” defined-by the com-
monly used-National Cancer Institute.Common Toxicity
Criteria.! i-

. Table 3
Incidence of Adverse Events = 5% of Patients in Clinical
Trials (N'='356) (Adverse Events were followed for a
petiod of 12 months following RITUXAN therapy.)

All Grades
{%) 4 {%)
Any Adverse Events 99 57
Body as a Whole 86 10
Fever - B3 1
Chills 33 3
Infection 31 4
Asthenia 26 1
Headache 19 1
Abdominal Pain 14 1
Pain . 12 1
Back Pain 10 1
Throat Irritation 9 0
Flushing ) 0
Cardiovascular-System 25 3
Hypotension 10 1
Hypertension 6 1
Digestive System 37 2
Nausea 23 1
Diarrhea 10 -1
Vomiting 10 1
Hemic and Lymphatic 67 48
System
Lymphopenia 48 - 40
Leukopenia * = - c 14 4
Neutropenia 14 6
Thrombocytopenia 12 2
Anemia : 8 3
Metabolic and Nutritional ©..38 3
Disorders .
Angioedema 11 1
Hyperglycemia 9 1
Peripheral Edema 8 0
LDH Increase 7 0
Musculoskeletal System 26 3
Myalgia 10 1
Arthralgia 10 1
Nervous System 32 1
Dizziness : ‘10 1
Anxdety : 5 1
Respiratory System : 38 4
Increased Cough 13 1
Rhinitis 12 1
Bronchospasm 8 1
Dyspnea -7 1
Sinusitis N .6 0
Skin and Appendages 44 2
Night Sweats - 15 1
Rash 15 1
Pruritus 14 -1
Urticaria 8 1

Risk Factors Associated with Increased Rates of Adverse
Events:

Administration of RITUXAN weekly for 8 doses resulted in
higher rates of Grade 3 and 4 adverse events'” overall (70%)
compared with administration weekly for 4 doses (57%).
The incidence of Grade 3 or 4 adverse events was similar in
patients retreated with RITUXAN compared with initial
treatment (58% and 57%, respectively). Thé incidence of the
following clinically significant adverse events was higher in
patients with bulky disease (lesions 210 cm) (N = 39) ver-
sus patients with lesions < 10 ecm (N = 195): abdominal
pain, anemia, dyspnea, hypotension; and neutropenia.
Infusion Reactions (See BOXED WARNINGS and WARN-
INGS): Mild to moderate infusion reactions consisting of
fever and chills/rigors occurred in the majority of patients
during the first RITUXAN infusion. Other frequent infusion
reaction symptoms included nausea, pruritus; angioedema,
asthenia, hypotension; headache, bronchospasm, throat ir-
ritation, rhinitis, urticaria, rash, vomiting, myalgia, dizzi-
ness, and hypertension. These reactions generally occurred
within 30 to 120 minutes of beginning the first infusion, and
resolved with slowing or interruption of the RITUXAN in-
fusion and with supportive care (diphenhydramine, acet-
aminophen, IV saline, and vasopressors): In an analysis of
data from 356 patients with relapsed or. refractory, low-
grade NHL who received 4 (N = 319) or 8 (N = 37) weekly
infusions of RITUXAN, the incidence of infusion reactions
was highest during the first infusion-(77%) and decreased
with each subsequent infusion (30% with fourth infusion
and 14% with ‘eighth infusion).

infectious Events: RITUXAN induced B- cell depletlon in
70% to 80% of patients and was. associated with decreased
serum immunoglobulins in a minority of patients; the lym-
phopenia lasted a median of 14 days (range, 1 to 588 days).
Infectious events occurred in 31% of patients: 19% of pa-

IPR2018-01710

Grade 3 and

< Pulmonary Events (See BOXED WARNINGS):

.-had fungal infections, and 6% were unknown infections. In-

cidence is not additive because a single patient may have

had more. than one- ty7pe of infection.: Serious infectious |

events.(Grade 3 or 4),'
patients. i
Hematologic Events: Grade 3 and 4 cytopenias' were re-
ported in-12% of patients treated with RITUXAN; these in-
clude: lymphopenia (40%); neutropenia (6%);-leukopenia
(4%), anemia (3%), and thrombocytopenia (2%). The median
duration of lymphopenia was 14 days (range, 1 to 588 days)
and of neutropenia-was 13 days (range, 2 to 116 days). A
single occurrence of transient aplastic anemia. (pure red-ceil
aplasia) and two occurrences of hemolytic anemia following
RITUXAN therapy were reported. In addition, there have
been rare postmarketing reports of prolonged pancytopenia
and marrow hypoplasia.

Cardiac Events (See BOXED WARNINGS): Grade 3 or 4
cardiac-related events include hypotension. Rare, fatal car-
diac failure with symptomatic onset weeks after RITUXAN
has also been reported. Patients who develop clinically sig-

including sepsis occurred in 2% of

. nificant cardiopulmonary events should have RITUXAN in-

fusion discontinued.

135 pa-
tients (38%) experienced pulmonary events. The most com-
mon respiratory system adverse events experienced: were
increased - cough, rhinitis; bronchospasm, dyspnea; and si-
nusitis. Three pulmonary events have been reported in tem-
poral association with RITUXAN infusion as a single agent:
acute bronchospasm, acute pneumonitis presenting
1-4 weeks post-RITUXAN infusion, and bronchiolitis oblit-
erans. One case of bronchiolitis obliterans was associated
with progressive pulmonary symptoms and culminated in
death several months following the last RITUXAN infusion.
The safety of resumption or continued administration” of
RITUXAN in patients with pneumonms or bronchmhns ob-
literans is unknown.

Imimune/Alutoimmune  Events: Immune/gutoimmune
events have been Teported, including uveitis, optic neuritis
in a patient with systemic vasculitis, pleuritis in a patient
with a lupus-like syndrome, serum’ sxckness with” polyartxc-
ular arthritis, and asculitis With rash.,

Less Commonly Observed Events; ‘In chmca tnals < 5%
and > 1% of the patients expen‘enced the following events
regardless of catsality assessment: agitation, anoréxia, ar-
thritis, conjunctivitis, depression, dyspepsia; édema, hyper-
kinesia, hypertonia, hypesthesia, hypoglycemia, injection
site pain, insomnia, Jacrimation disorder, malaise, niervous-
ness, neuritis, neuropathy, paresthesia, somnolence ver-
tigo, weight decrease.

OVERDOSAGE . .
There has been no experience with overdosage in. human

clinical trials. Single.doses of up.to 500- mg/m? have been
given in controlled clinical trials.X®

DOSAGE AND ADMINISTRATION

Initial Therapy: .

RITUXAN is given at 375 mg/m® IV infusion once weekly for
4 or 8 doses.

Retreatment Therapy:

Patients who subsequently develop progxesswe disease may
be safely retreated with RITUXAN 375 mg/m? IV infusion
once \veekly for 4 doses. Currently there are limited data

.concerning more than 2 courses.

RITUXAN as a.Component of Zevalin™ (lbmumomab Tiux-
etan) Therapeutic Regimen:

As a required component of the Zevalin therapeuhc reg—;»
men, RITUXAN 250 mg/m? should be- infused within 4
hours prior to the-administration of Indium-111-(In-111-)
Zevalin .and within 4 hours prior to the administration of
Yétrium-90-(Y-90-) Zevalin. Administration of RITUXAN
and In-111-Zevalin should precede RITUXAN and Y-90-
Zevalin by 7-9 days. Refer to the Zevalin package insert for
full prescribing information regarding the Zevalin thera-
peutic regimen.

RITUXAN may be administered in an outpatient setting.
DO NOT -ADMINISTER AS AN INTRAVENOUS PUSH OR
BOLUS. {See Adniinistration:}

Instructions for Administration

Preparation for Administration: Use appropriate aseptic
technique. Withdraw the necessary amount of RITUXAN
and dilute to a final concentration of 1 to 4 mg/mL into an
infusion bag containing either 0.9% Sodium Chloride, USP,
or 6% Dextrose in Water, USP. Gently invert the bag to mix
the solution. Discard any unused portion left in the-vial.
Parenteral drug products should be inspected visually for
particulate matter and discoloration:prier te admmxstra-
tion. -

RITUXAN solutions for.infusion ‘may be stored at 2—8 C
(36-46°F). for 24 hours. RITUXAN solutions for infusion

have been shown to be stable for_an additional 24 hours at -

room temperature. However, since RITUXAN solutions do
not contain a preservative, diluted solutions should be
stored refrigerated (2-8°C). No incompatibilities between
RITUXAN and polyvinylchloride or polyethylene bags-have
been observed.

Administration: DO NOT ADMINISTER-AS AN INTRAVE-
NOUS PUSH OR BOLUS.

Infusion and hypersensitivity reactions may .oceur. (see
BOXED WARNINGS, WARNINGS, and ADVERSE REAG-
TIONS). Premedication consisting of acetaminophen and di-
phenhydramme should be oonsxdered before each infusion
of RITUXAN. Premedication may attenuaté infusion reac-

RITUXAN infusion, consideration should-be given to with-
holding antihypertensive medications 12 hours prior to
RITUXAN infusion.

First Infusion: The RITUXAN solution for infusion should
be:administered intravenously at an initial rate of 50 mghr.
RITUXAN should not be mixed or diluted with other drugs.
If hypersensitivity or infusion reactions de not occur, esca-
late the infusion rate in 50 mg/hr increments, every
30 minutes, to a maximum of 400 mg/br. If a hypersensitiv-
ity (non-IgE-mediated) or an infusion reaction develops, the
infusion should be temporarily slowed or interrupted. (see
BOXED WARNINGS and WARNINGS). The infusion can
continue at one-half the prev:ous rate upon improvement of
patient symptoms.

Subsequent Infusions: If the pament tolerated the ﬁrst infu-
sion well, subsequent RITUXAN infusions can be adminis-
tered at an initial rate of 100 mg/hr, and increased by
100 mg/hr increments at 30-minute intervals, to a maxi-
mum of 400 mg/hr as tolerated. If the patient did not toler-
ate the first infusion well, follow the guidelines under First
Infusion.

Stability and Storage: RITUXAN vials are stable at
2-8°C (36-46°F). Do not use beyond expiration date
stamped on. carton. RITUXAN vials should be protected
from direct sunlight. Refer to the “Preparation and Admin-
istration” section for information on the stability and stor-
age of solutions of RITUXAN diluted for infusion.

HOW SUPPLIED

RITUXAN is supplied as 100 mg and 500 mg of sterile, pre-
servative-free, single-use vials.

Single unit 100 mg carton: Contains one 10 mL vial of
RITUXAN (10 mg/mL).

NDC 50242-051-21

Single unit 500 mg carton: Contains one 50 mL-vial of
RITUXAN (10 mg/mL).

NDC 50242-053-06
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TNKase™ - B
{Tenecteplase) :
Fulf Prescribing Information

DESCRIPTION

Tenecteplase is a tissue plasminogen activator (tPA) pro-
duced by recombinant DNA technology using an established
mammalian cell line (Chinese Hamster Ovarycells). Tenect-
eplase is a 527 amino acid glycoprotein developed-by infro-
ducing the following mddifications to the complementary
DNA (cDNA) for natural human tPA: a substitution of thre-
onine 103 with asparagine; and a substitution of asparagine
117 with glutamine, both within the kringle 1 domain, and 2
tetra-alanine substitution’ at amino acids 296-299 in the
protease domain. Cell culture:is-carried out in nutrient me-
dium containing the antibiotic gentamicin {65 mg/L). How-
ever, the presence of the antibiotic 1§ not detectable in the
final product (limit of detection is 0.67 pg/vial). TNKase is a
sterile; white fo off-white, lyophilized-powder for single in-
travenous (IV) bolus administration after reconstitution
with Sterile Water for Injection (SWFI), USP. Each vial of
TNKase nominally contains 52.5 mg Tenecteplase, 055 g L-
arginine, 0.17 g phosphoric acid, and 4.3 mg polysorbate 20,
which includes a 5% overfill. Each vial will deliver 50 mg of
Tenecteplase.

CLINICAL PHARMACOLOGY
General
Tenecteplase is a modified form of human tissue plasmino-
gen activator (tPA) that binds to fibrin and converts plas-
mmogen to plasmin. In the’ presence of ﬁbrm in vitro stud-
ies trate that Tenécteplase conversmn of
plasmiriogen to plasiain is incréased relative to'its conver-
sion in'the ahsénce of _ﬁbﬁﬁ. This fibrin specificity décreases
stemic activation ofplas 1-arid the résulting degra-
dation of circulating fibrinogen ag-compared-to'a molecule
Jacking this property. Following administration of 30; 40, or
50 mg of TNKdse, there-are-decreases in cxrculatmg fibrin-
ogen (4%-15%) and plasmineger- (11%-24%) The-clinical
significancé of fibrin-specificity oni-safety: (6.g:, bleeding) or
efficacy has not-been ‘established: Biological potency is de-
‘termined by‘an in vitro clot lysis-assay and is'expressed in
Tenecteplase-specific units. The specific activity-of Tenect—
eplase hds been defined as200 umts/mg
Pharmacokinetics
In‘patients-with acute myocardlal mfarctlon (AMI), TNKase
administered as a-single: bolus exhibits.a' biphasic:dispo-
sition from. the plasma. Tenecteplase was.cléared from the
plasma with an initial half-1ife of 20 to'24 minutes. The ter-
minal phase half-life of Tenectepl 90+to 130 mihute:
Iri-99 ‘of 104 patients treated with-Tenécteplase, mean
‘plasma-cléarance ranged from 99 to 119 ml/min. -
Thie initial volume of distributionis weight related and ap-
proximates plasma volume. Liver metabolism is the major
clearance’mechanism for Tenecteplase. -

CLIN'ICAL STUDIES
ASSENT-2 was an international, randomized, double blind
trial that compared 30-day mmtahty rates in 16,949 pa-
tients assigned to receive an IV bolus dose of TNKase or an
accelerated infusion’ of Activase® (Alteplase, recombinant).
Eligibility” criteria included onset of chest pain within 6
Tours of randomlzatmn and ‘ST-segment elevation or left
b\mdle Dbranch block on electrocerdlogram (ECG). Patients
were to be excluded from 'the trial if {hey received GP b/
Ilfa mhlbxtors within the j previous 12 hours. TNKase was
dosed using actual of estimated weight in a weight-tiered
fashion as described in DOSAGE AND ADMINISTRATION.
All patients Were'to ré¢eive 150-325 mg of aspirin admlms
Lered as soon as Dossxble follo\ d =)

IPR2018-01710

e EE . ctn i Table't -
B ASSENT-2
Mor’cahty, Stroke and Combined: Outcome of Death or S‘croke ’Vleesuled at Thxrty Days
= o ; . i ) Re!ative Risk’!
I E TNKase" Accelerated Activase TNKase/Actwase
30 day Events i B {N=8461) (N=8488) ' {95%. Cl}
Mortality ‘ o 62% 6.2% 1.00
b TopennEaoe s (0.89, 1.12)
Intracranial Heﬁmrrhage (iCH) ! i 099
- ) Ry ) «(0.73, 1.35)
Anvy Stroke . 18% 1.07
K . (0.86, 1.35)
Death or Nonfatal Stroke 71% & T0% S o101 .
e , : 0.91,1.13). ¢

i . --Table 2

s+ ~TIMI 10B Patency Rates
TIMI-Grade Flow at 90 Minutes

Activase =100 mg TNKase 30 mg TNKase 40 mg TNKase 50 mg
(n=311) (n=302) (n=148) {n=76)
TIMI Grade 3-Flows. . - 63%- 54% - 63% 6%
TIMI Grade 2/3 Flow 82% . 1% 9% -88%
95% Cl (T1%, 86%) (72%, 81%) (72%, 85%) (79%; 94%) -+
(TIMI 2/3 Flow) o

administered as a 4000 unit IV bolus followed by infusion at
800 Uthr; for patients weighing > 67 kg,. heparm was .ad-
ministered as a 5000 unit IV bolus followed by infusion at
1000, U/br. Hepann was continued for 48 to 72 hours with
mfuswr\ adjusted to: maintain aPTT at 50-75 seconds The
use of GP IIb/I1a inhibitors was dxscouraged for the first 24
hours following randomxzatlon The results of the primary
endpoint (30-day mortality rates with non-parametric ad-
Justment for the covariates of age, Killip class, heart rate,
systolic blood pressure.and infarct location) along with se-
lected other 30-day endpoints are shown in Table 1.
See table 1 above]
Rates of mortality and. the combined endpoint of death or
stroke among pre-specified subgroups, including age, gen-
der, time to treatment, infarct location, and history of pre-
vious myocardial infarction, demonstrate consistent relative
risks across these subg-:oups,,There was insufficient enroll-
ment of non-C i patients to drawany ions re-
garding relative efficacy in racial subsets. -
Rates of in-hospital procedures, mcludmg pelcutaneous
transluminal coronary angioplasty (PTCA), stent place-
ment, intra-aortic balloon pump (IABP) use; and coronary
artery Bypass graft (CABG) surgery, were similar between
the TNKase and Activase groups.
TIMI 10B was an open-label, controlled; fandcotmized, dose-
ranging, angxography study ‘Which utilized 'a bhnded core
laboratory for réview of coronary arteriograms.? Patients (n
<"837) presenting within ‘12 hours of s} bomi’ onset were
treated with fixed doses of 30, 40, or 50 mg of TNKase orthe
dedelerated infusion of Activase and underwent corohary ar-
teriography at 90 minutes. The Fesults showed: that the
40 mg'and:50 mg doses were similar to'accelerated infusion
of Activaserin’ restoring ‘patency. TIMI grade 3 flow and
TIMI'grade'2/3-flow at 90 minutes are shown in Table 2. The
‘exdct telatioriship between coronary artery patency and
clinical activity has not been estabhshed
[See table 2 above]
Thé angiographic results from TIMI 10B and the safefy
data fromi ASSENT-1,- an @dditional uncontrolled safety
study of 3,235 TNKase-treated patients;: provided-the
framework to develop a weight-tiered TNKase dose tegi-
meni® Exploratory analyses-suggested-that a ‘weight-ad-
justed dose of 0.5 mg/kg to 0.6 mgfkg of TNKase resultediin
a better patency to bleeding relatioriship than-fixed. doses of
TNKase across a proad ‘range: of patient wexghts
INDICATIONS AND USAGE
TNKase is mdlcated for use in the 7
associated with acute, myocardzal infarction
ment should be mltlated as soon ds possible after the onset
of. AMI symptoms (see CLINICAL STUDIES). :
CONTRAINDICATIONS it
TNKase therapy in patients with acute myocardial infarc-
tion is contraindicated in the-following situations because
of an increased risk of bleéding (see WARNINGS):
‘e Active internal bleeding
« History of cerebrovascular aceident oo
# Intracranial or m1rasp|nal surgery or trauma wnhm 2
months ¢
aneurysm
¢ Known bleeding‘diathesis -
¢ Severe uncontrolled hypertension
WARNH‘JGS
Bleeding ‘
The most ‘commion comphcatmﬂ “encoUntered “du ng

p! , arteri malformation, or

« Internal bieeding, involving intracranial and retroperito-
neal sites, or the gastrointestinal, gemtourmary, or respl-
ratory tracts.

* Superficial or surface bleeding, observed mainly at vascu-
lar puncture and access sites (e.g., venous cutdowns, ar-
terial punctures) or sites of recent surgical intervention.

Should serious bleeding (not controlled. by local pressure}
occur, any concomitant heparin or annp}at,elet agentc
should be discontinued immediately:
In clinical studies of TNKase, patlents were tleated with
both aspirin and heparin. Heparin may contribute to the
bleeding risks associated with TNKase. The safety of the
use of TNKase with other antiplatelet agents has not been
adequately studied (see PRECAUTIONS: Drug Interac-
tions). Intramuscular injections and nonessential handling
of the patient should be avoided for the first few hours fol-
lowing treatment with TNKase. Venipunctures should be
performed and monitored carefully.
Should an arterial puncture be necessary durmg the ﬁrst
few hours following TNKase therapy, it is preferable to. use
an upper extremity vessel that is accessible to manual com-
pression. Pressure should be applied for at least:30 minutes,
a pressure dressing applied, and the puncture site checked
frequently for evidence of bleeding.
Each patient being considered for therapy with TNKase
should be carefully evaluated and anticipated benefits
weighed against potential risks associated with therapy. In
the following conditions, the risk of TNKase therapy may be
increased and should be weighed against the anticipated
benefits:

+ Recent major surgery, e.g., coronary artery bypass graft,
obstetrical delivery, organ biopsy, previous puncture of
noncompressible vessels

' Gerebrovascular.disease :

+ Recent gastrointestinal or genitourinary b eedmg

* Recent trauma

+ Hypertension: systohc BP = 180 mm: Hg and/or diastolic
BP = 110.-mm Hg

¢ High:likelihood of left heart thrombus eg., mitral steno-
:sis with atrial fibrillation

. Acute perigarditis - ..

 Subacute bacterial. endocard]tls

« Hemostatic defects, including those secondary to severe
hepatic or renal disease X

* Severe;hepatic dysfun tion. -

* Pregnancy:,

“» Diabetic hemorrhagic ret)nopathy or other hemorrhagm
ophthalmic conditions

*:Septic thrombophlebitis-or occluded AV cannula at seri-
ously.infected'site . :

+ Advanced-age(sée. PRECAUTIONS Geriatric Use]

o Patients currently receiving. oral antlcoagulants e.g.,
-warfarin sodium-- -

* Recent admitiistratioti of GP IIb/Illa inhibitors

# Any othet’ coridition in-which bléeding constitutes a sig-
nificant hazard or would be particularly difficult to man-
age because of it location’

Cholesterol Embolization * :

Cholesterol‘embolism has been reported rarely in patiehts

treated with all types of thrombolytic agents; the true inci-

dence is unknown. This serious condition, “which can be le-
thal, is also associated with invagive vascular procedures

(e.g., cardiac catheterization; angiography, vascular sur-

gery)-and/or anticoagulant therapy. Clinical features of cho-

‘lesterol embolism may include livedo- reticularis, “purple

"toe syndrome, dcute renal failire, gangrencus digits, hy-
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tions, Since transient hypotension ‘may occur during
RITUXAN infusion, consideration should be given to with-

holding antihypertensive medmatmns 12 hours: prior to
RITUXAN infusion.

First Infusion: The RITUXAN solutxon for infusion should
be administered intravenously at an initial rate of 50 mg/hr.
RITUXAN should not be miixed or diluted with'other drugs.

If hypersensitivity or infusion reactions do not occur, esca-
late’ the infusion- rate 'in. 50 mg/hr increments every
30 minutes;, to a maximum of 400 mg/hr. Ifa hypersensitiv-
ity {non-IgE-mediated) or an infusion reaction develops, the
infusion should be temporarily slowed or interrupted (see
BOXED WARNINGS and WARNINGS). The infusion can
continué at one-half the previous rate upon improvement of
patient symptoms.

Subsequent Infusmns If the patient thlerated the first infu-
sion well, quent RITUXAN-infusions can bé adminis-
tered at an mmal rate of 100 mgthr, and increased by
100 mg/hr increments at 30-minute intervals; to a maxi-

mum of 400 mg/hr as tolerated. If the patient dld not toler-
ate the first infusion well, follow the guidelines under‘First
Infusion:

Stability- and Storage: RITUXAN vials are stable at
2-8°C (36-46°F). Do not use beyond expiration date
stamped on carton. RITUXAN vials should be protected
from direct sunlight. Refer to the “Preparation and Admin-
istration” section for information on the stability and stor-
age of solutions of RITUXAN diluted for infusion.

HOW SUPPLIED

RITUXAN is supplied as 100 mg and 500 mg of sterile, pre-
servative-free, single-use vials.

Single unit 100 mg carton: Contams oné 10 mL vial of
RITUXAN (10 mg/mL).

NDC 50242:051-21

Single unit 500 mg carton: Contains one 50 mL vial of
RITUXAN (10 mig/mL).
NDC 50242-053-06
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ZEVALIN® . - B
[z&-vd-lin]

(ibritumomab Tluxetan)

For intravenous use only as part of Zevalin Therapeutlc
Regimen

Kits for the Preparation of Indium-111 (In-111) Ibritumo-
mab Tiuxetan (In-111 ZEVALIN) and Yttrium-90 (Y-90)
Ibritumomab Tiuxetan (Y-90 ZEVALIN). -

In-111 Ibritumomab Tiuxetan and Y-90 Ibritumomab Tiux-
etan are components of the ZEVALIN therapeutic regimen
(See Description),

WARNINGS «

Fatal Infusion Reactions: Deaths have cccurred within

24 hours of Rituximab infusion, an essential component.

of the ZEVALIN therapeutic regimen. These fatalities

were associated with an infusion reaction symptom com-

plex that included hypoxia, pulmonary infiltrates, acute .

respiratory distress syndrome, myocardial infarction,

ventricular fibrillation, or cardiogenic shock. Approxi-
mately 80% of fatal infusion reactions occurred in assos
ciation with the first Rituximab infusion (See WARN-

INGS and ADVERSE REACTIONS). Patients who

develop severe infusion reactions should have Ritux-

imab, In-111 ZEVALIN, and Y-90 ZEVALIN infusions
discontinued and receive medical treatment.

Prolonged and Severe Cytopenias: Y-90 ZEVALIN ad-

ministration results in severe and prolonged cytopenias

in most patients. The ZEVALIN therapeutic regimen
should not be administered to patients with = 25% lym-
phoma marrow involvement and/or impaired bone mar-
row reserve (See WARNINGS and ADVERSE

REACTIONS).

;Domng
* The prescribed, measured, and administered dose of
Y-90 ZEVALIN should not exceed the absolute maxi-
mum allowable dose of 32.0 mCi (1184 MBq).

* ¥-90 ZEVALIN should not be administered to patients
with altered biodistribution as determined by imaging
with In-111 ZEVALIN.

In-111 ZEVALIN and Y90 ZEVALIN are radiopharma-

ceuticals and should be used only by physicians and

other professionals qualified by training and experi-
enced in the safe use and handling of rad 1i

ZEVALIN is supplied as two separate and distinctly labeled
kits that contain all of the non-radioactive ingredients nec-
essary to produce a single dose of In-111 ZEVALIN and a
single dose of Y-90 ZEVALIN, both essential components of
the ZEVALIN therapeutic regimen. Indium-111 chloride
and Rituximab must be ordered separately from the

ZEVALIN kit. Yttrium-90 chloride sterile solution is sup-

plied by MDS Nordion when the ¥-90¢ ZEVALIN kit is or-

dered. :

ZEVALIN Kits

Each of the two ZEVALIN kits contains four vials that are

used to produce a single dose of either In-111 ZEVALIN or

Y-90 ZEVALIN, as indicated on the-outer container label:

(1) One (1) ZEVALIN Vial containing 3.2 mg of Ibritumo-
mab Tiuxetan in 2 mL of 0.9% sodium chloride solution;
a sterile, pyrogen-free, clear, colorless solution that may
contain translucent particles; no preservative present.

(2) One (1) 50 mM Sodium Acetate Vial containing 13.6 mg
of sodium acetate trihydrate in 2 mL of Water for Injec-
tion; a sterile, pyrogen-free, clear, colorless solution; no
preservative present.

(3) One (1) Formulation Buffer Vial containing 750 mg of
Albumin (Human), 76 mg of sodium chloride, 28 mg of
sodium phosphate dibasic dodecahydrate, 4 mg of pen-
tetic acid, 2 mg of potassium phosphate monobasic and
2 mg of potassium chloride in 10 mL of Water for Injec-
tion adjusted to pH 7.1 with either sodium hydroxide or
hydrochloric acid; a sterile, pyrogen-free, clear yellow to
amber colored solution; no preservative present.

(4) One (1) enipty Reactmn Vial, sterile, pyrogen-free.

Physical/Radioch istics of In-111

Indium-111 decays by electmn capture with a physical half-

life of 67.3 hours (2.81 days)'V. The product of radioactive

decay is nonradioactive cadmlum-ln. Radiation emission
data for In-111 are summarized in Table 1. ’

B . Table 1.
Principal In-111 Radiation Emission Data’

Mean % per Mean .
Radiati Disi: d Energy (keV)
Gamma-2 90.2 1713
Gamma-3 94:0 2454

External Radiation

The exposure rate constant for 37 MBq (1 mCi) of In-111 is
8.3 x 107 Cl/kg/hr' (3.2 R/hr) ‘at 1 em: Adequate shielding
should be used with this gafnma-emitter, in accordance with
institutional good radiation safety practices.

To allow correction for physical decay of In-111, the fractions
that remain at selected intervals before and after the time
of calibration are shown in Table 2.

Table 2.
Physical Decay Chart: In-111
Half-life 2.81 Days (67.3 Hours)

Calibration Fraction
Time (Hrs.) Remaining
-48 1.64
-42 1.54
-36 1.45
-24 . 1.28
-12 113
-6 1.06
0 1.00
6 0.94
12 0.88
24 ‘ 0.78
36 : © 069
42 0.65
48 0.61

DESCRIPTION

ZEVALIN®
ZEVALIN (Ibriturnomab Tiuxetan) is the immunoconjugate
resulfing from a stable thioutres covalent bond between the
lonal antibody Ibrit b and the linker-chelator
tiuxetan  [N-[2-bis(carboxymethyljamina}-3-(p-isothio-
cyanatophenyl)-propyl]-[N-[2-bis(carbokymethyl)amino}-2-
{methyl)-ethyljglycine. This linker-chelafor provides a high
affinity, conformationally restricted chelation -site for
Indium-111 or Yitrium-90. The approximate molecular
weight of Ibritumomab Tiuxetan is 148 kD. N
The antibody moiety of ZEVALIN is Ibritumomab, a murine
1gG1 kappa monoclonal antibody directed against the CD20
antigen, which is found on the surface of normal and malig-
nant B lymphocytes. Ibritumomab is produced in Chinese
hamster ovary cells and is composed of two murine gamma
1 heavy chainsof 445 amino acids each and two kappa hght
chains of 213 amino acids each.
ZEVALIN Therapeutic Regimen
The ZEVALIN therape\mc regnnen 1s admmlstered in two
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Physical/Radioch | Characteristics of Y-90

Yttrium-90 decays by emission of beta particles, with a
physical half-life of 64.1 hours (2.67 days)* . The product of
radioactive ‘decay is non‘radioactive zirconium-90. The
range‘of beta particles in soft tissue (xgo) is 5 mm. Radiation

- emission data for Y-90 are summarized in Table 3.

Table 3.
Principal Y-90 Radiation Emission Data

Mean % per
Disintegration

Mean

Radiétion Energy. {keV)

Beta minus . 100 750-935

External Radiation .

The exposure rate for 37 MBq (1 mCi) of Y-90 is 8.3- 10°®
Crkg/hr (32 Rhr) at the mouth of an open ¥-90 vial. Ade-
quate shle!dmg should be used w:th th]s beta ermtter m ac-
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tion should not receive any further infusions and seek
prompt medical evaluation..Skin biopsy may help to distin-
guish among different mucocutaneous reactions and guide
subsequent treatment. The 'safety of: readministration. of
RITUXAN to.patients with any of these mucocutanéous re-
actions has not been determined.

PRECAUTIONS

Laboratory Monitoring: Because RITUXAN ‘targets all
€D20-positive B lymphocytes, malignant and nonmalig-
nant, complete blood counts (CBC) and platelet counts
should be obtained “at regulai intervals' during RITUXAN
therapy-and more frequently ‘it patients who dévelop cy-
topenias {see ADVERSE REACTIONS). The duration of cy-
topenias caused by RITUXAN' can extend well beyond the
treatment: pe‘nod e

Drug/Lab * There have b n6 formal
drug mteractmn studies performed with RITUXAN. How-
ever, renal toxicity was seen with this'drug in combination
with cisplatin in clinical trials. (See WARNINGS, Renal.)
HACA Formation: - Human antichimeric antibody (HACA)
was detected in 4 of 356 patients and 3 had ani objective clin-
ical response. The. data reflect: the percentage of patients
whose test results were'considered positive for antibodies to
RITUXAN- using. an' énzyme-linked -imimunosorbant. assay
(limit-of detection = 7 ng/mL): The observed incidence of
antibody: positivity in-an assay is highly.dependent on-the
sensitivity: and-specificity of the assay and may.be influ-
enced by several factors including sample handling; concom-
itant medications, and underlying disease. For these rea-
sons, comparison of the incidence of antihodies to RITUXAN
with the incidence of a.nmbodles toother products may,be
misleading.

Immunization:. The safety of immunization with Tive, viral
vaccmes following RITUXAN therapy has not beén studied,
The’ abxhty to generate a pnmary or anamnestic. humoral
response to vaccination is currently being studied.
Carcinogenesis,-Mutagenesis, Impairment of Fertility: No
long-term animal studies have béen performed to establish
the carcinogenic or mutagenic potential-of RITUXAN, or to
determine its effects on fertility in males or females. Indi-
viduals of childbearing potential-should use effective contra-
ceptive methods during treatment and for up to 12'months
following RITUXAN therapy.

Pregnancy Category C: Animal reproduction studies have
not been conducted with: RITUXAN. It is not known
whether RITUXAN can cause fetal harm when adminis-
tered to a pregnant woman or whether it can affect repro-
ductive capacity. Human IgG is known to-pass the placental
barrier, and thus may potentially cause fetal B-cell deple-
tion; therefore, RITUXAN should be given to a pregnant
woman only if clearly needed.

Nursing Mothers: It is not known whsther RITUXAN is
excreted in human milk. Because human IgG is excreted in
human milk.and the potential for absorption and immuno-
suppression in the infant is unknown, women should be ad-
vised to discontinue nursing until circulating drug levels
are no-longer detectable. (See CLIMCAL PHARMACOL-
0GY)

Pediatric Use: The safety and effectiveness of RITUXAN in
pediatric patierits have not been established.

Geriatric Use:  Among the 331 patients enrolled in clinical
studies of single agent RITUXAN, 24% were 65 to 75 years
old and 5% were 75 years old and older. The overall re-
sponse rates were higher in older (age 2 65 years) vs.
younger (age < 65 years) patients {52% vs. 44%, respec-
tively). However, the median duration of response, based on
Kaplan-Meier estimates, was shorter in older vs. younger
patients: 10.1 months (range, 1.9 to 36.5+) vs. 11.4 months
(range, 2.1 to 42.1+4), respectively. This shorter duration of
response was not statistically significant. Adverse reactions,
including incidence, severity and type of adverse reaction
were similar between older and younger patients.
ADVERSE REACTIONS

The most serious adverse reactions caused by RITUXAN in-
clude infusion reactions, tumor lysis syndrome, mucocuta-
neous reactions, hypersensitivity reactions, cardiac ar-
rhythmias and angina, and renal failure. Please refer to the
BOXED WARNINGS and WARNINGS sections for detailed
descriptions of these reactions. Infusion reactions-and lym-
phopenia are the most commonly occurring adverse reac:
tions.

Because clinical tnals are conducted under wxdely varymg
conditions, adverse reaction.rates observed in the clmlcal
trials of a drug cannot be directly compared to,rates in’ the
clinical trials of another drug and may not reflect the rates
observed in practice. The adverse reaction information from
clinical trials does, however, provide a basis for identifying
the adverse events that appear to be’ re]a’sed to-drug use and
for approximating rates.

Additional adverse reactions have been identified during
postmarketing-use of RITUXAN.-Because these reactions
are reported voluntarily fromra population of uncertain size,
it is not'always possible to relidbly estimate their frequency
or establish a causal relationship-to RITUXAN exposure.
Decisions to include these reactions in labeling are tymcally
based on one or more of the following factors: (1) seriousness
of the reaction, (2) frequency of repor‘cmg, or(3) sbrength of
causal connection to RITUXAN.

Where specific percentages are noted, these data are based
on 356 patients treated in nonrandomized, single-arm stud-
ies of RITUXAN administered as a smgle agent. Most pa-
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=10 cm).and 60 patients who received more than 1 _e,ourse of
RITUXAN: Thirty-seven patients received 375 mg/m? for 8
doses and - 25 .patients received doses-‘other ‘than
375 mg/m® for 4 doses and up t0.500 mg/m® single dose in
the Phase. 1 setting. Adverse events of greater severity are
referred to.as “Grade 3 and 4 events” defined by the com-
monly, used National Cancer Institute Common.Toxicity
Criteria.”?

+ - /Table 3.
Incidence of Adverse Events = 5% of Patients in Chmcal
Trials (N = 356) {Adverse Events were followed for a
period of 12 months following RITUXAN therapy.)

" Ai'Grades  Grade.3: and;
PR I 11
Any Adverse Events 99 . ,57‘
Body as a Whole 86 R [
Fever 53 ¢ e :
Chills 33
Infection 31
Asthenia 26
Headache 19
Abdominal Pain 14
Pain s e A2
Back Pain 210
Throat Irritation . ca 9
Flushing 5
Cardiovascular System -~ - ‘25
Hypotension 10
Hypertension 6
Digestive System 37
Nausea 23
Diarrhea 10
Vomiting 10
Hemic and Lymphatic.. .- .67
System T
Lymphopenia 48 40
Lieukopenia . 14 4
Neutropenia wo 14 6
Thrombocytopema - 12 © 2
Anemia B 8 3:
Metabolic and Nutritional .- 38 3
Disorders
Angioedema 11 1
Hyperglycemia 9 1
Peripheral Edema 8 0-
LDH Increase E 7 0
Musculoskeletal System 26 3
Myalgia . 10 1
Arthralgia : 10 1
Nervous System i V32 |
Dizziness 10 1
Anxiety - ER S R |
Respiratory System’ ‘38 4
Incréased Cough IR 1
Rhinitis 12 B
Bronchospasm -8 1
Dyspnea 7 -1
Sinusitis 6 0
Skin and Appendages E 44" 2
Night Sweats - . Bt 1
Rash ' 15 1
Pruritus R 1
Urticaria: . 8 1

Risk Factors A
Events: *
Administration of RITUXAN weekly for 8 doses ‘Tesiilted in
higher rates of Gtade 3 and 4 adversé events!’ overall (70%)
compared with -adininistration weekly for 4 doses 57%).
The incidence of Grade 3 or 4 adverse events was similar in
patients retreated with RITUXAN -compared with initial
treatment (58% and 57%, respectively). The incidence of the
following clinically Significant advérse events-was higher in
patients with bulky disease (lesmns =10 cm) (N = 39) ver-
sus patients with lesions <*107¢m (N = 195): abdominal
pain, anemia, dyspnea, hypotension, and neutropenia:
Infusion Reactions (See BOXED WARNINGS and WARN-
INGS): Mild to moderate infusion reactions consisting of
fever and chills/rigors occurred in the majority of-patients
during the first RITUXAN mfusmn :Other | frequent infusion
reaction symptoms included. nausea, pruritus, angioedema,
asthema, hypotension, headache, bronchospasm throat ir-
ritation, rhinitis, urticaria, rash vommng, myalgla, dizzi-
ness, and hypertension. These teactions generally occurred
withir; 30 to 120 minutes of beginning the first infusion, and
resolved with slowing or interruption of the RITUXAN in-
fusion and with: supportive care (diphenhydramine,.acet-
aminophen,. IV saline, and vasopressors). In.an analysis of
data-from 356 patients with relapsed or refractory, low-
grade NHL who received 4 (N.= 319).or 8 (N = 37) weekly
infusions .of RITUXAN, the.incidence of infusion reactions
was highest during the first. infusion (77%) and decreased
with each subsequent infusion (30% with fourth infusion
and 14% with eighth infusion).

Infectious Events: RITUXAN induced B-cell depletion in
70% to 80% of patients and was associated. with decreased
serum immunoglobulins in: a minority of patients; the lym-
phopenia lasted a median of 14 days (range, ¥ to'588 days).

Tnfortinuc svonte nerrrod in 2105 of nationter 100 of na

d with Ir d Rates of Adi

had fungal infections, and 6% were unknown infegtions, In-
cidence is not additive because a single patient may have
had more than one type of infection. Serious infectious
events (Grade 3 or 4),17 mcludmg sepsis-occurred in 2% of
patients.

Hematologic Events Grade 3.and 4 cytopemas were re-
ported in 12% of patients treated with RITUXAN; these:in:
chude: Jymphopenia (40%), neutropenia {6%), leukopenia
(4%), anemia (3%), and thrombocytopenia (2%). The median
duration of lymphopenia was,14;days (range, 1 to 588 days)
and of neutropenia.was 13 days (range, 2 to, 116 days). A
single occurrence of transient aplastic.anemia (pure red cell
aplasia).and two occurrences of hemolytic anemia following
RITUXAN. therapy were: reported. In addition, there have
been rare postmarketmg reports of prolonged pancytopema
and marrow hypoplasia.

Cardiac Events (See BOXED WARN]NGS) Grade 3or 4
cardiac-related events include hypotension, Rare, fatal car-
diac failure. with.symptomatic onset-weeks after RITUXAN
has also been reported Patients:who develop chmcally sig:
nificant cardxopulmonaly events should have RITUXAN in-
fusion discontinued,

Pulmonary, Events (See BOXED WARNINGSk.- 135 pa-
tients (38%) experienced pulmonary events. The most com-
mon respiratory system adverse events experienced were
increased cough, rhinitis, bronchospasm, dyspnea, and six
nusitis. Three pulmonary events have been reported in tem-
poral assouatlon with RITL'XAN mfuswn as a single agent:
acute bronchcspasm, lacute’ pneumonms presenting
1-4 weeks post- -RITUXAN infusion, and bronchiolitis oblit-
erans. One case of bronchiolitis obh’cerans was associated
with progressive pulmonary and culminated in
death several months following the last RIFUXAN infuision:
The safety. of resumption or. continued:administration-of
RITUXAN in patients with pneumonitis or bronchiolitis ob-
literans is unknown. .
immune/Autoimmune Events: Immune/autoimmune
events have been reported, including uveitis, optic neuritis
in a patient with systemic vasculitis, pleuritis in a patient
with a lupus-like syndrome, serum sickness with polyartic-
ular arthritis, and vasculitis with rash. .
Less Commonly Observed Events: In clinical trials, < 5%
and > 1% of the patients experienced the following events
regardless of causality assessment: agitation, anorexia, ar-
thritis, conjunctivitis, depression, dyspepsia, edema, hyper-
kinesia, hypertonia, hypesthesia, hypoglycemia, injection
site.pain, insomnia, lacrimation disorder, malaise, nervous-
ness, neuritis, neuropathy, paresthesia, somnolence, ver-
tigo, weight decrease.

OVERDOSAGE

There has been no ‘éxperience with overdosage in human
clinical trials. Single doses of up to 500 mg/m? havé been
given in controlled clinichl trials.X®

DOSAGE AND ADM]N]STRATION
Initial Therapy:
RITUXAN is given at 375 mg/m® IV infusion once weekly for
4 or 8 doses.
Retreatment Therapy: .
Patients who subsequently develop progressive disease may
be safely retreated with RITUXAN 875 mg/m? IV infusion
once weekly for 4 doses. Currently there are limited data
concerning more than 2 courses.
RITUXAN as a Component of Zevalin™ (lbntumomab Tiux-
etan) Therapeutic Regimen:
As a required component of the Zevalin therapeutic regi-
mén, RITUXAN 250 ing/m?® should be infused within 4
hours prior to thé administration of Indium-111-(In-111-)
Zevalin and within 4 hours prior to the administration of
Yttrium-90-(Y-90-) Zevalin. Administration of RITUXAN
and In-111-Zevalin should precede RITUXAN and Y-90-
Zevalin by 7-9 days. Refer to the Zevalin package insert for
full presf:n'bxrig information regarding the Zevalin thera-
peut}c fegimen.
RITUXAN may be admlmstered in an outpatient setting.
DO NOT ADMINISTER'AS AN lNTRAVENOUS PUSH OR
BOLUS. (See Administration)) |
Instructions for Administration :
Préparation for Administration:* Use appropriate ‘aseptic
technique. Withdraw the necessary amount of RITUSAN
and dilute to a final concentration of 1'to 4 mg/mL into an
infusion bag contdiing either 0.9% Sodium Chloride, USP,
61°5% Dextrose in Water, USP. Geéntly invert the bag to'mix
the solution: Discard any unused portionleft in the vial.
Parenteral drug products should be inspected visually for
particulate matter and discoloration pmdr to admxmstra—
tion.
RITUXAN solutions for infusion- may be stored at 2-8°C
(36-46°F) for 24 hours. RITUXAN solutions for infusion
have been shown to beé-stable for an additional 24 hours at
room temperature. However, since RITUXAN solutions do
not contain a preservative, diluted solutions’should be
stored refrigerated (2-8°C).-No incompatibilities between
RITUXAN and polyvmylchlorlde or polyethylene bags have
been observed.
Administration: DO NOT. ADMINISTER AS AN INTRAVE-
NOUS PUSH OR BOLUS.
Infusion and hypersensitivity reactions may occur (see
BOXED WARNINGS, WARNINGS and ADVERSE REAC-
TIONS). Premedication of inophen and di-
phenhydramine should be considered before each infusion
of RITUXAN. Premedication may attenuate infusion reac-
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Table:d.
:- Physical Decay Chart: Y-90
:Half-life 2.67 Days {64.3 Hours)

Table 5.
Estlmated Radlatxon Absorbed Doses From Y-90 ZEVALIN and In-111 ZEVALIN

}", " Y90 ZEVALIN . in-111 ZEVALIN
Calibration Fraction. - Calibration. Fraction ! s : Y mGy/MBq, " mGy/MBg .
Time (Hrs.)~ Remaining:** Time (Hrs)  Remaini Organ, "  Median  Range Median Range
Spléé? 4 1:8-144 "0
. 148 ? o Testes' : 9. 54114 06 -
12 L4 2 oog.. | Liver N L g 2381 " 07
5 109 3 097 Lower Large Intestmal Walll .8: : 3.1-8.2° 04
= 108 W 0.96 ’ Upper Large Intestma] Wall* 3.6 2.0-6.7 0:3 :
5. 107 5 0.95.- Heart Wall’ : 2.8, 15:3:2 04 - ¢
_5f 1'06 6 0'94 : Lungs' 2.0 12-34 0.2
" 1'04 7 0'93 Small Intestine' . T 0.8-2.1 0.2
3 1‘03 s ‘0'92 Red Marrow? <. 13 0.7-1.8 0.2
2 1‘02 1 0.88 Urinary Bladder Wall® .09 0.7-2.1 0.2
1 101 24 077 Bone Surfaces® 0.9 0.5-1:2, 0.2
0 100 3 68 Ovaries® 0.4 03-0.5 0.2
. 068 : Uterus® 0.4 0.3-05 0.2
A(‘lrenga.ls3 0.3 0.0-0.5 0.2
T e TR
General Pharmacology Gallbladder Wall® 0.3~ 0005 0.3
Tbritumomab Tiuxetan binds specifically to the CD20 anti- | pfiscle® 0.3 “0.0-05 0.1
gen (human B-lymphocyte-restricted differentiation anti- | panereas 0.3 0.0:05 0.2
gen, Bp3s)™ . The apparent affinity (Kp) of Ibritumornab | ggin3 03 0005 o1
Tiuxetan for the CD20 antigen rangés between approxi- | Stomach?® 0.3 0.0-05" 0.1
mately 14 to 18 nM. The CD20 antigen is expressed on Thymus® 0.3 0.0:05 L0l
pre-B and mature B lymphocytes and on > 90% of B-cell Thyroid® 0.3 0.0-0.5 0.1
non-Hodgkin’s lymphomas (NHL)" *. The CD20 antigen is Kidneysl 0.1 0.0-0.2 0.2
not shed from the cell surface and does not mternahze upon | Total Body® 05 0.2:0.7 0.1
antibody binding®®. N
Mechanism of Action: The complementanty-determmmg ! Organ region 'of interest
regions of Ibritumomab bind to the CD20 antigen on B lym- ‘Sderur region of interest!™®
phocytes Ibritumomab, like Rituximab, induces apoptosis, 2 Whole body region of interest
in CD20+ B-cell lines in vxtro”’" The chelate fiuxetan, which T i
tightly binds In-111 or Y90, is covalently linked t6 the
amino groups of exposed lysines and arginines contained Table 6.
within the antibody. The beta emission from Y-90 induces Summary of Efficacy Data '
cellular damage by the formation of free radlcals in'the tar- T RTINS
get and'neighboring cells!™. : Study 1 Study 2
Normal Human Tissue Cross -Reactivity: Ibritumomab A
Tiuxetan binding was observed in vitro on lymphoid cells of . 1herapZeF;x\$:LrI?gimen . ‘kherapzeEtx::L:eN imen’ R';‘w_(".?; b
the bone marrow, lymph node, thymus, red and white pulp h _ ; N%73 gimen T
of the spleen, and lymphoid follicles of the tonsil, as well as . ! - i .
Ilymphoid nodules of other organs such' as the large and Overall Response Rate (%) e —— 80 . 56
small intestines. Binding was not observed on the nonlym Complete Response Rate (%) el . 15 30 16
phoid tissues or gonadal tissues (see CLINICAL PHAR- | op rpoi 2 @) ’ : 0 4 . 4
MACOLOGY Radxaﬂon Dosnmetry) Median DR B o ) . o
Pharmacok Pharmacody , . (Months) 64 139 1.8
Pharmacokinetic and biodistribution studies were per- | [Range?] 052494 -, [1.0-30.1 [1.2-24.5]
formed using In-111 ZEVALIN (5 mCi [185 MBq] In-111, | Megdian TTP3S ) Lo . L o
1.6 mg Ibritumomab Tiuxetan). In an early study designed (Mdnths) 68 1.2, Y101
to assess the need for pre-administration of unlabeled anti- [Range 1 11.1:25.94 ; [0.7-26.1) |

body, only 18% of known sites of disease were imaged when
In-111 ZEVALIN was administered without unlabeled Ibri-
tumomab. When preceded by unlabeled Ibritumomab
(1.0 mg/kg or 2.5 mg/kg), In-111 ZEVALIN detected 56%.and
92% of known disease sites; respectively. These studies were
conducted with a Zevalin therapeutic regimen that included
unlabeled Ibritumomab.

In pharmacokinetic studies of patients receiving the
ZEVALIN therapeutic regimen, the mean effective: half-life
for Y-90 activity in blood was 30 hours, and the mean area
under the fraction of injected activity (FIA) vs. time curve'in
blood was 39 hours. Over 7 days, a median of 7.2% of the
injected activity was excreted in-urine.

In clinical studies, administration of the ZEVALIN thera-
peutlc regimen resulted in sustained depletion of circulating
B cells. At four weeks, the median number of circulating B
cells was-zero (range, 0-1084 cell/mm?). B-cell recovery. be-
gan at approximately 12 weeks following treatment, and the
median level of B cells Was within‘the normal range (32 to
341 cells/mm®) by 9 months after treatment. Median serum
levels of 1gG and IgA remaired within the normal range
throughout the period of B-cell depletion. Median IgM
serum levels dropped below normal (median 49 mg/dL,
range 13-3990'mg/dL) after treatment and lecovered to nor-,
mal'valués by 6 month post therapy

Radiation Dosimetry

Estimations of radiation- absorbed doses for * In-111
ZEVALIN and Y-90 ZEVALIN were. performed using se-
quential évg]ole body images and the MIRDOSE 3:software
program . The estimated radiation absorbed doses to-or-
gans-and marrow from a-course of the ZEVALIN therapeutic
regimen- are summarized in Table 5. Absorbed dose esti-
mates for the lower large intestine, upper large intestine,
and small intestine have been modified from the:standard
MIRDOSE 3 output-to account for the assumption that ac-
tivity is within the intestine wall rather than the intestine
contents.

(See table 5 above]

CLINICAL STUDIES

The safety and efficacy of the ZEVALIN therapeutic regi-
men were evaluated in.two multi-center trials enrolling a
total of 197 subjects. The ZEVALIN therapeutic regimen
was administered in two steps (see DOSAGE and ADMIN-
ISTRATION). The activity and toxicity of a variation of the
ZEVALIN therapeutic regimen employing a.reduced dose of
Y-90 ZEVALIN was further defined in a third study: enroll-

ing a tatal of 3 natiente whn had mild-thramhasvtanonia
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WRE: Intematmnal Workshop Tesponse cntena
%CRu: Unconfirmed completé response ’
®Estimated with observed rahge.” . weors

“Duration of response: interval:from the onset of response to diséase progression. : . ct

5

+” indicates ah.ongoing response.

5Time to Disease Progressmn interval from t.he first infusion to dxsease progression.

Study 1 was a smgle arm study of 54 patlents th}‘x relapsed

ment w1th Rituximab did not resu}tl a comp]ete of partial
response, or if time to dlsease progressxon (TTP) was < 6
months™. The primary efficacy éndpoint of the study was
the overall response tate (ORR) using ‘the’ Internatiorial
Workshop Response Cntena (TWRE12I, Secondary efficaty
endpoints included time fo diseasé progression (TTP} and
duration of response (DR). In a secondary analy51s compar-
ing objective response to the ZEVALIN therapeutxc regimen
with that observed with the most recent treatment with Rit-
uximab, the median duration of response following the-
ZEVALIN therapeutic regimen was 6 vs. 4 inofths. Table 6
summarizes efficaly data from this study. .

Study 2 was a randomized, controlled, multicenter stiidy
comparing the ZEVALIN fherapeut:c régimen'to treatment
with Rituximab. The trial was conducted in 143 patients
with relapsed or refractory low- grade or follicular non-
Hodgkin's lymphoma (NHL), or transformeéd B-cell NHL, A
total of 73 patients received. the, ZEVALIN therapeutic reg-
imen, and 70 patients received Rituximab given as an.IV
infusion at 875, mg/m® weekly times 4 doses. The primary
efficacy endpoint of the study wasto.determine the ORR wus-
ing'the IWRC"? (see Table 6). The ORR was significantly
higher (80% vs. 56%,p.= 0.002)™% for patients treated with
the: ZEVALIN therapeutic regimen. The ‘secondary. end-
poinits, duration of résponse and time to progression, were
not significantly different- hetween the two treatment arms.
{See table 6-above]

Study 3 was a single arm study of 30 patients with relapsed
or ‘refractory low-grade, follicular, or transformed B-cell
NHL who had mild thfombocytopenia (platelet count
100,000 to 149,000 ceﬁs/mms) Excluded from the study
were patlents with = 25%. lymphoma marrow involvement
and/or impaired bone marrow reserve, Patients were con;,
sidered to have impaired bone marrow reserve.if they had

anv af tha fallawing: nriar muslaablative tharany urith etam
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tive marrow; a platelet count <100,000 cellsmm?; or neu»
trophﬂ count < 1,500 cells/mm?®. In this study, a modlﬁca-
tion of the ZEVALIN therapeutic regimen with a lower spe-
cific activity ¥-90 ZEVALIN dosé’ {(Y-90 ZEVALIN at 0.3
mCi/kg (11.1') MBu/kg)] was used. Objective, durable dlinical
responises weré observed [67% ORR (95% CI: 48-85%)™4,
11.8 mionths median DR (range: 4-17 months)] and resulted
in a greater incidence of hematologic toxicity (see AD-
VERSE REACTIONS) than in Studies'1 and 2.

INDICATIONS AND. USAGE

ZEVALIN, as part of the ZEVALIN therapeutic regimen (see
DOSAGE AND ADMINISTRATION), is indicated for the
treatment of patients with relapsed or refractory low-grade,
follicular, or transformed B-cell non-Hodgkin's lymphoma,
including patients with Rituximab refractory follicular non-
Hodgkin’s lymphoma. Determination of the effectiveness of
the ZEVALIN therapsutm regimen in a‘relapsed or refrac-
tory patient population'is based on overall response rates
(see CLINICAL STUDIES). The effects of the ZEVALIN
therapeutic regimen-on survival are not known.

CONTRAINDICATIONS

The ZEVALIN therapeutic regimen is contraindicated in pa-
tients. with known Type 1 hypersensitivity or anaphylactic
reactions to murine proteins or to any component of this
product, including Rituximab, yttrium chloride, and indium
chloride.

WARNINGS (SEE BOXED WARNING)

Altered Biodistribution:  Y-90 ZEVALIN should not be ad-
ministered to patients with altered biodistribution of In-111
ZEVALIN. The expected biodistribution of In-111 ZEVALIN
includes easily detectable uptake in the blood pool areas on
the first day'iimage, with less activity in the blood pool dreas
on the second or third day image; moderately high to high
uptake in normal liver and spleen during the first day and
the second or third day image; and moderately low or very
low uptake in normal kidneys, urinary bladder, and normal
bowel on'the first day image ‘and the second or third day
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image. Altered biodistribution of In-111 ZEVALIN can be
characterized by diffuse uptake in normal lung more in-
tense than the cardiac blood pool on the first day image or
more intense than the liver on the second or third day im-
age; kidneys with greater intensity than the liver on the
posterior view of the second or third day image; or intense
areas of uptake throughout the normal bowel comparable to
uptake by the liver on the second or third day images.
Severe Infusion Reactions (See PRECAUTIONS, Hyper-
sensitivity):

The ZEVALIN therapeutic regimen may cause severe, and
potentially fatal, infusion reactions. These severe reactions
typically occur during the first Rituximab infusion with
time to onset of 30 to 120 minutes. Signs and symptoms of
severe infusion reaction may include hypotenision, angio-
edema, hypoxia, or bronchospasm, and may require inter-
ruption of Rituximab, In-111 ZEVALIN, or ¥-90 ZEVALIN
administration. The most severe manifestations and seque-
lae may include pulmonary infiltrates, acute resplratory
distress syndrome, myocardial infarction, ventricular fibril-
lation, and cardiogenic shock. Because the ZEVALIN thera-
peutic regimen includes the use of Rituximab, see also pre-
scribing information for RITUXAN (Rituximab).

Cytopenias (See ADVERSE REACTIONS, Hematologic
Events}: -

The most.common severe adverse events reported with the
ZEVALIN therapeutic regimen were thrombocytopenia
(61% of patients with-platelet counts <50,000 cells/mm®)
and neutropenia (57% of patients with absolute neutrophil
count (ANC) <1,000 cells/mm®) in patients with =150,000

platelets/mm? prior to treatment. Both incidences of severe -|-

thrombocytopenia.and neutropenia.increase to. 78% and
74% for patients with mild thrombocytopenia at baseline
(platelet count of 100,000 to 149,000 cells/mm®). For all pa-’
tiénts, the median time to nadir was 7:9 weeks and the me-
dian duration of cytupenias was 22-35 days. In <5% of
cases, patlents experienced severe cytopenia that extended
beyond the prospectively defined protocol treatment period
of 12 weeks following administration of the ZEVALIN ther-
apeutic regimen. Some of these patients eventually recov-
ered from cytopenia, while others experienced progressive
disease, received further anti-cancer therapy, or died of
their lymphoma without having recovered from cytopenia.
The cytopenias may have infl d subsequent treatment
decisions.

Hemorrhage, including fatal cerebral hemorrhage, and se-
vere infections have occurred in a minority of patients in
clinical studies. Careful monitoringfor and management of
cytopenias and their complications (e.g.; febrile neutrope-
nia, hemorrhage) for up to 3 months after usé of the
ZEVALIN therapeutic regimen are necessary. Caution
should be exercised in treating patients with drugs that in-

terfere with platelet function or coagulation following the .

ZEVALIN therapeutic regimen and patients receiving such
agents should be closely monitored.

The ZEVALIN therapeutic regimen should not be adminis- -

tered to patients with = 25% lymphoma marrow involve-
ment and/or impaired bone marrow reserve, e.g., prior my-
eloablative therapies; platelet count < 100,000 cells/mm?;
neutrophil count < 1,500 cells/mom®; s hypoeellular bone mar-
row (= 15% cellularity ormarked reduction in bone marrow
precursors); or to patients with a history of failed stem cell
collection. S
Secondary Malignancies: Out of 349 patients treated with
the ZEVALIN therapeutic regimen, three cases of acute my-
elogenous leukemia and two cases of myelodysplastic syn-
drome have been reported following the ZEVALIN thera-
peutic regimen (see ADVERSE REACTIONS).

Pregnancy Category D: Y-90 ZEVALIN can cause fetal
harm when administered to a pregnant woman. There are
no adequate and well-controlled studies in' pregnant
women. If this drug is used during pregnancy, or if the pa-
tient becomes pregnant while receiving this drug, the pa-
tient should be apprised of the potential hazard to the fetus.
‘Women of childbearing potential should be advised to avoid
becoming pregnant.

Creutzfeldt-Jakob disease (CJD):  This product contains
albumin, a derivative of human blood. Based on effective
donor screening and product manufacturing processes, it
carries an extremely remote risk for transmission of viral
diseases. A theoretical risk for transmission of Creutzfeldt-
Jakob disease (CJD) also is considered extremely remote.
No cases of transmission of viral diseases or CJD-have ever
been identified for albumin.

PRECAUTIONS

The ZEVALIN therapeutic regimen is intended as a single
course treatment. The safety and toxicity profile from mul-
tiple courses of the ZEVALIN therapeutic regimen or of
other forms of therapeutic irradiation preceding, following,
or in combination with the ZEVALIN therapeutic regimen
have not been established.
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to minimize radiation exposure to patients and to medical
personnél, consistent with institutional good radiation
safety practices and patiént management procedures.
Hypersensitivity: Anaphylactic and other hypersensitivity
reactions have been reported following the intravenous ad-
ministration of proteins to patients. Medications for the
treatment of hypersensitivity reactions, e.g., epinephrine;
antihistamines and corticosteroids, should be available for
immediate use in the event of an allergic reaction during
admiinistration of ZEVALIN. Patients who have received
murine proteins should be screened for human anti-mouse
antibodies (HAMA). Patients with evidence of HAMA have
not been studied and may be at increased risk of allergic or
serious hypersensitivity reactions during ZEVALIN thera-
peutic regimen administrations.

Immunization: The safety of immunization with live viral
vatcines following the ZEVALIN therapeutic regimen has
not been studied. Also, the ability of patients who received
the ZEVALIN therapeutic regimen to generate a primary or
anamnestic humoral response to any vaccine has not been
studied.

Laboratory Monitoring: Complete blood counts (CBC) and
platelet counts should be obtained weekly following the
ZEVALIN therapeutic regimen and should continue until
levels recover, CBC and platelet counts should be monitored
more frequently in patients who develop severe cytopema
or as clinically indicated.

Drug Interactions: No formal drug interaction studies
have been performed with ZEVALIN. Due to the frequent
occurrence of severe and prolonged thrombocytopenia, the

" potential benefits of medications which inteifére with plate-

let function and/or anticoagulation should be weighed
against the potential increased risks of bleeding and hem-
orrhage. Patients receiving medications that interfere with
platelet function or coagulation-should have more frequent

" laboratory _monitoring for thrombocytopenia. In addition,

the transfusion practices for such patients may need to be
modified given the increased risk of bleeding.
Carcinogenesis, Mutagenesis, Impairment of Fertility: No
long-term animal studies have been performed to establish
the carcinogenic or mutagenic potential of the ZEVALIN
therapeutic regimen, or to determine its effects on fertility
in males or females. However, radiation is.a potential car-
cinogen and mutagen. The ZEVALIN therapeutic Tegimen
results in a significant radiation dose to-the testes. The ra-
diation dose to the ovaries has not been established. There
have been no studies to evaluate whether the ZEVALIN
therapeutic regimen causes hypogonadism, premature
menopause, azoospermia and/or mutagenic alterations' to
germ cells. There is a potential risk that the ZEVALIN ther-
apeutic regimen could cause toxic effects on the male and
female gonads. Effective contraceptive methods should be
used during. treatment and for. up'to 12 months following
the ZEVALIN therapeutic regimen.

Pregnancy Category D: SEE WARNINGS. -

Nursing Mothers: It is not known whether ZEVALIN is ex-
creted in human milk. Because human IgG is excreted in
human milk and the potential for ZEVALIN exposure in the
infant is unknown, women should be advised fo discontinue
nursing and. formula feedmg should be¢ substituted for
breast feedings (see CLINICAL PHARMACOLOGY)
Geriatric Use:  Of 849 patients treated with the ZEVALIN
therapeutlc regimen in clinical studies, 38% (132 patienits)
were age 65 years a_nd over, while 12% (41 patients) were
age 75 years and, over. No overall differences in safety or
effectiveness were observed between these subjects and
younger subjects, but greater sensmvlty of some older indi-
viduals cannot be ruled out.’ .

Pediatric Use: The safety and effectiveness of the
ZEVALIN therapeutic regimen in children have not been
established.

ADVERSE REACTIONS

Safety data, except where indicated, are based upon 349 pa-
tients treated in 5 clinical studies with the ZEVALIN ther-
apeutic regimen (see DOSAGE AND ADMINISTRA:
TION). Because ‘the ZEVALIN therapeutic regimen
includes the use of Rituximab, also see prescribing informa-
tion for RITUXAN (Rituximab). :
The most serious adverse reactions caused by the ZEVALIN
therapeutic regimen in¢lude infections (predominantly bac-
terial in origin), allergic reactions (bronchospasm and an-
gioedema), and hemorrhage while thrombocytopenic (re-
sulting in deaths). In addition, patients who have received
the ZEVALIN therapeutic regimen have developéd myeloid
malignancies and- dysplasias. Fatal infusion reactions have
occurred following the infusion of Rituximab. Please refer to
the BOXED WARNINGS and WARNINGS sections for de-
tailed descriptions of these reactions.

The most common toxicities reported were neutropenia,
thrombocytopenia, anemia, gastrointestinal symptoms
(nausea, vomiting, abdominal pain, and diarrhea), in-
creased cough, dyspnea, dizziness, arthralgia, anorexia,
anxiety, and ecchymosis. Hematologic toxicity was often se-
vere and prolonged, whereas most non-hematologic toxicity
was mild in severity. Table 7 lists adverse events that
occurred in = 5% of patients. A more detailed descrintion of

Table'7.
Incidence of Adverse Events in = 5% of Patients
Receiving the ZEVALIN Therapetitic Regimen'

{N = 349)
All Grades Grade 3/4
% %
Any Adverse Event 99 89
Body as'a Whole 80 12
Asthenia 43 3
Infection 29 5
Chills 24 <1
Fever 17 1
Abdominal Pain 16 3
Pain 13 1
Headache 12 1
Throat Irritation 10 0
Back Pain 8 1
Flushing 6 0
Cardiovascular 17 3
System
Hypotension 6 1
Digestive System . 48 3
Nausea <381 1
Vomiting .12 0
Diarrhea 9 <1
Anorexia 8 0
Abdominal 5 0
enlargement .
Constipation 5 0
Hemig and Lymphatic 98 86
System
Thrombocytopenia 95 63
Neutropenia L 60
Anemia 61 17
Ecchymosis 7 . <1
Metabolic and 23 3
Nutritional
Dlsorders
Peripheral Edema 8 1
Ang-xoedema 5 <1
Musctloskeletal S 18 1
System ”
Arthraigia . 7 1
Myalgia 7 <1
Nervous System 27 2
Dizziness 10 <1
Insomnia 5 0
Respiratory System 36 3
Dyspnea * 14 2
Inicreased Cough T 10 0
Rhinitis 6 0
Bronchospasm 5 0
Skin and 28 1
Appendages
Pruritus 9 <1
Rash 8 <1
Special Senses 7 ‘ <1
Urogenital System 6 <1

¥ Adverse events were followed for.a period of 12 weeks fol-
lowing the first Rituximab infusion of the ZEVALIN ther-
apeutic regimen

Note: All adverse events are included, regardless of rela-

tionship.

The following adverse events (except. for those noted in
Table 7) occurred in between 1 and 4% of patients during
the treatment period: urticaria (4%), anxiety (4%), dyspep-
sia (4%), sweats (4%), petechia (3%), epistaxis (3%), allergic
reaction (2%), and melena (2%).

Severe'or life-threatening adverse events occurring in 1-5%
of patients (except for those noted in Table 7) consisted of
pancytopenia (2%); allergic reaction (1%); gastrointestinal
hemorrhage (1%), melena (1%), tumor pain (1%), and apnea
(1%). The following severe or life threatening events
occurred in <1% of patients: angioedema, tachy¢ardia; urti-
caria, arthritis; lung edema, pulmonary embolus, encepha-
lopathy, hematemesis, subdural hematoma, and vaginal
hemorrhage :

ic Events: Hematologic toxicity was the most
frequently observed adverse event in clinical trials. Table 8
presents the incidence and duration of severe hematologic
toxicity for patients with normal baseliné platelet count
(= 150,000 cellé/mm®) treated with the ZEVALIN therapeu-
tic regimen and patients with mild thrombocytopenia
(platelet count 100,000 to 149,000 cells/mm®) at baseline
who were treated with a modified ZEVALIN therapeutic

regimen that included 2 lower Y-90 ZEVALIN dose at
02 mOiflzo (11 1 MRalbo)

Hern
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mation on growth factor use and -platelet transfusions is Table 8.
based on 211 patients for. whom: data: were collected. Severe Hematologic Toxicity
Filgrastim was given to 13% of patlents and-erythropoietin
to 8%. Platelet transfusions were given to. 22% of patients ZEVALIN Modified ZEVALIN

and red blood.cell transfusmns to 20%. .
Infectious Events: During the first 3 months after initiat-
ing the ZEVALIN therapeutic regimen, 29% of pat)ents de-

. . - therapeutic regimen
., using 0.4 mCi/kg Y-90 Dose

therapeutic regimen
using 0.3.mCi/kg-Y-30 dose

veloped infections. Three percent of patlents developed se-
rious infections compnsmg urinary tract infection, febrile
neutropenia, sepsis, ‘pneumonia, cellulitis, colitis, dlan'hea
osteomyelitis, and upper respiratory tract mfect:on Life
threatening infections were reported for 2% of patients that
included sepsis, émpyema; pheuronia, febrile neutropenia,
fever; and biliary stent-associated cholangitis. During-fol-
low-up from 3 months to'4 years after théistart.of tréatment
with ZEVALIN, :6% of patients developed infections. Two
percent of patients had serious infections ¢omprising uri-
nary tract infection, bacterial or viral pneumonia, febrile
neutropenia, perihilar;infiltrate, pericarditis, and intrave-
nous drug-associated viral hepatitis. One percent of pa-
tlents had life threatemng mfectxons that included bacterial
preumonia, respiratory disease, and sepsis. .
Secondary Malignancies: A total of 2% of patients devel-
oped secondary malignancies followmg the ZEVALIN ther-
apeutic regimen. One patient déveloped a Grade 1 meningi-
oma, three developed acute myelogerious Jeukemia, and two
developed a myelodysplastic'syndrome. The onset of a sec:
ond cancer was 8-34 months following the ZEVALIN thera-
peutu: regimen and 4'to 14 years following the patients’ di-
agnosis of NHL.
Immunogenicity: Of 211 patients ‘who! received the’
ZEVALIN therapeutic regimen in clinical trials and who
were followed for 90 days, there were eight (3.8%) patients
with evidence of human anti-mouse antibody (HAMA) (n=5)
or human anti-chimeric antibody (HACA):(n=4) at any time
during the course of the study. Two patients had low titers of
HAMA prior to initiation of the ZEVALIN therapeutic regi-
men; one remained posltlve without an increase in titer
whﬂe the other had a negative titer post- treatment Three
patients had evidence of HACA responses prior to initiation
of the ZEVALIN therapeutic regimen; one had a marked in-
crease in HACA titer while the other two had negative titers
post-treatment. Of the th;ee patients who had negative
HAMA or HACA titers prior to theé ZEVALIN therapeutic
regimen, two developed HAMA in absence of HACA titers,
and:one had both HAMA and HACA positive titers post-
treatment. Evidence of imimunogenicity may be masked in
patients who are lymphopenic. There has not been adequate
evaluation of HAMA and HACA at delayed timepoints, con-
current ‘with the recovery from lymphopema at 6-12
moiths, to establish whether mask.mg of the immunogenic-
ity at early timepoints occurs. The data refléct the percent-
age of patients whose test Tesults weére consideréd positive
for aitibodies ‘to Tbritumomab or Rituximab ‘using kinetic
enzymé immunoassays to Ibritamomab and Rituximab. The
observed incidence ‘of antibody positivity in an assay is
highly dependent on the sensitivity and specificity of the as-
say and' may be influenced by several factors including sam-
ple handling and concomitant medications. Comparisons of
the incidence of HAMA/HACA to the ZEVALIN therapeutic
gimen with the incid of antibodies to other products
may be misleading. A

OVERDOSAGE

Doses as high as 0.52 mCl/kg (192 MBq/kg) of Y90
ZEVALIN were adrinistered in ZEVALIN therapeutic reg-
imen clinical trials and severe hematological toxicities were
observed, No fatalities or second organ injury resulting from
overdosage administrations were documented. However,
single doses up to 50 mCi (1850 MBq) of Y-90 ZEVALIN, and
multiple doses of 20 mCi (740 MBq) followed by 40 mCi
(1480 MBq) of Y-90 ZEVALIN were studied in a limited
number of subjects. In these trials, some patients required
autologous stem cell support to manage hematological tox-
icity.

DOSAGE AND ADMINISTRATION

The ZEVALIN therapeutic regimen is administered in two
steps: Step 1 includes a single infusion of 250 mg/m? Ritux-
imab (not included in the ZEVALIN kits) preceding a fixed
dose’ of 5.0 mCi (1.6 mg total antibody ddse) of In-111
ZEVALIN administered as a 10 minute IV push. Step 2 fol-
lows step 1by seven to nine‘day$ and consists of a second
infusion of 250 mg/m?® of thuxxmab prior to 0.4 mCikg of
Y-90 ZEVALIN adm;mstered as 210 minute IV push.
Rituximab Administration: ' NOTE THAT THE DOSE OF RIT-
UXIMAB IS" LOWER WHEN USED AS PART OF THE
ZEVALIN THERAPEUTIC REGIMEN, AS COMPARED TO THE
DOSE OF RITUXIMAB WHEN USED AS A SINGLE AGENT.
DO NOT ADMINISTER RITUXIMAB, AS AN’ INTRAVENQUS
PUSH OR BOLUS: Hypersensmvxty redétions’ may occur
(see WARNINGS). Premedxcatmn consxstmg of acétamino-
phen and dlphenhydramme should be considered before
each infusion of Rituximab.

ZEVALIN Therapeutic Regimen Dose Modification in Pa-
tients with Mild Thrombocytopenia: Thé Y-90 ZEVALIN
dose should be reduced to 0.3 mCi/kg (11.1 MBq/kg) for pa-
tients with a baseline platelet count between 100,000 and
149,000 cells/mm?,

Two separate and distinctly- labeled kits are ordered.fof the
preparation of a single dose each of In-111. ZEVALIN and
Y-90 ZEVALIN. In-111-ZEVALIN and Y-90 ZEVALIN are ra-
diopharmaceuticals and should be used.onlv hv nhvsicians

IPR2018-01710

“ .-, (14.8 MBg/kg) (11,1 MBg/kg)
ANC oo ’
Median nadir (celis/mm®) 800 600
Per Patient Incidence
ANC <1000 cells/mm® 57% 4%
Per Patient Incidence
ANG <500 cells/mm? 30% 35%
Median Duration (Days)* 99 %
ANC <1000 cells/mm® ‘ ’ ) } N
Platelets )
Median nadir (cells/mm®). .. 41,000 24,000
Per Patient Incidence .. : : :
Platelets <50,000 cells/inm® b1% 8%
Per Patient Incidence ; ’ 3
Platelets <10,000 cells/mm® 10% . 14%
Median Duration (Day)* 94 3

Platélets <50,000 cel}s/mm

"Medlan duratmn of neutropenia for pahem‘,s {with ANC <1000 cells/mm {Date from.last laborabory value showmg ANC
21000 cells/mm® to date of first laboratory value followmg nadir showmgAI\C 21000 cells/mm®, censored at initiation of

next treatment or death)

*Median duration of thrombocytopema for patiénts vnth platelets <50,000 cells/mm® (Date from last laboratory value show-
ing plate]et count 250,000 cells/mm?® to date of first laboratory value followmg nadir showmg platelet count 250,000
cells/mm®, censored at initiation of next treatment or death) ;

enced in the safe use and handling of radlonuchdes. Chang-
ing the ratio of any of the reactants in-the radiolabeling
process may adversely impact therapeutic resuits, In-111
ZEVALIN and Y-90 ZEVALIN should not be used in the ab-
sence of the Rituximab pre-dose.

Overview of Dosing Schedule:

f n Dk )
{ IV infusion of 250 g of Ri | X

i Within A hours’

§ 1V injection,of In-111 ZEVALIN over 10 minules |

N

|
i 4

{ Assess Blodistribution
| 1 image 2 to 24 hours sfter in-114-ZEVALIN -
2% image 48 to 72 hours aher In-111 ZEVALIN
GPTIONAL: ¥ image $01o 12006urs herint11t ZEVALI

1

‘Biodistrity
<A<my o
Day7 - 3 B
W nfasion f 260 mo!A of Riuximaty

Vitbin 4 hours

. L IR "

IV injection ofY-80 ZEVALIN over 10 mihutes as fokows:

0.6.mCik (14.8 MBa'kg) for palients with normat plateiet o

| 0.3 mCifkg (1.1 MBalkg) for patiznts with platelet coint of 50060 15000l

“THE MAXIMUM ALLOWABLE
* DOSE OF Y-90 ZEVALIN IS
32.0 mCi (1184 MBa)

*| 60 Kot TRent PaTIENTS wiTH
©<100,000 PLATELEYS/mmy

© “See IMAGE ACOUISITION AND INTERPRETATION

ZEVALIN Th i Regimen'"
Step 1: :

First Rituximab Infusion: Rituximab at a dose of 250 mg/m?
should be administered intravenously ‘at an initial rate of
50 mg/r. Rituximab should not be mixed or diluted with
otheér drugs. If hypersensitivity or infusion-related events
do not occur, escalate the infusion rate in 50 mg/hr incre-
ments every 30 minutes, to @ maximum of 400 mg/hr. If hy-
persénsitivity or an infusion;related event-devélops, the in-
fusion should be temporarily slowed or interrupted (see
WARNINGS). The infusion can continue at one-half the
previous rate upon improvement of patient symptoms.
In:111 ZEVALIN Injection: Within 4 hours following com-
pletion of the Rituximab: dose, 5.0 mCi (1:6 mg total anti-
body dose) of In-111.ZEVALIN is injected intravenously
(LV.) over a period of 10 minutes. A 0.22 micrometer low-
protein-binding filter should be in-line between the syringe
and the infusion port prior to injection of In-111 ZEVALIN.
After injection, the line should be flushed w;th at least
10 mL of normal saline. - .. ,
Step 2:

Step 2 of the ZEVALIN. therapeutxc reg'xmen s, initiated
seven to nine days follo\mng Step-1 administrations..
Second Rituximab Infusions. Rituximab -at a dose of
250 mg/m® is administered 1V. at.an initial rate of
100 mg/hr (50 :mg/hr if infusion related events were docu-
mented during the.first Rituximab administration) and in-
creased:by 100 mg/hr increments at 30 minute. mtervals to
a maximum of 400 mg/hr, as tolerated:

Y-90 ZEVALIN Injection;-

Within 4 hours following completion of the Rituximab dose,
Y-90 ZEVALIN at a dose of 0.4 mCi/kg (14.8 MBg/kg) actual
body WEJghC for. patients with.a platelet. count =150,000
cells/mm® and 0.8 mCi/ko (11 1 MRa/ko) setnal hady ummkf

ation

mm’ is injected intravenously (I.V.) over a period of 10 min-
utes. A 0.22 micrometer low-protein-binding filter should be
in-line between the syringe and the infusion port prior to
injection of In-111 ZEVALIN, After injection, the line should
be-flushed with at least 10 mL of normal saline. Precautions
should be taken to avoid extravasation. A free flowing LV.
lme should be established prior to ¥-90 ZEVALIN injection.
Close monitoring for evidence of extravasatlon during the
injection of ¥:90 ZEVALIN is required. If any signs or symp-
toms of extravasation have occurred, the mfusxon ‘should be
immediately terminated and restarted in another vein. The
prescribed, measured, and administered dose of Y-90
ZEVALIN. must not exceed the absolute maximum allow
able dose of 32.0 mCi (1184 MBg), regardless of the pa-
tient’s body welght Do not. gwe Y-90 ZEVALIN to patients
with a platelet count <100,000/mm® {see WARNINGS).
DIRECTIONS FOR PREPARATION OF RADIOLABELED
ZEVALIN )

A, PREPARATION OF THE lN-'H‘I ZEVAUN DOSE
GENERAL: .

Read all directions. thoro‘ughly and. assemble all.materials
before starting the radiolabeli dure. imp L Sig-
nificant -differences exist.in the prepara‘hon of the In-111
ZEVALIN dose and the Y-90 ZEVALIN dose,

The patient dose should be measured by.a suitable radio-
activity calibration -system -immediately prior to-adminis-
tration. The dose calibrator. must be .operated in, accor-
dance with the manufacturer’s specifications and quality
control for the measurement of In-111, .

Proper aseptlc technique and precautions for handlmg radi-
oactive materials should be employed. Waterproof’ gloves
should be utilized in the preparation and during the deter-
mination of radiochemical purity of In-111 ZEVALIN. Ap-
propriate shielding should be used during radiolabeling,
and use of a syringe shield is. recommended during ‘admin-
istration to the patient. The radiolabeling of ZEVALIN shall
be done according to.the following directions.

Required materials not supplied in-the kit:

A Indium-111 Chloride Sterile Solution {In-111 Chlo-
ride) from Amersham Health, Inc. or Mallinckrodt,
Inc.

Three sterile 1 mL syringes

One sterile 3 mL syringe

Two sterile 10 mL syringes with 18-20 G needles
Instant thin-layer chromatographic silica gel strips
0.9% sodium chloride aqueous- solution for the chro-
matography solvent

Developing .chamber for chromatog-raphy

:Suitable radioactivity counting apparatus

Filter, 0.22 micrometer; low-protein-binding (see
DOSAGE AND ADMINISTRATION,. Zevalin Thera-
peutic Regimen Administration)

J. Vial and syringe shield
Method:..

1. Sterile, pyrogen free 111 chl\)rxde must be used for
the preparation of In-111 ZEVALIN. The use of high
purity In-111 chloride- manufactured by Amersham
Health, Inc. or Mallinckrodt, Tne, is requlred

9. Before radmlabelmg, allow contents of ‘the refnger-
.ated carton to reach room temperature. Note: The
ZEVALIN vial contains a protein solution that may
develop transiuoent particulatés, These particulates
will be removed by filtration prior to administration.

3. Clean the rubber stoppers of all of the vials in the kit
and ‘the In-111 chloride vial thh a suitable alcohol

_swab and allow to air dry. :
4. P]ace the empty-Reaction Vial in a smtab e dlspens-

wwpo@

~Emo

ting sh;eld (pre-warmed to.room.temperature). To
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avoid the buildup of ‘excessive pressure during the
procedure use 2’10 mL syringe to w1thdraw 10 L of
air from the Reaction Vial.

5. Prior to initiating the radiolabeling reaction, deter-
mine the amount of each component needed accord-
ing to the directions below:

a. Calculate the volume of In-111 chloride that is :

equivalent to 5.5 mCi based on the activity concen-
tration of the In-111 chloride stock.

b. The volume of 50 mM sodium acetate solution
needed is 1.2 times the volume of In-111 chloride
solution determined in step 5.a., above. (The 50
mM sodium acetate is used to adjust the pH for the
radiolabeling reaction.)

. Calculate the volume of Formulation Buffer.
needed to bring the Reaction Vial contents to a fi-
nal volume of 10 mL. This is the volume of Formu-
lation Buffer needed to protect the labeled product
from radiolysis and to terminate the labeling reac-
tion. For example, if volumes of 0.5 mL of In-111
chloride, 0.6 mL of sodium acetate and 1.0 mL of
ZEVALIN were used, then the amount of formula-
tion buffer would be 10 - (0.5 + 0.6 + 1.0) = 7.9 mL.

6. With a sterile 1 mL syringe, transfer the calculated

volume of 50 mM of sodium acetate to the empty Re-
action Vial. Coat the entire inner surface of the Re-
action Vial by gentle inversion or rolling.

7. Transfer 5.5 mCi of In-111 chioride to the Reaction

o

Vial with a sterile 1 mL syringe. Mix the two solu- |

tions and coat the entire inner surface of the Reaction
Vial by gentle inversion or rolling.

8: With a sterile 3 mL syringe, transfer 1.0 mL of
ZEVALIN (Ibritumomab Tiuxetan) to the Reaction
Vial. Coat the entire surface of the Reaction Vial by
gentle inversion or rolling. Do not shake or agitate
the vial contents, since this will cause foaming and
denaturation of the protein.

9. Allow the labeling reaction to proceed at room tem-
perature for 30 minutes. Allowirig the labeling reac-
tion to proceed for a longer or shorter time may result
in inadequate labeling. )

. iImmediately after the 30-minute incubation period,
using a sterile 10 mL syringe with a large bore needle
(18°G - 20 G), transfer the calculated volumé of For-
mulation Buffer from step 5.c. to the Reaction Vial.
Gently add the Formulation Buffer down the side of
the Reaction Vial. If necessary, to normalize air pres-
sure, withdraw an equal volume of air. Coat the én-
tire inner surface of the Reaction Vial by gentle in-
version or-rolling. Do not shake or ag'ltate the vial

“contents. Avoid foaming.

11. Using the supplied labels, record the patient identi-
fication, the date and time of preparation, the total
activity and volume, and the date axd time of expira-
tion, and affix these labels to the reaction vial and
shielded reaction vial container.

. Caleulate the volume required for an In-111
ZEVALIN dose of 5 mCi.'Withdraw the required vol-
ume from the Redction Vial contents into a sterile
10 mL syringe with a large bore needle (18-G - 20 G).
Assay the syringe and contents in a dose calibrator.
The syringe should contain the dose of In-111
ZEVALIN to be administered to the patient. Using
the supplied labels, record the patient identification,
the date and time of preparation, the total ‘activity
and volumie added, and the date and time of expira-
tion, and affix these labels to the syringe and shielded
unit dose container.

13. Determine Radiochemical purity. See Section C: Pro-
cedure for Determining Radiochemical Purity Section
that follows DIRECTIONS FOR PREPARATION OF
THE Y-90 ZEVALIN DOSE.

. Indium-111 ZEVALIN- should-be stored at 2 - 8°C
{36~ 46°F) until use and administered. within 12
hours of radiolabeling.

. See DOSAGE AND ADMINISTRAT[ON ZEVALIN
Therapeutic Regimen Administration: Step 1

. Discard vials, needles-and syringes in accordance
with local, state, and federal regulations govermng
radioactive and biochazardous waste:

B. PREPARATION OF THE Y-90 ZEVALIN DOSE

GENERAL:

Read all directions thoroughly and assemble ali materials

before starting the radiolabeling procedure. Important, sig-

nificant differences exist in-the preparation of the In-111

ZEVALIN dose and'the Y-90 ZEVALIN dose.

The patient dose should be measured by a suitable radio-

activity calit system in ly prior to admini

tration. The dose calibrator must be operated in accor-
dance with the manufacturer’s specifications and quality

control for the measurement of ¥-90. l

Proper aseptic technique and precautions for handling radi-

oactive materials should be employed. Waterproof gloves

should be utifized in the preparation and during the deter-
mination of radiochemical purity of ¥-90 ZEVALIN. Appro-
priate shxeldmg should be used during radiolabeling, and

use of a syringe shield is recommended during administra-
#inn #a tha notiant Tha radialehaling af TRVAT TN choll hn
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Required materials not supplied in the kit:

Yttrium-90 Chloride Sterile Solution from MDS Nor-

dioni (shipped directly from MDS Nordion upon place-

ment of an order for the Y-90 ZEVALIN kit)

“Three sterile 1 mL syringes
Oneé'sterile 3 mL syringe
Two sterile 10 mL syringes with 18-20 G needles
Instant thin-layer chroméatographic silica gel strips
(ITLC-SG)

0.9% sodium chloride aquecus solution for the chro-

matography solvent

Suitable radioactivity counting apparatus |
Developing chamber for chromatography
PFilter, 0.22 micrometer, low-protein-binding (see
DOSAGE AND ADMINISTRATION, Zevalin Thera-
peutic Regmen Admmlstratlon) )

J. Vial and syringe shield

Method: B

1. Sterile, pyrogen-free Y-90 chloride must be used for
the preparation of Y-90 ZEVALIN. The use of high
purlty Y-90 chloride mantufactured by MDS Nordxon
is required.

2. Before radiolabeling, allow the contents of the reﬁ'lg‘
erated carton to reach room temperature. Note: The
ZEVALIN vial contains a protein solution that may
develop translucent particulates. These particulates
will.be removed by filtration prior.to administration.

3. Clean the rubber stoppers of all of the vials in the kit
and the Y-90 chloride vial with- a suitable. alcohol
swab and allow to air dry.

4. Place the empty Reaction Vialin a smtable dispens-
ing shield (pre‘warmed to room femperature). To

+-avoid the buildup of excessive pressure diiring the
procedure use a 10 mL syringe to withdraw 10 mL of
air from the Reaction Vial.

5. Prior to-initiating the radiolabeling reactxon deter-
mine the amount of each component needed ‘accord-
ing to the directions below:

a. Calculate the volume of ¥-90 chloride that is equiv-
alent to 40 mCi based on the activity concentration
of the Y-90 chloride stock.

b. The volume of 50 mM sodium acetate solution
needed is 1.2 times the volume of Y-90 chioride so-
lution determined in step 5.a., above. (The 50 mM
sodium acetate is used to adjust the pH for the ra-
diolabeling reaction.)

. Calculate the volume of Formulation Buffer
needed to bring the Reaction Vial contents to a fi-
nal volume of 10 mL. This is the volume of Formu-
lation Buffer needed to protect the labeled product
from.radiolysis and to terminate the labeling reac-
tion. For example if the volumes were 0.5 mL of
Y-90 chloride, 0.6 mL-of sodium acetate and 1.3 mL
of ZEVALIN, then the amount of formulation
buffer would be 10 - (0.5 + 0.6 + 1.3) = 7.6 mL.

6. With a sterile 1 mL syringe, transfer the calculated
volume of 50 mM sodium acetate to the empty Reac-
tion Vial. Coat the entire inner surface of the Reac-
tion Vial by gentle inversion or rolling.

7. Transfer 40 mCi of Y-90 chloride to the Reaction Vial
with a sterile 1 mL syringe. Mix the two solutions
and coat the éntire inner surface of the Reaction Vial
by gentle inversion or rolling.

8. With a sterile 3 mL syringe, transfer 1.3 mL of
ZEVALIN (Ibritumomab Tiuxetan) to the Reaction
Vial. Coat the entire surface.of the Reaction Vial by
gentle inversion or rolling. Do not shake or agitate
the vial contents, since this will cause foaming and
denaturation of the protein, . s

9. Allow the labeling reaction to proceed at room tem-
perature-for 5 minutes. Allowing the labeling reac-
tion to proceed for a longer or shorter time may result
in inadequate labeling.-

. Immediately after-the ‘5-minute incubation period,
using a sterile 10 mL syringe with a large bore needle
(18 G- 20 (), transfer the calculated volume of For-
mulation Buffer from step 5.c. to the Reaction. Vial,
terminating incubation. Gently add the Formulation
Buffer down. the side of the Reaction Vial. If neces”
sary.to normalize air pressure, withdraw an-equal
volumie of air. Coat the entire inner surface of the Re-
. action Vial by gentle inversion .or rolling. Do not

shake or agitate the vial contents. Avoid foaming.

11. Using the supplied labels, record the patient identi-

fication, the date and time of preparation, the total

activity and volume, and the date:and time of expira-
tion and affix these labels to-the reaction vial and
shielded reaction vial container.

Calculate the volume required for a Y-90 ZEVALIN

dose of 0.4 mCikg (14:.8 MBarkg) actual body weight

for patients with normal platelet count, and

0.3 mCi/kg (11.1 MBq/kg) actual body weight for pa-

tients with platelet count of 100,000 ~ 149,000 cells/

min®. The prescribed; measured, and administered
dose of ¥-90 ZEVALIN must not exceed the absolute

- maximum allowable dose of 32.0 mCi {1184 MBq),
regardless of the patient’s body weight. Withdraw
the required volume from the:Reaction Vial contents
into-a sterile 10 ik syringe with a large bore needle
(18 G -- 20 G). Assay the syringe ‘and contents in a
dose calibrator. The dosé calibrator must be operated

‘e enanifinatiane

>

HoETow

k)

o

1

=)

1

»

in annnedannn writh tha monmnfantiesr

Lilly Exhibit 1255, Page 20 of 39

syringe should contain the dose of Y-90 ZEVALIN to
be administered to the'patierit, and should be within
10% of the actual prescribed dose of ¥-90 ZEVALIN,
not to exceed a maximum dose of 32.0 mCi. Do not
exceed = 10% of the prescribed dose. Using the sup-
plied labels, record the patient identification, the
date and time of preparation, the total activity and
volume added, and the date and time of expiration
and affix these labels to the syringe and shielded unit
- dose container.
13. Determine Rad]ochemlcaI P\mty See Section C: Pro-
cedure for Determmmg Radiochemical Punty Section
that follows these DIRECTIONS FOR PREPARA-
-'TION OF THE Y-90 ZEVALIN DOSE:
. Yttrium-90-ZEVALIN should be stored-at 2 - 8°C
(36 - 46°F) until use and adrmmstered within 8 hours
i of radiolabeling.
15. See DOSAGE AND ADMINISTRATION ZEVALIN
Therapeutic Regimen Administration: Step-2.

16. Discard vials, needles and'syringes in accordance
with local, state, and federal regulations govermng
radioactive and bichazardous waste.

Ytiritin-90 ZEVALIN is smtable for administration on an
outpatient basis. Beyond the use of vial and syringe shields
for preparation. énd _injection, no special shielding is
necessary.

C. PROCEDURE FOR DETERMINING RADIOCHEMICAL PU-
RITY (RCP)

The following procedure should-be used for both In-111
ZEVALIN and Y-90 ZEVALIN: ’

A. At room temperature, place a small drop of either In-
111 ZEVALIN or Y-90-ZEVALIN at the origin of an
ITLC-SG strip.

Place the- ITLC-8G strip mm a chromatography cham-
ber with the origin at the bottom and the solvent front
at thie top: Allow the solvent (0:9% NaCl) to migrate at
feast 5 cm from the bottom of the strip. Remove the
strip from the chamber and cut the strip in half. Count
each half of the ITLC-SG strip for one miniite (CPM)
with a suitable counting apparatus.

C. Calculate the percent RCP as follows:

-1

-~

w

CPM bottom half
CPM bottom balf + CPM top half

% RCP.= % 100

D. If the radiochemical purity is <95%, the ITLC proce-
dure should be repeated. If repeat testing confirms
that radiochemical purity is < 95%, the preparation
should not be administered.

IMAGE ACQUISITION AND INTERPRETATION

The biodistribution of In-111 ZEVALIN should be assessed
by a visual evaluation of whole body planar view anterior
and posterior gamma images at 2 - 24 hours and 48 - 72
hours after injéction. To resolve ambiguities, a-third image
at 90 - 120 hours may be necessary. Images should be ac-
quired using a large field of view gamma camera equipped
with a medium energy collimator. Whole body anterior/
posterior planar images should be acquired using a large
field-of-view gamma camera and medium energy collima-
tors. Suggested gamma camera settings: 256 X. 1024 ma-
trix; dual energy photopeaks set at 172 and 247 keV; 15%
symmetric window; scan speed of 10 em/min for the 2-24
hour scan, 7-10 em/min for the 48-72 hour scan and 5 cm/
min for the optional 90-120 hour scan.

The radiopharmaceutical is expected to be easily detectable
in the blood pool areas at the first time point, with less ac-
tivity in the blood pocl on later images. Moderately high to
high uptake is seen in the normal liver and spleen, with low
uptake in the fungs, kidneys, and urinary bladder. Localiza-
tion to lymphoid aggregates in the bowel wall has been re-
ported. Tumor uptake may be visualized in soft tissue as -
areas of increased intensity, and tumor-bearing areas in
normal organs may be.seen as areas of increased or de-

- creased intensity.

If a visual inspection of the gamma images reveals an al-
tered biodistribution, the patient should not proceed to the
Y-90 ZEVALIN dose. The patient may be considered to have
an altered biodistribution if the blood pool is not visualized
on the first image indicating rapid clearance of the radio-
pharmaceutical by the reticuloendothelial system to the
liver, spieen, and/or marrow. Other potential examples of al-
tered biodistribution may include diffuse uptake in the nor-
mal lungs or kidneys more intense than the liver on the sec-
ond or third image.

During ZEVALIN clinical deve]opment mdmdual tumor
radiation’ absorbed dose” eshmates as high as 778 cGy/mCi
have been reported. Although solid organ toxicity has not
been directly attributed to radiation from adjacent tumors,
careful consideration should be applied before proceeding
with treatment in patients with very high tumor uptake
next to critical organs or structures.

HOW SUPPLIED

The In-111 ZEVALIN kit pmv1des for the radiolabeling of
Ibritumomab Tiuxetan with In-111. The Y-90 ZEVALIN kit
provides for the radiolabeling of Ibritumomab Tiuxetan
with ¥-90.

The kit for the preparation of a single dose of In-111
ZEVALIN includes four vials: one ZEVALIN vial containing
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mulation Buffer vial; one empty Reaction vial and four iden-
tification-labels. .

The kit for the preparation of a smgle dose of ¥-90 ZEVALIN
includes four vials:one ZEVALIN vial containing 3.2 mg of
Ibriturmomab Tiuxetan in 2 mL of 0.9% sodium chloride so-
lution; one 50 M ‘Sodium Acetate vial;-one Formulation
Buffer vial; one empty Reaction vial and four 1dent1ﬁcatlon
labels.

The contents of all v1als are sterile, pyrogen-freé and con-
tain no preservatives,

The Indium-111 Chloride Sterile Solution (In-111 Chloride)
must be ordered separately from either Amersham Health,
Inc. or Mallinckrodt, Inc. at the time the In-111
ZEVALIN kit is ordered. The Yttrium-90 chloride sterile so-
lution will be shipped directly from MDS Nordion upon
placement of an order for the Y-90 ZEVALIN kit.

Storage

Store at 2 - 8°C (36 - 46°F). Do not freeze
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phoma patients with mild thrombocytopenia: a phase 11
multicenter trial. Blood 2002; 99(12):4336-42.
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(Bonded cysteine supplement)
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DESCRIPTION and CLINICAL PHARMACOLOGY
IMMUNOCAL®'s a U.S. patented nataral food protein cont
centrate in the FDA category of GRAS (generally recogmzed
as safe) which assists the'body in mamtammg optimal con-
centrations of glutathione (GSH) by supplying the precur:
sors required for intracellular glutathione synthesis: It is
clinically proven to raise glutathlone values (Lands et,al,
1999).
Glutathione i is, a, mpeptlde made mtracellularly from its
constituent amino acids: L-glutamate, L-cysteine and gly-
cine. The sulihydryl (thxol) group (SH).of cysteine serves as
a proton donor and is responsible for the blologmal Lackivity
of glutathione. Provision of this amino acid is.the rate-
limiting factor in glutathione synthesis by.the.cells-since
cysteine is relatively rare in foodstuffs,and ﬁn‘l;hermore, if
released:as the free-amino acid;,is tozic:and, spontaneously
catabolized in the gastromtes‘anal tract and blood- -plasma.
Immunccal@ is.a bovine whey. protem igolate specxa]ly pre-
pared s as to provide a rich source of bioavailable cysteine.
Following digestion, the cysteine remains.as the; stable form
cystine (2 molecules of cysteine ked by d ulﬁde bond)
and glutamylcystine. After absorp el
travel safely in the blood stream-and-téadily enéer thecelld
to~ release: free-icysteine: for~ intracellular-glutathiors
synthesis. Immunocal® canthus be viewed as a-cysteine dei
livery system.
The disulphide bond in cystine i
tant.but may be split by heat, mechanical stress
réleasing free cysteine. When' 0 heat or sheanng
forces'(inhérent in' most extraction processes) the f‘ragﬂe di
sulfide bonds within the peptides are btoken and ‘the bio-
availablility of cysteine is greatly diminished.
Glutathione is a tightly regulated intragellular consituent
and is hmlf,ed in its production by negatxve feedback’ mhlbl-
tion of.its own. synthesis th:ougb the enzyme . gamma—
glutamyleysteine synthetase, thus greatly minimizing any
possibility of overdosage.
Glutathione has multiple functions:
1Tt is the major endogenous antioxidant produced by the
cells, participating directly in the neutralization” of free
radicals and reactive oxygen compounds, as well*as main:
taining exogenous antioxidants such as vxtamms C and E'in
their reduced (active) forms: :
2. Through direct Corijugation, it detoxxﬁes miany xenobiot-
ics (forelgn compounds) and carcmogens, both orgamc and
inorganic.
3. 1t is essential for the ifiniuhe system to exert its ful} po-
tential, e.g. (1) modulating antigen presentation to lympho-
cytes, the1 eby influencing cytokine production and type of
response (cellular or humoral) that develops, (2) enhancing
proliferation of lymphocytes thereby increasing magnitude
of response, (3) enhancing killing activity of cytotoxic T cells
and NK cells, and, (4) regulating apoptosis, thereby main-
taining control-of thé immune response.
4, 1t plays a fundamental Tole in numerous meétabolic and
biochemical reactions such as DNA Synthesis’'and Tepair,
protein synthesis, prostagiandin synthesis, amino acid
transport and enzyme activation. Thus, every, system in the
body can be affected by the state of the g] utathzone system,
especially the immune system; the nervous system, the gas»
trointestinal system and the lungs. .

INDICATIONS AND USAGE

IMMUNOCAL® is a natural food supplement and as such is
limited from stating medical claims per se. Statements have
not been evaluated by the FDA. As such, this product is thus
not intended to diagnose, cure, prevent or treat any disease.
Glutathione augmentation is a strategy developed to ad-
dress states of glutathione deficiency, high oxidative stress,
immune deficiency, and xenobiotic overload in which
glutathione plays a part in the detoxification of the enobi:
otic in question. Glutathione deficiency states inclade, but
are not limited to: HIV/AIDS, chemical and infectious hep-
atitis, prostate and other cancers, cataracts, Alzheimer’s,
Parkinsons, = chronic. .obstructive pulmonary disease,
asthma, radiation poisoning, malnutritive states, arduous
physical stress, aging, and; has been. associated with sub-
optimal immune response. Many clinical pathologies are as-
sociated with oxidative stress and. are elaborated upon in
numerous medical references.

Low glutathione.is also.strongly implicated in wastmg and
negative nitrogen balance (Droge and Holm, 1997), notably
as seen in.cancer; AIDS, sepsis, trauma, burns and: even
athletic overtraining. Glutathione supplementamon can op-

nacs thic nransce and in ATNR far avamnla wacwlt in im

pepsin and trypsm TE:

CONTRAINDICATIONS o .
IMMUNOCAL® is contraindicated in individuals who

develop or have known hypersensitivity to specific milk
proteins.

PRECAUTIONS

Fach sachet of IMMUNOCAL® contains nine grams of pro-
tein, Patients on a.protein-restricted diet need to take this
into account when calculating. their. daily protein load. Al-
though a bovine milk derivatiye, IMMUNOCAL® contains
less. than 1% lactose and. therefore is generally well toler-
ated by lactose-intolerant mdmduals

WARNINGS
Patients undergoing immunosuppressive therapy should

discuss the use of this product with their health profes-
sional.

ADVERSE REACTIONS

Gastrointestinal bloatirig and cramps if not sufficiently re-
hydrated. Transient urticarial-like rash in rare individuals
undergoing severe detoxification rea ‘mn Rash abates
when product intake stopped or leduced

OVERDOSAGE
Overdosing on IMMUNOCAL® has not been reported,
DOSAGE AND ADMINISTRATION

For mild to moderate health challenges, 20 grams per dayis
recommended. Clinical trials in patients with AIDS; COPD,
cancer and chronic fatigue syndrome have ‘tsed 30-40
grams per day without ill effect. IMMUNOCAL® is best ad-
ministered on an empty stomach or with a light meal. Con-
comitant intake of another high protem load may advelsely
affect absorption. o :
RECONSTITUTION. ., )
IMMUNOCAL®'is"a dehydrated powdered protein isolate.
It must be appropriately rehydrated before use. Remains
bioactive up to 12 hours after mixing. DO NOT heat or use
a hot liquid to rehydrate the product: DO NOT use a high-
speed blender for reconstitution. These methods will de
crease the acmxty of the product.

Proper mixing is imperative. Corisult instructions included
in-packaging.

HOW SUPPLIED
10-grams of bovine milk protein isolate powder per sachet

- 30.sachets per box.

STORAGE

Store in a cool dry environment. Refngeratxon is not,neces-
sary.

Patent no.’s: 5,230, 902 5,200,571 - 5 456 924 5,451,412 -
5,888,552
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fined as those occurring on 1 or more occasions-in-at least
1/100 patients; infrequent adverse events are those occur-
+- ring in 1/100 to 1/1000 patients; rare events are those oceur-
ring in less than 1/1000 patients.. - . }
Body as a Whole—Frequent: chest pain, chills; Infrequent:
chills and fever, face edema, intentional overdose, malaise,
pelvic pain, suicide attempt; Rare: abdominal syndrome
acute} hypothermia, intentional*injury, neuroleptic malig-
nant syndrome?, photosensitivity reaction: :
Cardiovascular Systemi—Frequent: Yemorrhage, hyperten-
sion, palpitation; Infrequent: angina pectoris, arrhythmia,
congestive heart failure, hyp ion, migraine, myocardial
infarct, postural hypotension, syncope, tachycardia, vaseu-
lar headache; Rare: dtrial fibrillation, bradycardiz; cerebral
embolism; cerebral ischemia, cerebrovascular accidént, ex-
trasystoles, heart arrest, heart block, pallor, peripheral vas-
cular disorder, phlebitis, shock, thrombophlebitis, thrombe:
sis, ‘vasospasm, ventricular “arrhythmia; ventricular
extrasystoles, ventricular fibrillation.
Digestive System—Freguent: increased appetite, nausea
and vomiting; Infrequent: aphthoiis stomatitis, cholelithia-
sis, colitis, dysphagia, eructation, esophagitis, gastritis, gas-
troenteritis, glossitis, gim hemorrhage, hyperchlorhydria,
increased salivation; liver function tests abnormal, melena,
mouth ulceration, nausea/vomiting/diarrhea, stomach ulcer,
stomatitis, thirst; Rare: biliary pain, bloody diarrhea, chole-
cystitis, duodenal ulcer, enteritis, esophageal ulcer, fecal in-
continence, gastrointestinal hemorrhage, hematemesis,
hemorrhage of colon, hepatitis, intestinal obstruction, liver
fatty deposit, pancreatitis, peptic ulcer, rectal hemorrhage,
salivary gland enlargement, stomach ulcer hemorrhage,
tongue edema. .
Endocrine System—Infrequent: hypothyroidism; Rare: dia-
betic acidosis, diabetes mellitus.
Hemic and Lymphatic System—Infrequent: anemia, ecchy-
mosis; Rare: blood dyscrasia, hypochromic anemia, leukope-
nia, lymphedema, lymphocytosis, petechia, purpura, throm-
bocythemia, thrombocytopenia.
Metabolic and Nutritional—Frequent: weight gain; Infre-
quent: dehydration, generalized edema, gout, hypercholes-
teremia, hyperlipemia, hypokalemia,. peripheral edema;
Rare: alcohol intolerance, alkaline phosphatase increased,
BUN increased, creatine phosphokinase increased,, hyper-
kalemia, hyperuricemia, hypocalcemia, iron deficiency ane-
mia, SGPT increased. .
Musculoskeletal System-—Infrequent: arthritis, bone pain,
bursitis, leg cramps,- tenosynovitis;. Rare: arthrosis, chon-
drodystrophy, myasthenia, myopathy, myositis, osteomyeli-
tis, osteoporosis, rheumatoid arthritis. .
Nervous System-—Frequent: agitation, amnesia, confusion,
emotional lability, sleep disorder; Infrequent: abnormal gait,
acute brain syndrome, akathisia, apathy, ataxia, buccoglos-
sal syndrome, CNS depression, CNS stimulation, deperson-
alization, euphoria, hallucinations, hostility, hyperkinesia,
hypertonia, hypesthesia, incoordination,. libido increased,
myoclonus, neuralgia, neuropathy, neurosis, paranoid reac-
tion, personality disorder?, psychosis, vertigo;. Rare: abnor-
mal electroencephalogram, antisocial .reaction, .circumoral
paresthesia, coma, delusions, dysarthria, dystonia, extrapy-
ramidal syndrome, foot drop, hyperesthesia, neuritis, paral-
ysis, reflexes decreased, reflexes increased, stupor. ;
Respiratory System—Infrequent; asthma, epistaxis, hiccup;
hyperventilation; Rare: apnea, atelectasis, cough decreased,
emphysema, hemoptysis, hypoventilation, hypoxia, larynx

edema, lung edema, pneumothorax, stridor.

Skin .and Appendages—Infrequent: acne, alopecia, contact
dermatitis, eczema, maculopapular rash, skin discoloration,
skin ulcer; vesiculobullous rash; Rare: furunculosis,: herpes
zoster, hirsutism, petechial rash, psoriasis, purpuric rash,
pustular rash, seborrhea. - . .

Special Senses—Frequent: ear pain, taste perversion, tinni:
tus; Infrequent: conjunctivitis, dry eyes, mydriasis, photo-
phobia; Rare: blepharitis, deafness, diplopia, exophthalmos,
eye hemorrhage, glaucoma, hyperacusis, iritis, parosmia,
scleritis, strabismus, taste loss, visual field defect.
Urogenital System-—Frequent: urinary. frequency; Infre-
quent: abortion®, albuminuria, amenorrhea®, anorgasmia,
breast enlargement, breast pain, cystitis, dysuria, female
lactation?, fibrocystic breast®, hematuria, leukorrhea®, men-
orrhagia®, metrorthagia®, nocturia, polyuria, urinary.incon-
tinence, urinary retention, urinary urgency, vaginal hemor-
rhageg; Rare:  breast . : engorgement, glycosuria,
hypm:nenm‘rhea?7 kidney pain, oliguria, priapism?, uterine
hemorrhage®, uterine fibroids enlarged®.

! Neuroleptic malignant syndrome is the: COSTART term
which best captures serotonin syndrome.

? Personality disorder is the COSTART term for designating
non-aggressive objectionable behavior.

# Adjusted for gender.

Postintroduction Reports

Voluntary reports of adverse events temporally associated

with Prozac that have been received since market introduc-

tion and that may have no causal relationship with the drug

include the following: aplastic anemia, atrial fibrillation,

cataract, cerebral vascular accident, cholestatic jaundice,

confusion, dyskinesia (including, for example, a.case.of

buccal-lingual-masticatory syndrome with inyoluntary

tongue protrusion reported-to develop in a 77-year-old fe-

male after 5 weeks of fluoxetine therapy and which com-

pletely resolved over the next few months following drug

discontinuation), - eosinophilic pneumonia, epidermal

necrolysis, erythema nodosum, exfoliative dermatitis, gyne:

IPR2018-01710

lactinemia, hypoglycemia, immune-related hemolytic ane-
mia, kidney failure, misuse/abuse, movement disorders
developing in patients with risk factors including drugs as
sociated with such events and worsening of ‘preexistin,
movement disorders, neuroleptic malignant syndrome-like
events, optic neuritis, pancreatitis, pancytopenia, priapism,
pulmonary embolism, pulmonary hypertension, QT prolon-
gation, serotonin syndrome (a range of signs and symptoms
that can rarely, in its most severe form, resemble neurolep-
tic malignant syndrome), Stevens-Johnson syndrome, sud-
den unexpected death, suicidal ideation, thrombocytopenia,
thrombocytopenic purpura, vaginal bleeding 4fter drug
withdratval, ventricular tachycardia (including torsades de
pointes-type arrhythmias), and Violent behaviors,

DRUG-ABUSE AND DEPENDENCE . . - -
Controlled substance. class—Prozac is not: a controlled
substance. X . . .
Physical and psychological dependence—Prozac has not
been systematically studied, in animals or humans, for its
potential for- abuse, tolerance,:or physical .dependence.
While the premarketing clinical experience with Prozac did
not reveal any tendency for a withdrawal syndrome or any
drug seeking behavior, these observations were not system-
atic and it is not possible to predict on the basis of this lim-
ited experience the extent to which a CNS active drug will
be misused, diverted, and/or abused once marketed. Conse-
quently, physicians should carefully evaluate patients for
history of drug abuse and follow-such. patients closely, ob-
serving them for signs of misuse or.abuse of Prozac {e.g.,
development of tolerance, incrementation of dose, drug-
seeking behavior), . ’

OVERDOSAGE

Human Experience

Worldwide exposure to fluoxetine hydrochloride is esti:
mated to be over 38 million patients (circa 1999). Of the
1578 cases of overdose involving fluoxetine hydrochloride,
alone. or .with other drugs, reported.from this population,
there were 195 deaths.

Among 633 adult patients who overdosed on fluoxetine
hydrochloride alone, 34 resulted in a fatal outcome, 378
completely recovered, and 15 patients experienced sequelse
after overdosage, including abnormal accommodation, ab-
normal gait, confusion, unresponsiveness, nervousness, pul-
monary dysfunction, vertigo, tremor, elevated- blood pres-
sure, impotence, movement disorder, and hypomania. The
remaining 206 patients had an unknown outcome. The most
common signs and symptoms associated with non-fatal
overdosage were seizures, somnolence, nausea, tachycardia,
and vomiting. The largest known ingestion of fluoxetine
hydrochloride in adult patients was 8 grams in a patient
who took fluoxetine alone and who subsequently recovered.
However, in an adult patient who took fluoketine alone, an
ingestion as low as 520 mg has been associated with-lethal
outcome, but causality has not been established.

Among pediatric patients (ages 3 monthis to 17 years); there
were 156 cases of overdose involving fluoxetine alone or in
combination with other drugs. Six patients died, 127 pa-
tients completely recovered, 1 patient experienced renal
failure, and 22 patients had.an unknown outcome. One of
the six fatalities was a 9-year-0ld boy who had a history of
OCD, Tourette’s syndrome with tics, attention deficit disor-
der, and fetal aleohol syndrome, He had been receiviiig
100 mg of fluoxetine daily for 6 months in addition to cloni-
dine, methylphenidate, and promethazine. Mixed:drug in:
gestion or other methods of suicide complicated all 6 over-
doses in children that resulted-in fatalities: The largest
ingestion in pediatric patients was 3 grams:which .was non-
lethal. LI

Other important adverse events reported with, fluoxetine
overdose (single or multiple drugs}) include coma, delirium,
ECG abnormalities (such as QT interval prolongation and
ventricular tachycardia, including torsades de pointes-type
arrhythmias), hypotenhsion, mania, neuroleptic thalignant
syndrome-like events, pyrexia, stupor, and syncope:
Animal Experience C = N
Studies in animals do"not provide precise or necessarily
valid information about the treatment of human overdose:
However, animal-experiments-can provide useful insights
into possible treatment.strategies. .

The oral median lethal dose in rats and mice was found to
be 452 and 248 mg/kg, respectively. Acute high-oral doses
produced hyperirritability and convulsions in several:ani-
mal species.

Among 6 dogs purposely overdosed with oral fluoxetine, 5
experienced grand mal seizures. Seizures stopped immedi-
ately upon the bolus intravenous administration of a stan-
dard veterinary dose of diazepam. In this short-term study,
the lowest plasma conceritration at which a seizure occurred
was only twice the maximuin' plasmia concentration seen in
humans taking 80 mg/day, chronically.

In a separate single-dose study, the ECG of dogs given high
doses did not reveal prolongation of the PR, @RS, or QT in-
tervals. Tachycardia and an increase in blood pressure were
observed. Consequently, the value of the ECG in predicting
cardiac toxicity is unknown. Nonetheless, the ECG should
ordinarily be monitored in cases of human overdose (see
Management of Overdose). ' .
Management of Overdose

Treatment should consist of those general measures em-
ployed in the management of overdosage with any drug.ef-
fective in the treatment of major depressive disorder.
Ensure an adeauate airwav. oxveenation and ventilatinn

and symptomatic measures are also recommended. Induc-
tion of emesis is not recommended. Gastric lavage with a
large-bore orogastric tube with appropriate airway, protec-
tion, if needed, may be indicated if performed soon after in-
gestion, or in symptomatic patients. -
Activated charcoal should be administered. Due to the larg
volume of distribution of this drug, forced diuresis, dialysis,
hemoperfusion, and exchange transfusion are unlikely to be
of benefit. No specific antidotes for fluoxetine are known.
A specific caution involves patients who are taking or have
recent]y taken fluoxetine and might ingest excessive quan-
tities of a TCA. In such a case, accumulation of the parent
tricyclic and/or an active metabolite may increase the pos-
sibility of clinically significant sequelae and extend the time
needed for close medical observation (see Other drugs effec-
tive in the treatment of major depressive disorder under
PRECAUTIONS). i

Based on experience in animals, which may not be relevant
to humans, fluoxetine-induced seizures that fail to remit
spontaneously may respond to diazepam. .
In managing overdosage, consider the possibility of multiple
drug involvement. The physician should consider contacting
a poison control center for additional information on the
treatnient of any overdose. Telephone numbers for certified
poison control centers are listed.in the Physicians’ Desk Ref-
erence (PDR).

DOSAGE AND ADMINISTRATION.

Major Depressive Disorder

Initial Treatment .

Adult—In controlled trials used to support the efficacy of
Huoxetine, patients were administered morning doses rang-
ing from 20 to 80 mg/day. Studies comparing fluoxetine 20,
40, and 60 mg/day to placebo indicate that 20 mg/day is suf-
ficient to obtain a satisfactory response in major depressive
disorder in most cases. Consequently, a dose of 20 mg/day,
administered in the morning, is recommended as the initial
dose.

A dose increase may be considered after several weeks if in-
sufficient clinical improvement is observed. Doses above
20 mg/day may be administered on a once-a-day (morning)
or BID schedule (i.e., morning and noon) and should not ex-
ceed a maximum dose of 80 mg/day.

Pediatric (children and adolescents)—In the short-term (8
to 9 week) controlled clinical trials of fluoxetine supporting
its effectiveness in the treatment of major depressive disor-
der, patients were administered fluoxetine doses of 10 to
20 mg/day (see CLINICAL TRIALS). Treatment should be
initiated with a dose of 10 or 20 mg/day. After 1 week at
10 mg/day, the dose should be increased to 20 mg/day.
However, due to higher plasma levels in lower weight child-
ren, the starting and-target dose in this group may be
10 mg/day. A dose increasé to 20 mg/day may be considered
after several weeks. if insufficient clinical improvement is
observed. .

All patients—As with other drugs effective in the treatment
of major depressive disorder; the full éffect may be delayed
until 4 weeks of treatment or longer. .

As with- many’other ‘medications, a lower or less frequent
dosage should be used in patients with hepaticimpairment.
Alower or less frequent dosage should also be'considered for
the elderly (see Geriatric Use under PRECAUTIONS), and
for patients with concurrent disease or on multiple concom-
itant medications. Dosage adjustments for renal impair-
ment are not routinely necessary (see‘Liver disease and Re-
nal disedse under CLINICAL PHARMAGOLOGY, and Use
in’patients with concomitant ‘{llness under PRECAU-
TIONS). =~

Maintenance/Continuation/Extended Treatment

1t is generally agreed that acute episodes of major depres-
sive disorder require’several months or longer of sustained
phiarmacologic therapy. Whether the dose needéd to induce
remission is identical to the dose needéd to maintain and/or
sustain euthymia is unknown: <t

Daily Dosing  ~ :

Systematic evaluation of Prozaé i adult patients has
shown that its ¢fficacy in major depressive disorder is main-
tained for periods of up to 38 ieeks following 12 weeks of
open-label ‘acute treatment (50 weeks total) at a dose of
20 mg/day (see CLINICAL TRIALS).

Weekly Dosing

Systematic evaluation of Prozac Weekly in adult patients
has shown that its efficacy in'major depressive disorder is
maintained for periods of up to 25 weeks with once-weekly
dosing following 13 weeks of open-label treatment with
Prozac 20 mg once daily. However, therapeutic equivalence
of Prozac Weekly given on a once-weekly basis with Prozac
20 mg given daily for delaying time to relapse has not been
established (see CLINICAL TRIALS). :

Weekly dosing with 'Prozac Weekly capsules is recom-
mended to be initiated 7 days after the last daily dose of
Prozac 20 mg (see Weekly dosing under CLINICAL PHAR-
MACOLOGY).

Continued on next page

* Identi-Code® symbol. This product information was
prepared in June 2002, Current information on these and other
products of Eli Lilly and Company may be obtained by direct
inquiryto Lilly Research Laboratories, Lilly Corporate Center,

Lilly Exhibit 1255, Page 22 of 39



1846/ELI LILLY

PHYSICIANS' DESK REFERENCE®

Prozac—Cont.

If satisfactory response is' not miaintained with Prozac’

Weekly, consider reestablishing a daﬂy dosmg reg1men (see
CLINICAL TRIAES). ¢

Switching Patients to a "Tricyclic Antidepressant (TCA)
Dosage of a TCA may need to be reduced, and plasma TCA

concentrations may need to be monitored temporarily when *
fluoxetine is coadministered or has been recently discontin-.

ued (see Othier drugs effective in the treatment of major de-
pressive disorder under Drug Interactions).

Switching Patients to or from a Monoamine Oxidase Inhib-
itor (MAOD ~ ’

At least 14 days should elapse between discontinuation of
an MAOI and initiation of therapy with Prozac. In addition,
at least 5 weeks, perhaps longer, should be allowed after
stopping Prozac before starting an'MAOI (see CONTRAIN-
DICATIONS and PRECAUTIONS).

Obsessive-Compulsive Disorder

Initial Treatment

Adult—In the controlled clinical trials of fluoxetine support-
ing its effectiveness in the treatment of OCD, patients were
administered fixed daily doses of 20, 40, or 60 mg of fluox-
etine or placebo {see CLINICAL TRIALS). In 1 of these stud-
ies, no dose-response relationship for effectiveness was dem-
onstrated. Consequently, a dose of 20 mg/day, administered
in the morning, is recommended 4s the initial dose. Since
there was a suggestion of a possible dose-response relation-
ship for-effectiveness in the second study, a dose increase
may be considered after several weeks if insufficient clinical
improvement is observed. The full therapeutic effect may be
delayed until 5 weeks of treatment or longer.

Doses above 20 mg/day may be administered on a once-a-
day (i.e., morning) or BID schedule (i.e., morning and noon).
A dose range of 20 to 60 mg/day is recommended; however,
doses of up to 80 mg/day have been well tolerated in open
studies of OCD. The maximum fluoxetine dose.should not
exceed 80 mg/day. .
Pediatric (children and adol ts)—In the controlled clin-
ical trial of fluoxetine supporting its effectiveness in the
treatment of OCD, patients were administered -fluoxetine
doses in the range.of 10-to 60 mgfday (see. CLINICAL
TRIALS).-

In adolescents and higher weight children, treatment
should be-initiated with a dose of 10 mg/day. After 2 weeks,
the dose should be increased to 20- mg/day. Additional dose
increases may be considered after several more weeks if in-
sufficient clinical improvement is observed. A dose range of
20 to 60 mg/day is recommended.

In lower weight children, treatment should be initiated with
dose of 10 mg/day. Additional dose increases may be consid-
ered after several more weeks if insufficient clinical im-
provement is observed. A dose range of 20 to 30 mg/dayis
recommended., Experience with daily doses greater than
20 mg is very minimal, and there is no experience with
doses greater than 60 mg.

All patients—As with the use of Prozac in the treatment of
major depressive disorder, a lower or less frequent dosage
should be used in patients with hepatic impairment. A lower
or less frequent dosage should also be considered for the el-
derly (see Geriatric Use under PRECAUTIONS), and for pa-
tients with concurrent disease or on multiple concomitant
medications. Dosage adjustments for renal impairment are
not routinely necessary (see Liver disease and Renal disease
under CLINICAL PHARMACOLOGY, and Use in patients
with concomitant illnéss under PRECAUTIONS).
Maintenance/Continuation Treatment

While there are no systematic studies that answer the ques-
tion of how long to continue Prozac, OCD is a chronic con-~
dition and it is reasonable to consider continuation for a re-
sponding patient. Although the efficacy of Prozac after 13
weeks has not been documented in: controlled trials, adult
patients have been continued in therapy under double-blind
conditions for up to an additional 6 months without loss of
benefit. However, dosage adjustments should be made to
maintain the patient on the lowest effective dosage, and pa-
tients should be periodically reassessed to determine the
need for treatment.

Bulimia Nervosa

Initial Treatment .

In the controlled clinical trials of fluoxetine supporting its
effectiveness in the treatment of bulimia nervosa, patients
were administered fixed daily fluoxetine doses of 20 or
60 mg, or placebo (see CLINICAL TRIALS). Only the 60-mg
dose was statistically significantly superior to. placebo in re-
ducing the frequency of binge-eating and vomiting. Conse-
quently, the recommended dose is-60 mg/day, administered
in the morning. For some patients it may be advisable to
titrate up to this target dose over several days. Fluoxetine
doses above 60 mg/day have not been systematically studled
in patients with bulimia.

As with the use of Prozac in the treatment of major depres~
sive disorder and OCD, a lower or less frequent dosage
should be used in patients with hepatic impairment. Alower
or Jess frequent dosage should also be considered for the el-
derly (see Geriatric Use under PRECAUTIONS), and for pa-
tients with concurrent disease or on multiple concomitant
medications. Dosage adjustinents for renal impairment are

not routinely necessary (see Liver disease and Renal disease
. e AT INTTOAT DWADMAOCNT OWIV amd Tlea in natiante
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Maintenance/Continuation Treatment

Systematic evaluation of continuing Prozac 60 mg/day for
periods of up to 52 weeks in patients with bulimia who have
responded while taking Prozac 60 mg/day during an 8-week
acute treatment phase hiis demonstrated a benefit of siich
mainténance treatment (see CLINICAL TRIALS). Never-
theless; patients should be peripdically reassessed to deter-
mine the need for maintenance tréatment.

Panic Disorder

Initial Treatment

In the controlled clinical trials of fluoxetine supporting its
effectiveness in the treatment of panic disorder, patients
were administered fluoxetine doses in.the Tange of 10 to
60 mg/day (see CLINICAL TRIALS). Treatment should be
initiated with a dose of 10 mg/day. After 1 week, the dose
should be increased to 20 mg/day. The most frequently ad-
ministered dose in the 2 flexible-dose clinical tnals was
20 mg/day.

A dose increase may be considered after several weeks if no
clinical improvement is observed. Fluoxetine doses above
60 mg/day have not been systematically evaluated in pa-
tients with panic disorder.

As with the use of Prozdc in other indications, a lower or
less frequent dosage should be used in patients with hepatic
impairment. A lower or less frequent dosage should also be
considered for the elderly (see Geriatric Use under PRE-
CAUTIONS), and for patients with concurrent disease or on
multiple concomltant medications. Dosage adjustments for
rénal impairment ate tiot routinely necessary (see Liver dis-
ease and Renal disease under CLINICAL PHARMACOL-
0OGY, and Use in patients with concomitant illness under
PRECAUTIONS).

Maintenance/Continuation Treatment

While there are no systematic studies that answer the ques-
tion of how long to continue.Prozac, panic disorder is. a
chronic condition and:it is reasonable to consider continua-

_tion for a responding patient. Nevertheless, patients should

be periodically reassessed to determine the need for contin-

_ued treatment. . Lo

HOW SUPPLIED '
The following products are manufactured by Eh Lilly and
Company for Dista Products Company.
Prozac® Pulvules®, USP, are available in:
The 10-mg" Pulvule is opaque green and green, imprinted
with DISTA 3104 on the cap.and Prozac 10 mg on the body:
NDC 0777-3104-02 (PU3104%) — Bottles of 100
NDC 0777-3104-07 (PU3104%) - Bottles of 2000
NDC 0777-3104-82 (PU3104%) — 20 FlexPak™® blister
cards of 31 .
The 20-mg* Pulvule is an opaque green cap and off-white
body, imprinted with DISTA 3105. on the cap and Prozac
20 mg on the body:
NDC 0777-3105-30 (PU3105) - Bottles of 30.
NDC 0777-3105-02 (PU3105%) - Bottles of 100
NDC 0777-3105-07 (PU3105%) — Bottles of 2000
NDC 0777-3105-33 (PU3105%) - (ID*100) Blisters
NDC 0777-3105-82 (PU3105%) - 20 FlexPak™? blister
cards of 31 .
The 40-mg' Pulvule is an opaque green cap and opaque
orange body, imprinted with DISTA 3107 on the cap and
Prozac 40 mg on the body:
NDC 0777-3107-30 (PU3107% - Bottles of 30
Liqm’d Oral Solution is available in:
20 mg' per 5 mL with mint flavor:
NDC 0777-5120-58 (MS-5120%) - Bottles of 120 raL.
The following products are manufactured and distributed
by Eli Lilly and Company.
Prozac® Tablets are available in: = °
The 10-mg" tablet is green, elliptical shaped, and scored,
with PROZAC 10 debossed on opposite side of score.
NDC 0002-4006-30 (TA4006) - Boftles of 30
NDC 0002-4006-02 (TA4006) — Bottles of 100
Prozac® Weekly™ Capsules are available in:
The 90-mg! capsule is an opaque green cap and clear body
containing discretely visible white pellets through the clear
body- of the capsule, imprinted with Lilly on-the cap and
3004 and 90 mg on the body. . -~
NDC 0002:3004-75 (PU3004) - Blister package of 4

Fluoxetine base equivalent. !
Protect from light.
*FlexPak™ (flexible blister card, Lilly).
#Identi-Dose® (unit dose medication, Lilly).
SDispense in a tight, light resistant container.
Store at Controlled Room Temperature, 15° to 30°C (59° to
86°F).

ANIMAL TOXICOLOGY

Phosphohplds are increased in some tissues of mice, rafs
and dogs given fluoxetine chronically. This effect is revers-
ible after cessation of fluoxetine treatment. Phospholipid ac-
cumulation in animals has been observed with many cat-
ionic amphiphilic drugs, including --fenfluramine,
imipramine, and ranitidine. The significance of this effect in
humans is unknown.

Literature revised January 3, 2003
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REOPRO® B
[ré-6-pro)

{abciximab}

For intravenous administration

DESCRIPTION

Abciximab, ReoPro®, is the Fab fragment of the chimeric
human-murine monoclonal antibody 7ES. Abciximab binds
to the glycoprotein (GP) IIb/IIla receptor of human platelets
and inhibits platelét aggregation. Abciximab also binds to
the vitronectin (o, B) receptor found on platelets and vessel
wall endothelial and smooth muscle cells.

The chimeric 7E3 antibody.is produced by continuous, per-
fusion in mammalian cell culture, The 47,615 dalton Fab
fragment is purified from cell culture supernatant by a se-
ries of steps involving specific viral inactivation and re-
moval procedures, digestion with papain and column chro-
matography.

ReoPro® is a clear, colorless, sterile, non-pyrogenic solution
for intravenous {IV) use. Bach single use vial contains
2 mg/mL of Abciximab in a buffered solution (pH 7.2) of
0.01 M sodium phosphate, 0.15 M sodium chloride and
0.001% polysorbate 80 in Water for Injection. No preserva-
tives are added.

CLINICAL PHARMACOLOGY

General- Abciximab binds to the intact platelet GPIIb/IIIa
receptor, which is a member of the integrin family of adhe-
sion receptors and the major platelet surface receptor in-
volved in platelet aggregation. Abciximab inhibits platelet
aggregation by preventing thé binding of fibrinogen, von
Willebrand factor, and other adhesive molecules to GPIIb/
II1a receptor sites on activated platelets. The mechanism of
action is thought to involve steric hindrance and/or confor-
mational effects to block access of large molecules to the
receptor rather than direct interaction with the RGD
(arginine-glycine-aspartic acid) binding site of GPIIb/IIIa.
Abciximab binds with similar affinity to the vitronectin re-
ceptor, also known as the o,Bj integrin. The vitronectin re-
ceptor mediates the procoagulant properties of platelets and
the proliferative properties of vascular endothelial and
smooth muscle célls. In in vitro studies using -a model cell
line derived from melanoma cells, Abciximab blocked a,By-
mediated effects including cell adhesion (IC5o= 0.34 ng/mL).
At concentrations which, in vitro, provide >'80% GPIIb/IIla
receptor blockade, but above the in vive therapeutic range,
Abciximab more effectively blocked the burst of thrombin
generation that followed platelet activation than select com-
parator antibodies which inhibit GPIIb/IIla alone (1).
The relationship of these in vifro data to clinical eﬁicacy is
unknown.

Abciximab also binds to the activated Mac-1 receptor on
monocytes and neutrophils (2). In in wvitro studies,
Abciximab and 7E3 IgG blocked Mac-1 receptor function as
evidenced by inhibition of monocyte adhesion (3). In addi-
tion, the degree of activated Mac-1 expression on circulating
leukocytes and -the nuinbers of circulating leukocyte-
platelet complexes has béen shown to be reduced in patients
treated with Abciximab compared to control patients (4).
The relationship of these in vitro data to clinical efficacy is
uncertain.

Pre-clinical experience- Maximal inhibition of platelet ag-
gregation was observed when = 80% of GPIIb/IITa receptors
were blocked by Abciximab. In non-human primates,
Abciximab bolus doses of 0.25 mg/kg generally achieved a
blockade of at least 80% of platelet receptors and fully in-
hibited platelet aggregation. Inhibition of platelet function
was temporary following a bolus dose, but receptor blockade
could be sustained at = 80% by continuous intravenous in-
fusion. The inhibitory effects of Abciximab were substan-
tially reversed by the transfusion of platelets in monkeys.
The antithrombotic efficacy of prototype antibodies [murine
7E3 Fab and F(ab'),] and Abciximab was evaluated in dog,
monkey and baboon models of coronary, carotid, and femo-
ral artery thrombosis. Doses of the murine version of 7E3 or
Abciximab sufficient to produce high-grade (= 80%) GPIIb/
IIIa receptor blockade prevented acute thrombosis and
yielded lower rates of thrombosis compared with aspirin
and/or heparin.

Pharmacokinetics- Following intraverious bolus administra-
tion, free plasma concentrations of Abciximab decrease rap-
idly with an initial half-life of less than 10 minutes and a
second phase half-life of about 30 minutes, probably related
to rapid binding to the platelet GPIIb/IIIa receptors. Plate-
let function generally recovers over the course of 48 hours
(5,6), although Abciximab remains in the circulation for 15
days or more in a platelet-bound state. Intravenous admin-
istration of 2 0.25 mg/kgbolus dose of Abtiximab followed by
continuous infusion of 10 pg/min (or a weight-adjusted in-
fusion of 0.125 pg/kg/min to a maximum of 10 pg/min) pro-
duces approximately constant free plasma concentrations
throughout the infusion. At the termination of the infusion
period, free plasma concentrations fall rapidly for approxi-
mately six hours then decline at a slower rate.
Pharmacodynamics- Intravenous administration in hu-
mans of single bolus doses of Abciximab from 0.15 mg/kg to
0:30 mg/kg produced rapid dose-dependent inhibition of
platelet"fiinction as measured by ex vivo platelet aggrega-
tion in response to adenosine diphosphate (ADP) or by pro-
lorigation of bleeding time:. ‘At the two highest dosés (0:25
and 0.30 mg/kg) at two hours post injection (the first time
point evaluated), over 80% of the GPIIb/IIla receptors were

hlackad and nlatelat acagracation in resnnanee o 20 nM ADP
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to over 30 minutes at both doses compared with a base]me
value of approximately five minutes:

Intravenous administration in humans of a smgle bolus
dose of 0.25 mg/kg followed by a continuous.infusion of
10 pg/min for periods of 12 to 96 hours produced sustained
high-grade GPIIb/I1Ia receptor blockade (= 80%) and inhi-
bition of platelet function (ex vivo platelet aggregation in re-
sponse to 5 1M or 20 uM ADP less than 20% of baseline and
bleeding time greater than 30 minutes) for the duration of
the infusion in most patients. Similar results were obtained
when a weight-adjusted infusion dose (0.125 3g/kg/min to a
maximum of 10 pg/min) was used in patients weighing up to
80 kg. Results in patients who received the 0. 25 mgfkg bolus
followed bya 5 ng/min infusion for 24 hours showed a-sim-
ilar initial:receptor blockade and inhibition®of platelet ag-
gregation, but the response was not maintained throughout
the infusion period. The onset of Abciximab-mediated plate-

let inhibition following a 0.25 mg/kg bolus and 0.125 ng/kg/ |

min infusion was rapid and platelet aggregation was re-
duced to Jess than 20% of baseline in 8 of 10 panent.s at 10
minutes aﬁer treatment mmatmn
Low levels of GPHbAIIa receptor blockiide are present for
more than 10 days following’ cessation of the'infusion. After
discontiniation of Abciximaly infusion, platelet funiction re-
turns gradually to normal. Bleeding time retumed t0 <12
‘minutes within 12 hours followmg the end of infusion 1 15
of 20 patients (75%), and within 24 holifs in 18 of 20 pa-
tients (90%). Ex vivo platelet aggregation in response to
5 UM ADP returned to' = 50% of baseline within 24 hours
following thie end of infiision in 11°of 32 patients (34%) and
within 48 hours in 23 of 32 ‘patients (72%). Tn Tesponse to
20 uM ADP, ex vivo platelet aggregation returned to = 50%
of baseline within 24 hours in 20 of 32 patients (62%) and
within 48 hours in 28 of 32 patients (88%).

CLINICAL STUDIES

Abciximab has been studied in four Phase 3 chmcal trials,
all of which evaluated the effect of Abciximab in patients
undergoing percutaneous coronary intervention (PCI): in
patients at high risk for abrupt closure of the treated
coronary vessel (EPIC); in a broader group of patients
(EPILOG), in unstable-angina patients not responding to
conventional medical therapy (CAPTURE), and in‘patients
suitable for either conventional angioplasty/atherectomy or
primary:stent implantation (EPILOG Stent; EPISTENT).
Percutaneous intervention included balloon angioplasty,
atherectomy, or stent placement. All trials involved the use
of various, ‘concomitant heparin-dose regimens and, unless
contraindicated, aspirin (325 mg) was administered. orally
two hours pnor to the planned procedure and then once
daily. o

EPIC was & mulhcenter double blind, placebo- controlied
trial of Abciximab in:patients undergoing percutanéous
transluminal coronary angioplasty or atherectomy (PTCA)
who were at high risk for abrupt closure of the treated cor-
otiary véssel (7). Patients were allocated to treatment with:
1):Abciximab bolus plis infusion for 12 hours; 2) Abciximab
bolus plusiplacebo infusion, or; 3) placebo bolus' plus infu-

sion. All ‘patients received concomitant. heparin(10,000- to

12,000°U bolas followed:by ani infusion for 12 hours). -
The:primary endpoint was the composite.of death, myocar-
dial infarction-(MI); or urgent:intervention for recurrent is-
chemia within 30 days of randomization. The primary end-
point event rates in the Abeiximab bolus plus infusion group
were reduced mostly in the first-48 hours and this-benefit
was sustained through 30 days (7), 6 months (8) and three
years (9).

EPILOG: was a randomized, double-blind, mulhcenter
placebo-controlled trial which evaluated Abciximab in a
‘broad population of patients undergoing PCI (excluding pa-
tients with myocardial infarction and unstable angina
meétinig the EPIC high risk criteria) (10). Study procedures
emphasized discontinuation of heparin after the procedure
with eaily femoral arterial sheath removal and céreful ac-
cess site managemert (see PRECAUTIONS). EPILOG was
a three-arm trial comparing Abciximab plus standard-dose
heparin, Abciximab plus low-dose heparin, and placebo plus
standard-dose heparin. Abciximab' and heparin infusions
were weight-adjusted in all arms, The Abciximab bolus plus
infusion regimen was: 0.25 mg/kg bolus followed by a
0.125 :pg/kg/min infusion (to a maximum of 10*ig/min) for
12 hours. The heparin regimen was either a standard-dose
regimen (initial 100 Urkg bolus, target ACT ‘= 300 seconds)
or'a low-dose regimen (initial 70 U/kg bolus, target ACT
= 200 seconds). .

The primary endpoint of the EPILOG trial was the compos-
ite of death or MI occurring within 30 days of PCIL The com-
posite of death, MI, or urgent intervention was an impor-
tant secondary endpoint: The endpoint. events in the
Abciximab treatment group were reduced mostly in the first
48 hours and this benefit was sustained through 30 :days
and six months(10) and’one year (11): The (Kaplan-Meier)
endpoint event rates at 30 days are shown in'Table-1.

[See table-1 above}

At the six-month follow up visit, the event, rate for death,
MI, or repeat (urgent.or non—urgent) intervention Temained
lower-in the Abciximab treatmerit arms (22. 3% and 22.8%,
respecnvely for the standard- and low-dose heparin. arms)
thar in the placebg arm (25, 8%) and the event rate for
death, MI, or urgent intervention was substantially lower in
the Abcxxxmab treatment arms (8,3% and 8.4%, respectxve!y,
for the standard- and low-dose heparin arms) than in the

e (14 70 Mha trasbmant aceaniatad offants ran-
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Table 1
- 5 ENDPOINT EVENT RATES AT 30 DAYS - EPILOG TRIAL S
Placebo + Abciximab + " Abciximab +
* Standard Dose .. Standard Dose Low Dose
Heparin . Heparm,v " Heparin
(n=939) o L=918) (n=935)
&MF&H@E@ -
Death or MI* 85 (9.1) 38 (4:2) + 35(3.8)
p-value vs. placebo <0.001 <0.001
Death, M1, or urgent intervention? 109 (11.7) 49:(5.4) 1148 (5.2)
p-value vs. placebo. <0.001 - <6001
Components of Composite Endpomts" : s fope
Death 7(0.8) - 4 (0.4) 3(0.3)
* Acute myccardlal infarctions
* in surviving pahents 78 (8.4) 34 3. 1) 32(34)
Urgent interventions in surviving patients : .
without an atute ‘mvocardial infarction’ 24 (2.6) BINGE 2) 131(1.4)

*Patients who experienced more than one event in the first 30 days are counted only once.

bPatients are counted on]y once under the most senous companent (death > acm.e MI'> urgent ‘intervention).

Table 2

PRIMAR‘/ ENDPOINT EVENT RATE AT 30 DAYS - EPISTENT TRIAL.

Placebo + Abciximab + Abciximab +
Stent Stent PICA
(n=809) (=794) (n=796)
LEter : ‘Number of Patients (%)
Death, M, or urgent intervention® ... 87(10.8%) 42 (5.3%) 55 (6.9%)
»value vs. placebo . <0.001 0.007
Components of Compomte Endpomtb
Death 5 (0.6%) 2 (0.3%) 6 (0.8%)
. Acute myocardial infarctions in. !
surviving patients 77(9.6%) 35 (4.4%) 40 (5.0%)
Urgent interventions in surviving patients : . .
.. without an acute myocardial infarction 5 (0.6%) 5(0,6%) 9(1.1%)

“Patients who experienced more than one event in the first 30 days are counted onlv once.
YPatients are counted only-once under the most serious component (death > acute MI > urgent mtervenhon)

tionate reductions in endpoint event rates were similar ir-
respective of the typé of coronary intervention used (balloon
angioplasty, athérectomy, or stent placement). Risk-assess-
ient using the American College of Cardiology/American
Heart Association clinical /morphological criteria had large
inter-observer variability. Consequently, a low risk sub-
group could not be reproducibly identified in-which to eval-
uate efficacy.

The EPISTENT trial was a randomized, multlcenter trial
evaluating three different treatment strategies in patients
unidergoing PCI: conventional PTCA with' Abeiximab plus
low-dose heparin, primary intracoronary stent 1mplantatmn
with Abciximab-plus low-dose heparin, and:primary intra-
corenary stent implantation with placebo plus standard-
dose heparin(12). The heparin‘ dose was weight-adjusted in
all arms. The JJIS Palmaz-Schatz stent was used in over
90% of the patientsireteiving-stents. The ‘two-stent arms
were blinded with respect to study agent (Abcikimab-or pla-
cebo): and ‘heparin dose; the PCT arm with Abéiximab was
open-label. The Abciximab bolus plus infusion regimen was
the same as that used in the EPILOG trial. The standard-
dose and-low:dose heparin regimens were the same as those
usedin the EPILOG trial. Al patients were toreceive aspi-

rin; ticlopidine; if given, was.to:be started prior.to study

agent. Patient and access site management guidelines were
the samie as those for-EPILOG; including a strong recom-
mendation for early sheath removal. - °

The results demonstrated benefit int both Abcuﬂmab arins
(i.e., with and withott stents) compared with stenting alone
on the composite of death, MI, or urgent. intervention (re-
peat PCTor CABG) within, 30 days of PCI (12): The (Kaplan-
Meier) endpoint event rates at 30 days are shown in Table 2.
{See table 2:above}

This benefit was maintained at 6 momhs 12.1% of pauents
in the placebo/stent group experienced death, MI, or urgent
revascularization compared with.6.4% of patients in the
‘Abciximab/stent group (p<0:001 vs placebo/stent) and 9.2%
in the Abciximab/PTCA group (p=0.051 vs placebo/stent). At
6-months, a reduction in the composite of death, MI, or all
Tepeat (urgent or non-urgent) intervention was observed in
the Abciximab/stent group compared with the.placebo/stent
group (15.4% vs-20.4%, p=0.006); the rate of this composite
endpoint was similar-in the Abciximab/PTCA and placebo/
stent groups (22.4% vs 20.4%, p=0.467).(13)

CAPTURE was a randomized, double-blind, multicenter,
placebo-controlled trial of the use of Abciximab.in unstable
angina patients not responding: to conventional medical
therapy for whom PCl:was’planned, but not immediately
performed (14). The-GAPTURE trial involved the adminis-
tration of placebo or Abciximab starting 18-to 24 hour's prior
to PCI and continuing until one hour after: c(’)mpletion of the
intervention.

Patients were assessed as-having: unstable angina. nut re-
sponding to. conventional medical therapy «f they had.at
least one episode of myocardial ischemia despite bed rest
and at.least two hours of therapy with intravenous heparin

and oral or intravenous nitrates. These patients-were

enrolled into the CAPTURE trial, if during a screening
angiogram, they.were determined to have.a coronary lesion
amenable to PCI, Patients received a bolus dose.and intra-
venous infusion of placebo or Abciximab for 18 to 24 hours.
At the end of the infusion period, the intervention was per-
farmad Tha Ahsivimah or nlasehn infusion was discontin.
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treated with intravenous heparin and oral or intravenous
nitrates throughout the 18- to 24-hour Abciximab infusion
period prior to the PCI.

The Abciximab dose was a 0.25 mg/kg bolus followed by a
continuous infusion at a rate of 10 fig/min.’ The CAPTURE
trial incorporated weight adjustment of the standard hepa-
rin dose only during the performance of the intervention,
but did not investigate the effect of a lower heparin dose,
and arterial sheaths were left in place for approximately 40
hours. The primary endpoint of the CAPTURE trial was the
occurrence of any of the following events within 30 days of
PCL: death, MI, or urgent intervention, The 30-day (Kaplan-
Meier) primary endpoint eyent rates are shown in'Table 3.
[See table 3 at top of next page] .
The 30-day, results are consistent, w1th the results of the
other three trials, with the greatest “effects on the myocar-
dial infarction and urgent intervention components of the
composite endpoint. As secondary endpomts .the compg-
nents of the comp031te endpoint were analyzed separately
for the-period prior to the PCI and the period from the be-

‘ginning of the intervention through Day 30. The greatest

difference in’ MI occurred 1n the post -intervention period:
the rates of MI were lower in the Abcixitnab group. com-
pared with placebo (Abciximab 3.6%, placebo 6.1%). There
was also a reduction in MI occurring priof to the ‘PCI
(Ahciximab 0.6%, placeio 2.0%). An-Abciximab:assoeiated
reduction in the incidence of urgerit intervention becurred in
the post-intervention-period: No effect on'mortality was ob-
served in either period. At six months of: follow up, the com-
posite endpoint ‘of death, MI,or -all' Tepeat intervention
(urgent or non-urgent) was not- different between -the
Abeiximab and placebo groups (Abcmmab 31.0%, placebo
30.8%, p=0.77).

Mortality was uncommen in all four trlals Similar mortal-
ity rates were observed in all arms within each trial: Pa-
tient follow-up through one year of the EPISTENT trial sug-
gested. decreased mortality among patients treated with
Abciximab and  stent placement compared to patients
treated with stent alone (8/794 vs. 19/809, p=0.037). Data
from earlier studies with balloon angioplasty were not sug-
gestive of the same benefit. In all-four trials, the rates of
acute MI were significantly lower in the groups treated with
Abciximab. Most of the Abciximab treatment effect was seen
in reduction in the rate of acute non- Q -wave ML Urgent in-
tervention rates were also lower in Abciximab- treated
groups in these trials.

Anticoagulation:

EPILOG and EPISTENT: We1ght adjusted low dose hepa-
rin;'weight<adjusted Abciximab, careful vascular access site
management and discontintation of heparin after the pro-
cedure with-early feroral arterial sheath removal were
used.

The initial heparin bolus was baséd upon the résults of the

'baselipe ACT, according to the following regimen:

‘Continued on next page

* |denti-Code® symbol. This product information was
prepared in June 2002: Current information on these and other
products of EliiLilly and Gempany may be obtained by direct
mquxry to: Lﬂly Research Laboratories, Lilly Corporate Center,
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PHYSICIANS' DESK REFERENCE®

ReoPro—Cont.

ACT 150 seconds: administer 70 U/kg heparin
ACT 150-199 seconds: administer 50 Ulkg heparin’
‘ACT = 200 seconds: administer no heparin

Additional 20 U/kg heparin boluses were given to achieve

‘and’ maintain an ACT of = 200 seconds during the

procedure.”

* Discontinuation of heparin immediately after the procedure

and removal of the arterial sheath within six hours were
strongly-recommended in the trials. If prolonged heparin
therapy ot delayed sheath removal was clinically indicated,
heparin was adjusted to keep the APTT at a target of 60 to
85 seconds (EPILOG) or 55 to 75 seconds (EPISTENT).

CAPTURE trial: Anticoagulation was initiated prior to the
administration of Abciximab. Anticoagulatioh was initiated

with an intravenous heparin infusion to achieve a target

APTT of 60 to 85 seconds. The heparin infusion was not uni-
formly weight adjusted in this trial. The heparin mfusxon
was maintained during thie Abciximab infusion and was ad-
justed to achieve an ACT of 300 seconds or-an APTT of 70

* seconds during the PCL Following the intervention, heparin

management was as outlined dbove fur thé' EPILOG trial.
INDICATIONS AND USAGE

Abciximab is indicated as an adjunct to percutaneous coro-

nary intervention for the prevention of cardiac ischemic

complications.

* in patients undergoing percutaneous coronary interven-
tion

* in patients with unstable angina not responding to con-
ventional medical therapy when percutaneous coronary
intervention is planned within 24 hours

Abciximab use in patients not undergoing percutaneous cor-

onary intervention has not been studied

Abciximab is intended for use with aspirin and heparin and

has been studied only in that setting, as described in CLIN-

ICAL STUDIES.

CONTRAINDICATIONS

Because Abciximab may increase the risk ‘of bleeding,
Abciximab is contraindicated in the following clinical situa-
tions:

* Active internal bleedmg

* Recent (within $ix weeks) gastrointestinal (GI) or genito-
urinary (GU) bleeding of clinical significance.

« History of cerebrovascular accident (CVA) within two
years, or CVA with a significant residual neurological
deficit

* Bleeding diathesis

* Administration of oral anticoagulants within seven days
unless prothrombin time is =< 1.2 timés control

+ Thrombocytopenia (< 100,000 cells/uL)

* Recent (within six weeks) major surgery or trauma

« Intracranial néoplasm, arteriovenous malformation, or
apeurysm

* Severe uncontrolled hypertension

. Presumed or documented history of vasculitis

« Use of intravenous dextran Dbefore PCI, or intent to use it
durihg an intervention .

Abciximab is dlso ‘contraindicated in patients with known

hypersensﬁmty to any component of this product or to

murme protems . .

WARN'INGS -

Abciximab has the potentlal to increase the risk of bleedmg,

particularly in the presence-of anticoagulation, e.g.; from

heparin; other -anticoagulants, or:thrombelytics: (see AD-

. VERSE REACTIONS: Bleeding). :»
:The risk.of majorbleeds due to Abcmmab therapy may be,
increased in patients receiving thrombolytics and should be

weighed against the anticipated benefits. .

Should serious bleeding occur that is not controllable with
pressure, the infusion of Abciximab and any concomitant
heparin should be stopped.

PRECAUTIONS

Bleeding Precautions- To minimize the risk of bleeding Wlth
Abciximab; it is important to use a low-dose, weight-ad-
justed heparin regimen, a weight-adjusted Abciximab bolus
and infusion, strict ‘anticoagulation‘guidelines, careful vas-
cular access site management, discontinuation of heparin
after the procedure and. early femoral arterial sheath
removal.

Therapy with Abciximab requires careful attention to all po-
tential bleeding sites (including catheter insertion sites, ar-
terial and venous puncture sites, cutdown sites, needle
puncture sites, and gastrointestinal, genitourinary, and ret-
roperitoneal sites).

Arterjal and venous punctures, intramuscular injections,
and use of urinary catheters, nasotracheal intubation, na-
sogastric tubes and automatic blood pressure cuffs should
be minimized. When obtaining intravenous access, non-
compressible sites.(e.g., subclavian or jugular veins) should
be avoided. Saline or heparin locks should be considered for
blood drawing. Vascular puncture sites should be docu-
mented and monitored, Gentle care should be provided
when removing dressings.

Femoral artery access site: Arterial access site care is im-
portant to-prevent bleeding. Care should be taken when at-
“tempting vascular access that only the anterior wall of the
femoral artery is punctured, avoiding a Seldinger (through

et nla) bnnk
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Table 3
PRIMARY ENDPOINT EVENT RATE AT 30 DAYS - CAPTURE TRIAL

Death, MI, or urgent intervention®
p-value vs. placebo.
Components of Primary Endpoint®-
Death
MI in surviving patients
Urgent intervention in surviving patients
without an acute MI *

Placebo Abciximab
(n=635) (n=630)
" 'Nuber of Patients (%) . .
101 (15.9) 71{11.3)
o 0.012
8(1.3) 6 (1.0)
49 (1.7 24 (3.8)
44 (6.9) 41(6.6)

4 Patients who experienced more than one event in the first 30 days are counted only once. Urgent interveritions included
any unplanned PCI after the planned intervention, as well as any stent plaoement for immediate patency and any

unplanned CABG or use of an intra-aortic balloon pump.

® Patients are counted only once under the most serious component (death > acute MI > urgent intervention).

maintained on complete bed.rest with the head of the bed
< 30° and the affected limb restrairied in a straight position.
Patienfs may be medicated for back/groin pain as necessary.
Discontinuation of-heparin.immediately upon completion of
the procedure and removal of the arterial sheath within six
hours is strongly recommended if APTT = 50 sec or ACT

< 175 sec (See PRECAUTIONS: Laboratory Tests). In all |
circumstances, heparin should be discontinued at least two

hours prior to arterial sheath removal.

Following sheath removal; pressure should be apphed to the
femoral artery for at least 30 minutes using either manual
compression or a mechanical device for hemostasis. A pres-
sure dressing should be applied following hemostasis. The
patient should be maintained on bed rest for six to eight
hours following sheath removal or discontinuation of
Abciximab, or four hours following discontinuation of hepa-
rin, whichever is later. The pressure dressing should be re-
moved prior to ambulation. The sheath insertion site and
distal pulses of affected leg(s) should be frequently checked
while the femoral artery sheath is in place and for six hours
after femoral artery sheath removal. Any hematoma should
be measured and monitored for enlargement.

The following conditions have been associated with an in-
creased risk of bleeding and may be additive with the effect
of Abciximab in the angioplasty setting: PCI within 12
hours of the onset of symptoms for acute myocardial infarc-
tion, prolonged PCI (lasting more than 70 minutes) and
failed PCL

Use of Thrombolytics, Anticoagulants and Other Antiplate-
let Agents- In the EPIC, EPILOG, CAPTURE, and
EPISTENT trials, Abciximab was used concomitantly. with
heparin and aspirin. For details of the anticoagulation algo-
rithms used in these clinical trials, see CLINICAL STUD-
IES: Anticoagulation. Because Abciximab inhibits platelet
aggregation, caution should-be employed when it is used
with other drugs that affect hemostasis, including throm-
bolytics; oral.anticoagulants, non-steroidal anti-inflamma-
tory drugs, dipyridamole, and ticlopidine. -.

In the EPIC trial, there was limited experience with the ad-
ministration’of Abciximab with low molecular weight dex-

tran. Low molecular weight dextran was usually given for

the deployment of a coronary stent, for, which oral antico-
agulants were also given In'the 11 patients who received
low molecular weight dextran with Abcmmab five had ma-
jor bleeding events and-four had minor bleeding events.
None of the five placebo patients treated with low molecular,
weight.dextran had a major or minor bleedmg event (see
CONTRAINDICATIONS).

There are limited data on the use of Abcmmah in patients
receiving thrombolytic agents.. Because of concern about
synerglstlc effécts ‘on bleeding, systemic thrombolytic ther-

~apy should be ased Todiciously.

Thrombocytopenia- Platelet counts should be monltored
prior to treatment, two to four hours following the bolus
dose of Abciximab and at' 24 hours or prior to discharge,
whichever is first. If a patient experiences an acute platelet
decrease (e.g., a platelet. decrease to less than 100,000
cells/pL and a decrease of at least-25% from pre-treatment
value); ‘additional platelet counts should be determined.
These platelet counts should be drawn in three separate
‘tubes containing ethylenediaminetetraacetic acid (EDTA),
citrate and heparin, respectwely to exclude pseudo-
thrombocytopenia due to in vitro anticoagulant interaction.
If true“thrombocytopenia is verified, Abciximab should be
immediately discontinued and the condition appropriately
monitored-and treated. For patients with thrombocytopenia
in the clinical trials, a daily platelet count was obtained un-
til it returned to normal. If a patient’s platelet count
dropped to 60,000 cells/uL,, heparin and aspirin were discon-
tinued. If a patient’s platelet count dropped below 50,000
cells/L, platelets-were transfused. Most cases of severe
thrombocytopenia (< 50,000 cells/nL) occurred within the
first 24 hours of Abciximab administration.

Restoration of Platelet Function- In the event of serious
uncontrolled bleeding or the need for emergency surgery,
Abciximab should be discontinued. If platelet function does
not return to normal, it may be restored, at least in part,
with platelet transfusions.

Laboratory Tests- Before infusion of Abciximab, platelet
count, prothrombih time, ACT and APTT should be mea-
sured to identify pre-existing hemostatic abnormalities.
Racod an an intasrated analvsis of data from all studies. the
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When Abciximab is initiated 18 to 24 hours before PCI, the
APTT should be maintained between 60 and 85 seconds
during the Abciximab and heparin infusion period.

During PCI theACT should be maintained between 200 and
300 seconds.

If anticoagulation is continued in these patients following
PCI, the APTT should be maintained between 55 and 75
seconds.

The APTT or ACT should be checked prior to arterial sheath
removal. The sheath should not be removed unless APTT
= 50 seconds or ACT < 175 seconds.

Readministration- Administration of Abmxmab may result
in human anti-chimeric antibody (HACA) formation that
could potentially cause allergic or hypersensitivity reactions
(including anaphylaxis), thrombocytopenia or diminished
benefit upon readministration of Abciximab. In the EPIC,
EPILOG, and CAPTURE trials, positive HACA responses
occurred in approximately 5.8% of the Abciximab-treated
patients. There was no excess of hypersensitivity or allergic
reactions related to Abciximab treatment.
Readministration of Abciximab to 29 healthy volunteers
who had not developed a HACA response after first admin-
istration has not led to any change in Abciximab pharmaco-
kinetics or to any reduction in antiplatelet potency. How-
ever, results in this small group of patients suggest that the
incidence of HACA response may be increased after read-
ministration. Readministration to patients who have devel-
oped a positive HACA response after initial administration
has not been evaluated in clinical trials:

Allergic Reactions- Anaphylaxis-has not.been reported for
Abciximab-treated patients in any of the Phase 3 clinical
trials. However, anaphylaxis may occur. If it does, adminis-
tration of Abciximab should be immediately stopped and
standard appropriate resuscitative measures should be
initiated.

Drug .Interactions- Although drug interactions with
Abciximab have not been studied systematically, Abciximab
has been administered to patients with ischemic heart dis-
ease treated concomitantly with.a broad range of medica-
tions used in the treatment of angina, myocardial infarction
and hypertension, These medications have included hepa-
rin, warfariny beta-adrenergic receptor blockers, calcium
cham\el antagonists, angiotensin converting enzyme.inhibi-
tors, intravenous and oral nitrates, ticlopidine, and aspirin.
Heparin, other anticoagulants,-thrombolytics, and anti-
platelet agents may be associated with an increase in bleed-
ing: Patients with HACA titers may have allergic or hyper-
sénsitivity reactions when treated with other diagnostic or
thérapeutic monoclonal antibodies.

Carcmogenesis ‘Mutagenesis and Impairment of Fertility-
In vitro-and i vivo mutagenicity studies have not demon-
strated any mutagenic effect. Long-term studies in animals
have,not been performed to evaluate the carcinogenic poten-
tial or effects on fertility in male or female animals.
Pregnancy Category C- Animal reproduction studies have
not been conducted with Abciximab. It is also not known
whether Abciximab can cause fetal harm when adminis-
tered to a pregnant woman or can affect reproduction capac-
ity. Abciximab should be given to a pregnant woman only if
clearly needed.

Nursing Mothers- It is not known whether.this drug is ex-
creted in human milk or absorbed systemically after inges-
tion. Because many drugs are excreted in human milk, cau-
tion should be exercised when Abciximab is administered to
a nursing woman.

Pediatric Use- Safety and effectiveness in pediatric patients
have not been studied. .

Geriatric Use- Of the total number of 7860 patients in the
four Phase 3 trials, 2933 (37%) were 65 and over, while 653
(8%) were 75 and over. No overall differences in safety or
efficacy were observed between patients of age 65 to less
than 75 as compared to younger patients. The clinical exper-
ience is not adequate to determine whether patients of age
75 or greater respond differently than younger patients.

ADVERSE REACTIONS

Bleeding- Abciximab has the potential to increase the risk of
bleeding, particularly in the presence of anticoagulation,
e.g., from heparin, other anticoagulants or thrombolytics.
Bleeding in'the Phase 3 trials was classified as major, minor
or insignificant by the criteria of the Thrombolysis-in Myo-
cardial Infarction study group (15). Major bleeding events
were defined as éither an intracranial hemorrhage or a de-
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hematemesis, observed blood Ioss with a hemoglobin de-
crease of more than 3 g/dL, or a decrease in hemoglobin of at
least 4 g/dL without an identified bleeding site. Insignificant
bleeding events were defined as & decrease in hemoglobin of
less than 3 g/dL ot a decrease in hemoglobm between 3:4
g/dL without observed bleeding. In patients who received
transfusions, the number of imits of blood lost was esti-
mated thmugh an adaptation of thé method of Landefeld, et
al. (16).

In the EPIC trial; in which a° non-weight-adjusted, longer-
duration heparin dose regimén was used, the most common
complication during Abciximab therapy was bleeding
durmg the first 36 hours. The incidences of major bIeedmg,
minor bleeding and transfusion of blood products were sig-
nificantly. increased. Major- bleeding occurred in.10.6% of
patients in the Abciximab bolus plus infusion arm compared
with 8.3% of patients in the placebo. arm. Minor bleeding
was seen in 16.8% of Abciximab bolus plus infusion patients
and.9.2% of ‘placebo patients (7). Approx.lmately 70% of
Abciximab-treated patients with major bleedmg had bleed-
ing at the arterial access site.in the groin. Abciximab-
treated patients also had a higher incidence of major bleed-
ing events from gastrointestinal, genitourinary,
retroperitoneal, and other sites.

Bleeding rates. were reduced in the CAPTURE trial, and
further reduced in the EPILOG and EPISTENT mals by
use of modified dosing. regimens and specific patient man-
agement techniques. In EPILOG and EPISTENT, using the
heparin and Abeiximab dosing, sheath removal and arterial
access site. guxdelmes described under PRECAUTIONS, the
incidence of major bleeding in patients treated with
Abciximab and low-dose, weight-adjusted heparin was not
significantly. different from that in patients receiving
placebo. i

Subgroup analyses in the EPIC and CAPTURE trials
showed that non-CABG major bleeding was more common
in Abciximab patients weighing < .75 kg. In the EPILOG
and EPISTENT trials, which used weight-adjusted heparin
dosing, the non-CABG major bleeding rates for Abciximab-
treated patients did not differ substantially by weight sub-
group.

Although data are limited, Abciximab treatment was not as-
sociated with excess major bleeding in patients who under-
went CABG surgery. (The range among all treatment arms
was 3-5% in EPIC, and 1-2% in the CAPTURE, EPILOG,
and EPISTENT trials.) Some patients with prolonged bleed-
mg times.received platelet transfusions to correct the bleed-
ing time prior to surgery. (See PRECAUTIONS:. Restoratmn
of Platelet Function.) .

The rates of major bleeding, minor bleeding and bleeding
events requiring transfusions in the CAPTURE, EPILOG,
and EPISTENT trials are shown in Table 4. The rates of
insignificant bleeding events are not included in Table 4.
[See table 4 at right]

Intracranial Hemorrhage and Stroke- ’I‘he total incidence of
intracranial hemorrhage and non-hemorrhagic stroke
across all.four trials was not significantly different, 9/3023
for placebo patients .and 15/4680 for Abciximab-treated pa-
tients. The incidence of intracranial hemorrhage was 3/3023
for.placebo patients and 7/4680 for Abciximab patients.
Thrombocytopenia- In the clinjcal tnals patients treated
with Abciximab were more likely than patients treated with
placebo to experience decreases in platelet counts.

Among patients.in the EPILOG and EPISTENT trials who
were treated with Abeiximab plus low-dose heparin, the pro-
portion of patients with any thrombocytopenia (platelets
less than 100,000 celis/nL) ranged from 2.5 to 3.0%. The in-
cidence-of severe thrombocytopenia (platelets less than
50,000 cells/uL) ranged from 0.4 to 1.0%and platelet trans-
fuisions were required:in 0.9 to 1.1%, respectively. Modestly
lower rates were observed among patients treated with pla-
cebo plus standard-dose heparin. Overall-higher rates were
observed among patients in the EPIC and CAPTURE trials
treated with Abciximab plus longer duration heparin: 2.6 to
5.2% were-found to have any thromboeytopenia, 0.9 t01.7%
had severe thrombocytopenia; and 2.1 to 5.5% required
platelet transfusion, respectively.

Other Adverse Reactions- Table 5 shows adverse events
other than bleeding and thrombocytopenia from the com-
bined EPIC, EPILOG and CAPTURE trials which occurred
in patients in the bolus plus infusion arm at an incidence of
more than 0.5% higher than in those treated with placebo:
{See table 5 at right) .

The following additional adverse events from the EPIC
EPILOG and CAPTURE trials were reported by. investiga-
tors for patients treated with a bolus plus infusion of
Abciximab at incidences which were less than 0.5% higher
than for patients in the placebo arm.

Cardiovascular System: ventricular tachycardxa (1.4%),
pseudoaneurysm (0.8%), palpitation (0.5%),,arteriovenous
fistula (0.4%), incomplete AV block (0.3%), nodal arrhythmla
(0.2%), complete. AV block. (0.1%), embolism (limb)(0.1%);
thrombophiebitis (0.1%);

Gastrointestinal System: dyspepsm (2 1%) diarrhea
(1.1%), ileus (0.1%), gastroesophogeal reflux (0.1%); .
Hemic and Lymphatic System: .. anemia (1.3%), leukocyto-
sis (0.5%), petechiae (0.2%); -

Nervous System: ! dizziness (2.9%), anxiety (1 7%), abnor-
mal thinking (1.3%), .agitation (0.7%), hypesthesia (0.6%),
confusion (0.5%) muscle contractions (0. 4%) coma (0.2%),
hypertonia (0.2%), deIopxa 0.1%) - .

Respiratory System: | pneumonia (0. 4%] rales 0.4%),
pleural effusion (0.3%), bronchitis .(0.3%) bronchospasm
(0.3%), pleurisy (0.2%), pu]monary embolism (0.2%), rhon-
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Table 4
NON-CABG BLEEDING IN TRIALS OF PERCUTANEOUS CORONARY
INTERVENTION (EPILOG, EPISTENT and CAPTURE}
Number of Patients with Bleeds (%)

EPILOG and EPISTENT:

Placebo®

(n = 1748)
Major® 18 (1.0)
Minor 46.(2,6)
Requiring transfusion® 15(0.9)
CAPTURE:
Placebo’
{n=635)
Major® 12(1.9)
Minor 13 (2.0)
Requiring transfuswn -9(1.4)

Abciximab, + Abciximab +
Low-dose Heparin® Standard dose Heparin®
- (0=2525) (n=918)
2140.8) 7Ty
82(32) 0076
13(0.5) 7008
Abciximab’
(n=630) .
24-(3.8)
30 (4.8)
15 (2:4)

? Patients who had bleedmg in rhore than one cla551ﬂcatzon are counted only once according to the most severe
classification. Patients with mulfiple bleeding events of the same classification are also counted once within that

clasmﬁcatwn

b Patients with major non-CABG bleeding who received packed red blood cells or whole blood transfusion.
© Standard-dose heparin with or without stent (EPILOG and EPISTENT)
9 Low-dose heparin with or withoat stent (EPILOG and EPISTENT)

© Standard-dose heparin (EPILOG)
rSta.n&ard dosé heparin (CAPTURE)

. Table 5 a
~ ADVERSE EVENTS AMONG TREATED PATIENTS IN THE EPIC, EPILOG, AND CAPTURE TRIALS

Event

Cardiovascular system
Hypotension
Bradycardia

Gastrointestinal system
Naugea
Vomiting
Abdominal pain

Miscellaneous
Back pain
Chest pain
Headache
Puncture site pain
"Peripheral edeina

Placebo Bolus + Infusion
(n=2226) (n-3111)
Number of Patients (%)

230 (10.3) 447 (14.4)
79 (3.5) 140 (4.5)
255 (11.5) 423 (13.6)
152 (6.8) 226 (7.3)
49 (2.2) 97(3.1)
304 (18.7) ° 546 (17:6)
2081(9.3) 356 (11.4)
122 (5:5) . 200 (6.4)
58 (2.6) 113(3.6)
25 LD 49 (15)

Musculoskeletal System: myalgia (0. 2%)

Urogenital System: - uri ary retenition (0.7%), dysuria
{0.4%), abnormal renal function (0.4%); frequent micturition
(0.1%), cystalgia (0.1%), urmary incontinence (0 1%), pros-
tatitis (0.1%);

Mlscellaneous pair (5.4%), ‘sweating incredsed (1.0%), as-
thenia (0.7%), incisional pain (0.6%), pruritus (0.5%), abnior-
imal vision (0.3%); edéma (0.3%), wound (0.2%), abscess
(0.2%), cellulitis (0.2%), periphéral coldneéss (0.2%), injection
site  pain (0.1%), dry mouth (0.1%), pallor (0.1%), diabetes
mellitus (0.1%), hyperkalemia (0.1%), enlarged abdomen
(0.1%), bullous eruption (0.1%), mﬂammahon (0. 1%) drug
toxicity (0.1%). ~

OVERDOSAGE

‘There has been no expenence of overdusage in human c]m~
ical trials.

DOSAGE AND ADMINISTRATION

The safety and efficacy of Abciximah have only been inves-
tlgated with concomitant administration of heparin and as-
pirin as described in CLINICAL STUDIES.

In patients with. failed PCls, the continuous infusion of
Abciximab should be stopped because there is no evidence
for Abciximab efficacy in that setting.

In the event of serious bleeding that canndt be controlled by
compression, Abciximab.and heparin should be discontin-
ued immediately.

The recommended dosage of Abciximab in adults is a
0.25 mg/kg intravenous holus administered 10-60 minutes
before the start of PCI, followed by a _continuous intrave-
nous infusion of 0,125 ug/kg/mm (to a maximum of 10 pg/
min) for 12 hours.

Patients with unstable angma not. respondmg t0. conven-
tional medical therapy and who are planned to undergo PCI
within 24 hours may be treated with an Abciximab
0.25 mg/kg intravenous bolus followed by an 18 to.24-hour
intravenous infusion of 10 pg/min, concluding one hour af-
ter the PCL

Instructions for Admmlstratmn .

1. Parenteral drug products ‘should be mspected visually for
particulate. matter prior to administration. Preparations of
Abeiximab containing v:sxbly opaque particles should NOT
be used. .

2. vaersenmtxvxty reactmns should be . anticipated
whenever protein solutions such as Abciximab are adminis-
tered. Epinephrine, dopamine, theophylline, antihista-
mines and corticosteroids should be available for
immediate use. If symptoms of an allergic reaction or ana-
phylaxis appear, the infusion should be stopped and appro-
priate. treatment given,;

3. As with all parenteral drug products aseptlc procedures
should be used during the administration of Abciximab.

4. Withdraw the necessary | amount of Al
injection into a synnge Filter ‘the. botug ing a
sterile, non-pyrogenic, low protein-binding 0.2 or 0- 22 um
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5. Withdraw the necessary amount of Abciximab for the con-

tinuous infusion into a syringe. Inject into an appropriate
container of sterile 0.9% saline or 5% dextrose and' infuse
at the calculated rate via-a continuousinfusion pump.
The' continuous xnfusmn should be filtered either upon
admixture’ using 4 " sterils, non-pyrogemc low
protein-binding' 0.2:or 0.22 m syringe filter (Millipore
SLGV025LS or equivalent) or upon administration using an
in-line, sterile, non-pyrogenic, low protein-binding 0.2 or
0.22 pm filter (Abbott #4524 or equivalent). Discard-the un-
used portion at the end of the infusion.

6. No incompatibilities have beén shown with intravenous
infusion fluids or commonly used cardiovascular-drugs.
Nevertheless, Abciximab should be administered in a sepa:
rate intravenous line whenever possible and ot mlxed with
other medications.

7. No ingompatibilities have been observed “with glass
bottles or polyvinyl chloride bags and administration sets.
HOW SUPPLIED - 3
Abciximab (ReoPro®) 2 mg/mL is supplied in 5 mL vials
containing 10 mg (NDC 0002-7140-01). B

Vials should be stored at 2 to 8°C (36 to 46°F), Do not freeze.

Do not shake. Do not use beyond the expiration date. Dis-
card any unused portion left in the vial.
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STRATTERA™ i B
[stra-tér-al " h
{atomoxetine HCl)

DESCRIPTION

STRATTERA™ (atomoxetine HCI) is a selecme norepi-
nephrine reuptake inhibitor. Atomoxetine HCI is the R()
isomer as determined by x-ray diffraction. The chemical
designation is (-)-N-methyl-3-phenyl-3-(o-tolyloxy)-propyl-
amine = hydrochloride. The molecular formula is
C7Hy NO*HCI, which corresponds to a molecular weight of
291.82. The chemical structure is:

HaCj@
N N -
. H A

[ AMs

*HCI

Atomoxetine HCl is a white to practically white solid, which
hasa solubility of 27.8 mg/mL in water.
STRATTERA capsules are mt,ended for oral administration
only.
Each capsule contains atomoxetine HC] equivalent to 10,
18, 25, 40, or 60 mg of atomoxetine. The capsules also con-
tain pr d starch and dimethicone. The capsule
shells contain gelatin, sodium lauryl sulfate, and other in-
active ingredients. The capsule shells also contain one or
more of the following: FD&C Blue No. 2, synthetic yellow
iron oxide, titanium dioxide. The capsules are 1mpnnted
.. with edxble black ink.

CLINICAL/ PHARMACOLOGY

latini

Pharrr y ics and of Action’
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der (ADHD) is unknown, but is thought to be related to se-
lective inhibition of the pre-synaptic norepinephrine trans-
porter, as ‘determined in ex vivo uptake and
neurotransmitter depletion studies.

Human Pharmacokinetics

Atomoxetine is well-absorbed after oral administration and
is minimally affected by food. It is eliminated primarily by
oxidative metabolism through the cytochrome P450 2D6
(CYP2D6) enzymatic pathway and subsequent glucuronida-
tion. Atomoxetine has a half-life of about 5 hours. A fraction
of the population (about 7% of Caucasians and 2% of African
Americans) are poor metabolizers (PMs) of CYP2D6 metab-
olized drugs. These individuals have reduced activity in this
pathway resulting in 10-fold higher AUCs, 5-fold higher
peak plasma "concentrations, and slower elimination
(plasma half-life of about 24 hours) of atomoxetine com-
pared with people with normal activity [extensive metabo-
lizers (EMs)]. Drugs that inhibit CYP2D8, such as fluoxe-
tine, paroxetine, and quinidine, cause similar increases in
exposure,

The pharmacokinetics of atomoxetine have been evaluated
in more than 400 children and adolescents in selected clin-

Jical trials, primarily using population pharmacckinetic

studies. Smgle -dose and sbeady state individual pharmaco—
kinetic data were also obtained in children, adoles and
adults. When doses were normalized to a ‘mg/kg basxs,
similar half-life, C.,,, and AUC values were observed in
children, adolescents and adults. Clearance and volume of
distribution after adjustment for body.weight were also
similar. : .

Absorption and Distribution—Atomoxetine is rapidly ab-
sorbed after oral administration, with absolute bioavailabil-
ity of about 63% in EMs and 94% in PMs. Maximal plasma
concentrations (C,,,) are reached approximately 1 to 2
hours after dosing.

STRATTERA can be administered with or w:thout food, Ad-
ministration of STRATTERA with a standard high-fat meal
in adults did not affect the extent of oral absorption of
atomoxetine (AUC), but did decrease the rate of absorption,
resulting in a 37% lower C,,,, and delayed Ty, by 3 hours.
In clinical trials with children and adolescents, administra-
tion of STRATTERA with food resulted in a 9% lower Cpay.
The steady-state volume of distribution after intravenous
administration is 0.85 L/kg indicating that atomoxetine dis-
tributes primarily into total body water. Volume of distribu-
tion is similar across the patient weight range after normal-
izing for body weight.

At therapeutic .concentrations, 98% of atomoxetine in
plasma.is bound to protein, primarily albumin.
Metabolism and Elimination—Atomoxetine is metabolized

primarily through the CYP2D6 enzymatic pathway. People |

with reduced activity in this pathway (PMs) have higher
plasma concentrations of atomoxetine compared with
people with normal activity (EMs)..For PMs, AUC of
atomoxetine is approximately 10-fold and Cg poy is about
5-fold greater than EMs. Laboratory tests are available to
identify CYP2D6 PMs. Coadministration of STRATTERA
with potent inhibitors of CYP2D8, such as fluoxetine, par-
oxetine, or quinidine, results in.a substantial increase in
atomoxetine plasma exposure, and dosing adjustment may
be necessary (see Drug-Drug Interactions). Atomoxetine did
not inhibit or induce the CYP2D6 pathway.

The major oxidative metabolite formed, regardless: of
CYP2D6 status, is 4-hydroxyatomoxetine, which is
glucuronidated. 4-Hydroxy: xetine is equipotent to
atomoxetine as an inhibitor of the norépinephrine trans-

healthy subjects (about a 65% increase), but there was no
difference when exposure was corrected for mg/kg dose.
STRATTERA c¢an therefore be administered to ADHD pa-
tients with end stage renal disease or lesser degrees of renal
insufficiency using the normal dosing regimen.
Geriatric—The pharmacokinetics of atomoxetine have not
been evaluated in the geriatric population.

Pediatric—The pharmacokinetics of atomoxetine in child-
ren and adolescents are similar to those in adults. The phar-
macokinetics of atomoxetine have not been evaluated in
children under 6 years of age.

Gender—Gender did not influence atomoxetine disposition.
Ethnic origin—Ethnic origin did not influence atomoxetine
disposition (except that PMs are more common in
Caucasians).

Drug-Drug Interactions

CYP2D6 activity and atomoxetine plasma concentration—
Atomoxetine is primarily metabolized by the CYP2D6 path-
way to 4-hydroxyatomoxetine. In EMs, inhibitors of
CYP2DS6 increase atomoxetine steady-state plasma concen-
trations to exposures similar to those observed in PMs. Dos-
age adjustment of STRATTERA in EMs may be necessary
when coadministered with CYP2D#6 inhibitors, e.g., parox-
etine, fluoxetine, and quinidine (se¢ Drug Interactions un-
der PRECAUTIONS). In vitro studies suggest that coad-
ministration of cytochrome P450 inhibitors to PMs will not
increase the plasma coricentrations of atomoxetine.

Effect of atomoxetine on P450 enzymes—Atomoxetine did
not cause clinically important inhibition or induction of cy-
tochrome P450 enzymes, including CYP1A2, CYP8A,
CYP2D6, and CYP2C9.

Albuterol—Albuterol (600 meg iv over 2 hours) induced in-
creases in heart rate and blood pressure. These effects were
potentiated by atomoxetine (60 mg BID for 5 days) and were
most marked after the initial coadministration of albuterol
and “atomoxetine (see Drug-Drug Interactmns ‘under
PRECAUTIONS).

Alcohol—Consumption of ethanol with STRATTERA did not
change the intoxicating effects of ethanol.
Desipramine—Coadministration of STRATTERA (40 or
60 mg BID for 13 days) with desipramine, a model com-
pound for CYP2D6 metabolized drugs (single dose of 50 mg),
did not alter the pharmacokinetics of desipramine. No dose
adjustment is recommended for drugs metabolized by
CYP2DS6.

Methzlghemdate—-coadmlmstratmn of methylphenidate
with STRATTERA did not increase cardiovascilar effects
beyond those seen with methylphenidate alone.
Midazolam—Coadministration of STRATTERA (60 mg BID
for 12 days) with midazolam, a model compound for
CYP3A4 metabolized drugs, (single dose of 5 mg), resulted
in 15% increase in AUC of midazolam. No dose adjustment
is recommended for drugs metabolized by CYP3A.

Drugs highly bound to plasma protein—In vitro drug-
displacement studies were conducted with atomoxetine and
other highly-bound drugs at therapeutic concentrations.
Atomoxetiné did not affect the binding of warfarin, acetyl-
salicylic acid, phenytoin, or diazepam to human albumin.
Similarly, these compounds ‘did not affect the binding of
atomoxetine to human albumin.

Drugs that affect gastric pH—Drugs that elevate gastric pH
{magnesium hydroxide/aluminum hydroxide, omeprazole)
had no effect on STRATTERA bioavailability.

CLINICAL STUDIES
The effectiveness of STRATTERA in the treatment of ADHD
was established in 6 randomized, double-blind, placebo-

porter but circulates in plasma at much lower tra-
tions (1%.of atomoxetine coricentration in EMs and 0.1% of
atomozetine concentration in PMs). 4- -Hydroxyatomoxetine
is pnmanly formed by CYP2D6, but in PMs, 4-hydroxyato-
moxetine is formed at a slower rate by several other cyto-
chrome P450 N Desmebuym ine is.formed
by CYP2C19 and other eytochrome P450 enzymes, but has
substantially léss pharmacological activity compared with
atomoxetine and circulates in plasma at lower concentra-
tions (5% of atomoxetine concentration in EMs and 45% of
atomoxetine concentration in PMs).

Mean apparent plasma clearance of atomoxetine after oral
administration in adult EMs is 0.35 L/hr/kg and the mean
half-life is 5.2 hours. Following oral administration of
atomoxetine to PMs; mean apparent plasma clearance is
0.03 L/hr/kg and mean half-Jife is 21.6 hours. For PMs, AUC
of atomoxetine is approximately 10-fold and Cy, .. is about
5-fold greater ‘than” EMs. The elimination “half-life- of
4-hydroxyatomoxetine is similar to that of N-desmethylato-
moxetine (6 to 8 hours) in EM subjects, while the half-life of
N- desmethylatomoxetme is much longer in PM subjects (34
to 40 hours). :

Atomoxetine is excréted pnmanly as 4-hydroxyatomoxet-
ine-O-glucuronide, mainly in the urine (greater than 80% of
the dose) and to a lesser extent in the feces (less than 17% of
the dose)."Only a small fraction of the STRATTERA dose is
excreted as unchanged atomoxétine (less than 3% of the
dose), indicating extensive blotransfurmahon

Special Populations

Hepatic msufﬁclsncy—Atomoxetme exposure (AUC) is in-
creased, compared with normal subjects, in EM subjects
with moderate (Child-Pugh Class B) (2-fold increase) and
severe (Child-Pugh Class C) (4-fold increase) hepatic insuf:
ficiency. Dosagé adjostment is recommended for patients
with moderate or sévere hepatic msuﬂicxency (see DOSAGE
AND ADMINISTRATION)

.
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controlled studies in children, adolescents, and adults who
wet Diagnostic and Statistical Manual 4% edition (DSM-TV)
criteria for ADHD (see INDICATIONS AND USAGE).
Children and Adolescents

The effectiveness of STRATTERA in the treatment of ADHD
was established in 4 randomized, double-blind, placebo-
controlled studies of pediatric patients (ages 6 to 18). Ap-
proximately one-third of the patients met DSM-IV criteria
for inattentive subtype and two-thirds met criteria for both
inattentive and hyperactive/impulsive:subtypes (see INDI-
CATIONS AND USAGE). .

Signs and symptoms of ADHD were evaluated by a compar-
ison ‘of mean change from baseline to endpoint for
STRATTERA- and placebo-treated patients using an intent-
to-treat analysis of the primary outcome measure, the in-
véstigator administered and séored ADHD Rating Scale-IV-
Parént " Version - (ADHDRS) total score including
hyperactive/impulsive and inattentive subscales. Each item
on the ADHDRS maps directly to one symptom criterion for
ADHD in the DSM-IV. )
In Study 1, an 8-week randomized, double-blind, placebo-
controlled, dose-response, acute treatment study of children
aiid ‘adolescents aged 8 to 18 (N=297), patients received ei-
ther a fixed dose of STRATTERA (0.5, 1.2, or 1.8 ing/kg/day)
or placebo. STRATTERA was administered as a divided
dose in"the early morning and late afternoon/eatly evening.
At the 2 higher doses, improvements in ADHD symptoms
were statistically significantly superior in STRATTERA-
treated patients compared with placebo-treated patients as
measured on the ADHDRS scale. The 1.8-mg/kg/day
STRATTERA dose did not provide any additional benefit
over that observed with the 1.2-mg/kg/day dose. The 0.5-mg/
kg/day STRATTERA dose was not superior to placebo.

In Study 2, a 6-week randomized, double-blind, placebo-
controlled, acute treatment- study of children and adoles-
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Sandostatin LAR® Depot vials are manufactured by:
Biochemie GmbH, Schaftenau, Austria

(Subsidiary of Novartis Pharma AG, Basle, Switzerland). .. ’

The diluent vials are manufactured by:

Table 1 Efficacy Parameters (Percentage of Patients)

- .Dual-therapy Regimen {cyclosporine* and corticosteroids)

1 Study 1 Study 2
Novartis Pharma AG, Basle, Switzerland Placebo  Simulect® Placebo Ssmulect“’
Distributed by: N=185 N=190) ©  p-value - (Nz173 2173 -
Novartis Pharmaceuticals Corporatlon i ‘ ) { )| pele D w : (N 73 pvelue
East Hanover, New Jersey 07936 anary endpomt
©Novartis
‘Shown in Product Identification Guide, page 327 Death, graft loss or acute rejection eplsode (0 6 mg;m;hs} 2% 0008 5% s o0z
‘ Secondary endpolnts ' . : »
SIMULECT® B Death, graft loss or acute rejection eplSOde (0 12 months) S g :
[stm ew Lkt » . . 0% 46%: 0.007 58% 41% 0.001
“[basiliximab} Biopsy-confirmed rejection episode (0-6 months) . it
For Injection 44% 30% 0.007 46% 33% 0.015
Rx only Biopsy-confirmed rejection episode (0-12 months) 2
. L v . 6% 32% 0.005 49% 35% 0.009 .
The /"ollo_wmg prescribing information is based on official | Patient survival {12 months) X :
labeling in effect July 2003. T 97% 95% 0:29 96% 97% , 0.56
Prescribing Information Patients with functioning graft (12 months) . . .
- — . 87% 88% 0.70 93% 95% 0.50 .
g’ARNM? . e * USP (MODIFIED)
nly phy > P n f T
therapy and, of organ pa- | | 911, halflife was 9.5 +:4.5.days and clearance was 17

| tients should prescribe Simulect®” (bastlmmab) The

physician responsible for Simulect® administration

“should-have complete ‘ififormation requisite for the’
follow-up of the pa‘uent Patients recewmg the drug

should be managed in facilities equippedand staffed
with adequate: Iabora(ory and supportlve medrcal‘
resources

DESCRIPTION

Sxmulect® (basiliximab) is. a. chimeric (munne/human)
monoclonal antibody (IgGy,), produced by recombinant
DNA technology, that functions as an immunosuppressive
agent, specifically binding to and blocking the interleukin-2
receptor, a-chain (IL-2Ra, also known as CD25 antigen) on
the surface of activated T-lymphocytes. Based on the amino
acid sequence, the calculated molecular weight of the pro-
tein is 144 kilodaltons. It is a glycoprotein obtained from
fermentation of an established mouse myeloma cell line ge-
netically engineered to express p]asmxds containing the hu-
man heavy and light chain constant regx(m genes and mouse
heavy and light chain variable region genes encoding the
RFT5 antibody that binds selectively to the IL-2Ra.

The active ingredient, bagiliximab, is water soluble. The
drug product Simulect®, is a sterile lyophilisate which is
available in 6 mL colorless glass vials and is available in
10 mg and 20 mg strengths.

Each 10 mg vial contains 10 mg basxlmmab 3.61mg moRo-
basic potassium phosphate, 0.50 mg disodium hydrogen
phosphate. (anhydrous), 0.80 sedium chloride, 10 mg su-
crose, 40.mg mannitol and .20, mg glycine, to,be reconsti-
tuted in 2.5 mL of Sterile Water for Imec’non, USP. No pre-
servatives. are added.

Each 20 mg vial contains 20 mg basiliximab, 7.21 mg mono-
basic potassium phosphate, 0.99 g disodium hydrogen
phosphate (anhydrous), 1.61 mg sodium chloride, 20 mg su-
crose, 80 mg mannitol and 40 mg glycine, to be reconsti:
tuted in 5 mL 'of Sterile Water for Injection, USP. No  preser-
vatives are added. :

CLINICAL PHARMACOLQGY

General )
Mechanism of action: Basiliximab functions as an 1L-2 re-
ceptor antagomst by binding with high affinity (K, = 1 X
10' M1y to the alpha chain of the high affinity IL-2 receptor
comp]ex and mhlbxtmg IL-2 binding. Basiliximab is specifi-
cally t: geted against TL-2Rq, which is selectively ex-
pressed on the surface of activated Tlymphocytes. This spe-
cific high “affinity ' binding ‘of Simulect® to IL-2Ra
competxczvely inhibits TL-2-mediated activation of lympho-
cytes, a critical pathway in the cellular immune resporise
inivolved in allograft rejection.
While in the circulation, Simulect® i Jmpalrs the response of
the immune systém to antigenic challenges Whether the
ability to respond to repeated or ongoing challenges with
those antigens returis to normal after Simulect® is cleared
is unknown (See PRECAUTIONS).
Pharmacokinetics
Adults: Single-dose and mul{xple -dose pharimacokinetic
studies-have been coriducted in patients undergoing first
kidhey, transplantation. Cumulative doses ranged from
15'mg up to 150 mg. Peak mean * SD serurh concéntration
following intravenous infision of 20 mg over 30 minutes is
7.1 + 5.1 mg/L. There is a dose-proportional increase in
Cay and AUC up to the highest tested smgle dose of 60 mg.
The volume of distribution at steady state is 8.6 = 4.1 L.
The- extent and degree of distribution to various body com-
partments have not been fully studied. The terminal half-
life is 7.2.+ 3.2 days. Total body-clearance s 41 % 19'mL/h.
No clinically relevant influence of body weight or gender on
distribution volume or clearance has been observed in adult
patients. Elimination half-life was not influenced by age
(20-69 - years),  gender or race (See DOSAGE. AND
ADMINISTRATION).
Pediatric: . The pharmacokinetics of Slmulect® have been
assessed in 89 pediatric patients undergoing renal trans-
plantation. In infants and children (1-11 years of age,n=25),
the distribution volume and clearance .were reduced by

IPR2018-01710

6.mL/h. Disposition parameters were not influenced to 2
clinically relevant extent by age (1-11 years of a%e) body
weight (9-37 kg) or- body surface area (0.44-1.20 m*) in this
age.group. In adolescents (12-16 years of age, n=14), dispo-
sition was similar to that in adult renal transplantation pa-
tients. The volume of distribution at steady state was 7.8 =
5.1 L, half-life was 9.1 = 3.9 days and clearance was 31+
19 mL/h (See DOSAGE AND ADMINISTRATION).
Pharmacodynamics

Complete and consistent binding to: IL-2Re in adults i is
maintained as long as serum Simulect® levels exceed 0.2 g/
mL.-As concentrations fall below this threshold; the IL-2Re:
sites are no longer fully bound and the number of T-cells
expressing unbound IL-2Ra returns to pretherapy values
within 1-2 weeks. The relationship between serum.concen-
tration and receptor saturation was assessed in 13 pediatric
patients and was similar to that characterized in adult re-
nal transplantation patients. ln vitro studies using human
tissues indicate that Simulect® binds only to lymphocytes.
The duration of clinically relevant IL-2 receptor blockade
after the recommended course of Simulect® is not known.
‘When basiliximab was added to a regimen of cyclosporine,
USP (MODIFIED) and corticosteroids in adult patients, the
duration of IL-2Ro saturation was 36 * 14 days (mean *
SD), similar to that observed in pediatric patients (36 * 14
days) (See. DOSAGE AND.ADMINISTRATION). When bas-
iliximab was added to a triple thierapy regimen consisting of
cyclosporine, USP (MODIFIED), corticosteroids, and aza-
thioprine in adults, the duration was.50 * 20 days and
when added to cyclosporine, USP (MODIFIED), corticoster-
oids, and mycophenolate mofetil in adults, the duration
was 59 =17 days.(See PRECAUTIONS-DRUG INTERAC-
TIONS). No significant changes to_circulating lymphocyte
numbers or cell phenotypes were observed by flow cytome-
try. L.
CLINICAL STUDIES

The safety and efficacy of Simulect® for the prophylaxis of
acute organ rejection in adults following cadaveric- or
living-donor renal transplantation were assessed:in four
randomized, double-blind, placebo- -controlled clinical stud-
ies (1184 patxents) Of these four, two studies [Study 1 (EU/
CAN) and Study 2 (US study)] compared two 20 mg doses of
Simulect® \v1th placebo, each administered mtravenously as
an infusion, as part of a standard immunosuppressive reg-
imen compnsed of cyclosporine, USP (MODIFIED) and cor-
ticosteroids. The other two controlled studies compared two
20 mg doses of Simulect® with placebo, each administered
intravenously as a bolus mjecuon, as part of & standard tri-
ple immunosuppressive regimen comprised of cyclosporine,
USP (MODIFIED), corticosteroids and either azathioprine
or mycophenolate mofetil (Study 3 and Study 4, respec-
tively). The first dose of Simulect® or: placebo was adminis-
tered within -2 hours prior to transplantation surgery
(Day.0) .and the second.dose admxmstered on-Day 4 post-
transplantation.. The regimen of Simulect® was chosen to
provide 30-45 days of IL-2Ra saturation.

729 patients were enrolled in the two studies using a dual
maintenance immunosuppressive regimen comprised of
cyclosporine, USP-(MODIFIED) and corticosteroids, of
which 363 patients were treated with Simulect® and 358 pa-
tients were placebo-treated. Study 1 was conducted at 21
sites in Europe and Canada (EU/CAN Study); Study 2 was
conducted at 21 sites in the USA (US Study). Patients 18-75
years of age undergoing first cadaveric (Study. 1 and Study
2) or living-donor (Study 2 only) renal transplantation, with
=1 HLA mismatch, were enrolled.””

The primary efficacy. endpoint in both studies was the inci-
dence of death, graft loss or an episode of acute rejection
during the first 6 months post-transplantation.-Secondary
efficacy endpoints included the primary efficacy variable
measured during-the first 12 months post-transplantation,
the incidence of biopsy-confirmed acute rejection during the
first 6 and 12 months post-transplantation, and patient sur-
vival and graft survival, each measured at 12 months post-
transplantation. Table 1 summarizes the results of these
studies. Figure 1 displays-the Kaplan-Meier estimates .of
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post- transplantatmn for Study 2 Patients in both studies
reteiving Simulect® experienced a significantly lower inci-
dénce of biopsy-confirmed rejection episodes at both 6 ‘and
12 months post-transplantation. There was no differénce in
the rate of delayed graft f\mctwn patient survival, orgraft
strvival between Simulect®-treated patients and placebo-
trédted patients in either study.

There was fio evidence that the clinical benefit of Simulect®
was limited to specific subpopulatwns based on age, gender,
race, donor type (cadaveric ot living-donor allograﬁ) or his-
tory. of diabetes mellitus.

{See table 1 above]

Figure ¥
Kaplan-eier Estimate of the Percentage of Subjects with
Death, Graft Loss or First Rejection Episode (Dual Therapy)

Moath: 012

Simulect®

Percent with the Event
=4

Months

Two double-blind, randomized, placebo-controlled studies
(Study 3 and Study 4) assessed the safety and efficacy of
Simulect® for the prophylaxis of acute renal transplant re-
jection in adults when used in corabination with a triple im-
munosuppressive regimen. In Study 3, 340 patients were
coricomitantly treated with cyclosporine, USP (MODIFIED),
corticosteroids and azathioprine (AZA), of which 168 pa-
tients were treated with Simulect® and 172 patients were
treated with placebo. In Study 4,123 patlents Wwere concom-
itantly treated with cyclosporing, USP (MODIFIED), corti-
costeroids and mycophenolate mofetil (MMF), of which 59
patients were treated with Simulect® and 64 patients were
treated with placebo Patients 18-70 years of age undergo-
ing first or second cadaveric ot living-dgrior (related or un-
related) renal transplantatlon\vere enrolled in both studies.
The results of Study 3 are shown in. Table 2. These results
are consistent with the findings from Study 1 and Study 2.
[See tablé 2 at top of next pagel

In Study 4, the percentage of patients expenencmg biopsy-
proven acute rejection by 6 months was 15% (9 of 59 pa-
tients) in the Simulect® group and 27% (17 of 64 patients) in
the placebo group. Although numencally lower, the differ-
ence in acute rejectlon was not significant.

In a multicenter, randomized, double-blind, placebo-
controlled trial of Sxmu}ect® for the prevention of allografy
rejection in liver transplant recipients (n=381) receiving
concomitant cyclosporine, USP (MODIFIED) and steroids,
the incidence of the combined endpoint of death, graft loss,
or first biopsy-confirmed rejection episode at either 6 or 12
months was similar between patients randomized to receive
Simulect® and those randomized to receive placebo.

The efficacy of Simulect® for the prophylaxis of acute rejec-
tion in recipients of a second renal allograft has not been
demonstrated.

INDICATIONS AND USAGE
Simulect® is indicated for the prophylaxis of acute organ re-
jection in patients receiving renal transplantatmn when
used as part of an immunosuppressive regimen that in-
cludes cyclosporine, USP (MODIFIED) and corticosteroids.
The efficacy of Sirmulect® for the prophylaxis of acute rejec-
tion in recipients of other solid organ allografts has not been
demonstrated.
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PHYSICIANS’ DESK: REFERENCE®

Simulect—Cont.

CONTRAINDICATIONS

Simulect® is contraindicated, i patients. with kown.
‘hypersensitivity to basiliximab or any other component of

the formulation. See composition of Simulect® under
DESCRIPTION. .

WARNINGS. See Boxed WARNING.

General

Simulect® should be administered under qualified medical
supervision. Patients should be informed of the potential
benefits of therapy and the risks associated with adminis-
tration of immunosuppressive therapy.

While neither the ificidence of lymphoproliferative disorders
nor opportunistic infections was higher in Simulect®-
treated patients than in placebo-treated patients, patients
on immunosuppressive therapy are at increased risk for
developing these complications and should:be monitored
accordingly.

Hypersensitivity

Severe acute (onset within 24 hours) hypersensitivity reac-
tions including anaphylaxis have. been observed both on in-
itial exposure to Simulect® and/or following re-exposure af-
ter  several. months. These Treactions may include
hypotension, tachycardia, cardiac failure, dyspnea, wheez-
ing, bronehospasm, pulmonary. edema, respiratory failure,
urticaria, rash, pruritus, and/or sneezing, If a.severe hyper-
sensitivity reaction occurs, therdpy with Simule¢t® should
be permanently discoritinued. Médications for the. treat-
ment of severe hypersensitivity reactions including anaphy-
laxis should be available for.immediate use. Patiénts prévi-
ously administered Simulect® should only be re-exposed to a
subsequent ‘course of therapy with extreme caution. The
potential risks of such re-administration, specifically those
associated with immunosuppression, are not known.

PRECAUTIONS

General

It is not known whether Simulect® use will have a long-term
effect on the.ability of the-immune system to respond to an-
tigens first encountered during Simulect®-induced immuno-
suppression.

Immunogenicity

Of renal transplantation patients treated with Simulect®
and tested for anti-idiotype antibodies, 4/339 developed an
anti-idiotype antibody response, with no deleterious clinical
effect upon the patient. Innone of these cases was there ev-
idence that the presence of anti-idiotype antibody.acceler-
ated Simulect® clearance or decreased the period of receptor
saturation. In Study 2, the incidence of human anti-murine
antibody (HAMA) in renal transplantation patients treated
with' Simulect® was 2/138 in patients not exposed to
muromonab-CD3 and 4/34 in patients who subsequently re-
ceived muromonab-CD3. The ‘available clinical data on the
use of muromonah-CD3 in patients previously treated with
Simulect® suggest that subsequent use of muromonab-CD3
or other murine anti-lymphocytic antibody preparations is
not prectuded. . s

These data reflect the percentage of patients whose test re-
sults were considefed positive for antibodies to Simulect” in
an ELISA assay, and ‘are highly dependent on the sensitiv-
ify-and specificity of the assay. Additionally the observed in-
cidence of antibody positivity in an assay may be influenced
by several factors including sample Handling, concomitant
medications, and underlying disease. For these reasons,
comparison of the iflcidence of antibodies to Simulect® with
the incidence -of antibodies’ to, other products may be
misleadinig. ’ ’

Drug Interactions Co

No dose adjustmeiit is niecessary when Simulect® is added
to triple ; pression  regimens  including
cyclosporine, corticosteroids, and either azathioprine or ty-
cophénolate mofetil. Three clinical trials have investigated
Simulect® use in combination with triple therapy regimens.
Pharmacokinetics were assessed in two of these trials. Total
body clearance of Simulect® was reduced by an average 229
and 51% when azathioprine and' mycophenolate mofetil,
respectively, were added to a regimen consisting of
cyclosporine, USP (MODIFIED) and cofticosteroids. None-
theless, the range of individual Simulect® clearance values
in the presence of azathioprine (12-57 mbh) or mycopheno-
late mofetil (7-54 ml/h)-did not extend outside the range ob-
served with dual therapy (10-78'mbh). The following medi-
cations have been adininistered it clinical trials with
Simulect® with no'increase in adverse reactions: ATG/ALG,
azathioprine, corticosteroids, cyclosporine, mycophenolate
mofetil, and muromonab-CD3.
Carcinogenesis/Mutagenesis/impairment of Fertility

No mutagenic potential of Simulect® was observed in the in
vitro assays with Salmopella (Ames) and V79 Chinese ham-
ster cells. No long-term or fertility studies in laboratory ani-
mals have been performed to evaluate the potential of
Simulect® to produce carcinogenicity or fertility impair-
ment, respectively.

Pregnancy Category B )

There are no adequate and well-controlled studies in preg-
nant women. No maternal toxicity, embryotoxicity, or tera-
togeriicify was observed in cynomolgus monkeys 100 days
post coiturn following dosing with basiliximab during the or-
ganogenesis period; blood levels in pregnant monkeys were
13-fold higher than those seen in human patients. Immuno-

at hann manfarmnd in tha affenmine
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Table 2 Efficacy Parameters {Percentage of Patients)

Study 3: Triple-therapy Regimen (cyclosporine*, corti

ids, and ioprine) - ’
Placebo Simulect®
{N=172) {N=168) p-value
Primary endpoint
Acute rejection episode (0-6 ‘months) R . .
35% 21% 0.005
Secondary endpoints :
Death; ‘graft 10ss-or acute rejection episode (0-6 months) .
’ 40% 26% 0.008
Biopsy-confirmed rejection episode (0:6 months)
B ' 29% 18% 0.023
Patient survival (12 months)
: 9% 98% 1.000
Patients with functioning graft (12 months) ’
’ 88% 90%

0.599

*USP (MODIFIED)

barrier, because the IL-2 receptor may play an important
role in development of the immune system, and because an-
imal reproduction- studies are not always predictive of hu-
man response, Simulect® should only be used in pregnant
women when the potential benefit justifies-thé potential
risk to the fetus. Women of childbearing potential should
use effective contraception before beginning Simulect® ther-
apy, during therapy; and for 4 months after completion of
Simulect® therapy. C :
Nursing Mothers - .

1t is not known whether Simuleet® is excreted in human
milk. Because many drugs including human antibodies are
excreted in human milk, and because of the potential for
adverse reactions, a decision-should be made to discontinue
nursing or to-discontinue the drug, taking into account the
importance of the drug to the mother. i
Pediatric Use

No' randomized, placebo-controlled studies have been com-
pleted in pediatric patients. In a safety and pharmacoki-
netic study, 41 pediatric patients {1-11 years of age (n=27),
12-16 ‘years of age:(n=14), median age-8.1 syears} were
treated with Simulect® via intravenous.bolus. injection in
addition to.standard immunosuppressive agents including
cyclosporine, USP. (MODIPIED), “corticosteroids, azathio-
prine, and mycophenolate miofetil. The acute rejection rate
at six months wais comparable to that-in adiilts:in the triple
therapy trials: The most frequently reported adverse events
were hypertension; hypertrichosis,.and rhinitis {49% each),
urinary tract infections (46%), and fever (39%). Overall, the
adverse event profile was consistent with general clinical
experience in the pediatric renal transplantation population
and-with the profile in'the controlled adult renal transplan-
tation studies. The availablepharmacokinetic datd in child-
rén and adolescents are described in CLINICAL'PHARMA:
COLOGY. and DOSAGE: AND ADMINISTRATION.

Tt is not known whether the immune response to-vaccines,
infection, and other antigenic stimuli administered or en-
countered during Simulect® therapy js impaired or whether
such response will remain impaired. afte imulect®
therapy.” B : e
Geriatric Use . Y

Controlled dliriical studies of Siziulect® have inicluded a
$mall nufhber of patients 85 yéars and older (Simulect® 28;
platebo 32). From the available data comparing Simule¢t®
and’placebo-tréated patiénts, the adverse event profile in
patients 265 years of age is not different from patients <65
years of ‘age and no age-related dosing adjustment is ré-
quired.'Caution must be used in giving immundsuppressive
drugs to'elderly patients.” )

ADVERSE REACTIONS .
Because-clinical trials are conducted under widely varying
conditions, adverse. reaction rates: observed in the clinical
trials of 4 drug canriot be directly compared to rates in the
clinical'trials of another drug and may not reflect the rates
observed in practice. The adverse reaction information from
clinical trials does, howevet; provide a basis for identifying
the adverse events that appear to be related to drug use and
for approximating rates. . . ! B

The incidence of adverse events for Simulect® was deter-
mined in four randomized, double-blind, placebo-controlled
clinical trials for the-prevention of renal allograft rejection:
Two of the studies (Study 1 and Study 2), used a dual main-
tenance immunosuppressive - regimen - comprised : ‘of
cyclosporine, - USP -(MODIFIED) and - corticosteroids,
whereas the other two studies (Study 3 and Study 4) used
a triple= immunosuppressive -regimen comprised “of
cyclosporine, USP. (MODIFIED), corticosteroids, and either
azathioprine or mycophenolate mofetil.

Simulect® did not-appear to add to the background of ad-
verse events seen in organ transplantation patients as a
consequerice of théir underlying disease and the coricurrent
administration of immunosuppressants and other medica-
tions: Adverse events were reported by 96% of the patients
in'the placebo-treated group and 96% of the patients in the
Simulect®-ireated group. In the four placebo-controlled
studies; the pattern of adverse events in 590 patients
treated with the recommended dose. of Simulect® was simi-
Jar to that in 594 patients treated with placebo. Similect®
Al not. increase the'incidence of serious: adverse events

The most fréquently reported adverse'events were gaétroi -
testinal disorders, reported in 69% of Si 1 ted
patients and §7% of placebo-treated patie
The incidence.and types of adverse events we
Simulect®-treated and placebo-treated pati foll
ing adverse events occurred 10% of S}mulgct®-t§eéied
patients: Gastroi I'Sy : constiy nauses, ab-
dominal pain, vomiting, diarrhea, dyspepsia; ]
Whole-General: pain, peripheral edema, fever,
tion; Metabolic and Nutritional: hyperkalemia, hypoka-
lemia, hyperglycemia, hypercholesterolemia, hypophospha-
temia; hyperuriceriia; Urinary System: urinary’ tract
infection; Respiratory: System: dyspnea, upper respiratory
tract infection; Skin and Appendages: surgical wound com-
plications, acne; Cardi lar Disorders-Gi I: hyper-
tension; Central and Peripheral Nervous System: headache;
tremor; Psychiatric: insomnia; Red Blood Cell: anefnia.
The following adverse events, not mentioned above, were re-
ported with an incidence of 3% and <10% in pooled anal-
ysis of patients treated with Simuleét® in the four'controlled
clinical trials, of in an analysis of the two dual therapy tri:
al§’ Body as a Whole-General: accidental trauma, asthenia;
chest pain, increased drug level, infection, face édema, fa-
tigue, dependent edema, géneralized edema, leg edema,
malaise, rigors, sepsis; Cardiovascular: abnormal heart
souifids, aggravated hypertension, angina pectoris, cardiac
failuré; chest pain, hypotension; Endocririe: increased glu-
cocorticoids; Gastrointestinal: enlarged abdomen, esophagi-
tis:flattilence, gastrointestinal disorder, gastroenteritis, GI
heinorrhage, gum hyperplasia, melena, nioniliasig;. ulcer-
ative stomatitis; Hedrt Rate and Rhythm; arrhythmia; atrial
fibrillation, ‘tathycardia; Metabolic and Nuitritional!
sis; dehydration, diabetes mellitus, fluid overload, hype
cemia, hyperlipemia, hypertriglyceridemia, Hypocalcemia;
liypoglycemia, hypomé i, hypoproteinemia, weéight,
iticrease; Musculo:Skeletal: arthralgia; ‘arthropathy, back
pain; bone fracturé, cramps; hiernia, Thyalgid, leg pain. Ner-
vous Systemi: dizziness, neuropathy, paraesthesia, hypoes
thésia; Platelet and Bleeding: hematoma, hemotrhage, pur-
pura, thrombocytopenia, thrombosis; Psychiatric: agitation;
anxiety, depression; Red Blood Cell: polycythemia; Repro-
ductive Disorders, Male: genital edema, impotence; Respi-
ratory; bronchitis, bronchospasm, abnormal chest sourids,
hing, pharyngitis, pn ia, pulmonary discrder, p
monary édema; rhinitis, sinusitis; Skin and Appendag s
cyst, herpes simplex; herpes zoster, hypertrichosis; pruritus,
rash; skin disorder, skin ulceration; Urinary: ibumintiria,
bladder disorder, dysuria, fréquent micturition, hematuria,
increased non-protein nitrogen, oliguria, abnormal renal
function, renal tubular netrosis, surgery, ureteral disorder;
urinary retention; Vascular Disorders: vascular disorder; Vi-
sion Disorders: cataract, conjunctivitis, abhormal vision;
White Blood Cell: leucopenia. Among these events, leucope-
nia’ and ‘hypértriglyceridemid occurred more frequently in
thé two triple-therapy studies using azathioprine and
mycophénolate mofetil than in'the dual-therapy studies.
Maligriancies o ' )
The overall incidence of malignancies among all patients in
the controlled studies was.not significantly different. be:
tween the Simulect® and placebo-treatment groups. Over-
all, lymphoma/lymphoproliferative disease occurred in
1/590 patients in the Simulect® group compared with 3/594
patients in the placebo group. Other malignancies were re-
ported among 8/590 patients in the Simulect® group com-
pared with 9/594 patients in the placebo £Toup..
Infections - d . g
The overaltincidence of cytomegalovirus-infection was sim-
ilar in Simulect® and placebo-treated patients (15%.vs.
17%) receiving. a dual or triple immunosuppression regi-
men. However, in patients receiving a triple immunosup-
pression regimen, the incidence of serious cytomegalovirus
infection was higher in Simulect®treated patients com-
pared to placebo-treated patients (11% vs. 5%). The rates of
infections, serious infections, and infectious organisms were
similar in the :Simulect® and placebo treatmentgroups
among dual- and triple therapy-treated patients.
Post-Marketing Experience - . . o
Severe dcute hypersensitivity: reactions' incliading anaphy-
laxis characterized by hypotension, tachycardia, cardiac
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edema, respiratory failure, urticaria, rash, pruritus, and/or. ||
REV: January 2003

sneezing, as well as capillary leak syndrome and cytokine
release syndrome have  been reé)orted durmg post-
marketing experience with Slmulect

OVERDOSAGE "

A maxinli

Simulect® has been administered to adult renal transplan~

tation patients in single doses of up to 60 mg, or in divided .
doses over 3:5 days of up to 120 mg, without any associated -

serious adverse events. There has been one spontaneous re-

port of a pediatric renal transplantation patient who
received a single 20 mg dose (2.3 mg/kg) without adverse |,

events.
DOSAGE AND ADN[D\HSTR.ATION ,.

Simulect® is used as part of an immunosuppressive regimen
that includes cyclosporine, USP (MODIFIED) and cortico-

steroids. Simulect® is for central or peripheral intravenous - Prescribing Information

" The follaw prescribing.information.is base on aﬁictal label
1 ing in effect July 2003.

administration only. Reconstituted ‘Simulect® should be
given either as a bolus injection or diluted to a volume of
25 mL (10 mg vial) or 50 mL (20 mg vial) with normal saline
or dextrosé 5% and administered as-an intravenous infusion
over 20 to 30 minutes. Bolus administration may be associ-
ated with nausea, vomiting and local reactions, including
pain.

Simulect® should only be administered once it has been de-
termined that the patient will receive the graft and concom-
itant immunosuppression. Patients previously adminis-
tered Similect® should only be resexposed toa subsequent
course of therapy with extreme caution.

Pareriteral drug products should bé inspected visually for
particulate matter and discolorat efore ddministration.

After recoristitution, Simulect® shotld be’a clear to opales:
cent, colorless solution. If particulate matter is present of
the solution is colored, do not use.

Care must be taken to assure sterility of the prepared solu-
tion because the drug product does'not contain any antimi-
crobial preservatives or bacteriostatic agents.

It is recommended that after reconstitution, the solution
should be used immediately. If not used immediately, it can

be stored at 2°C to 8°C for 24 hours or at room temperature

for 4 hours. Discard the reconstituted solution if not used
within 24 hours.

No incompatibility between Simulect® and polyvinyl chlo- .
ride bags or infusion sets has been observed. No data are '}
available on the compatibility of Simulect® with other intra- *

venous substances. Other drug substances should not be
added or infused simultaneously through the same intrave-
nous line.

Adults’

In adult patients, the recommended regimen is two doses of

20 mg each. The first 20 mg dose should be given within 2
hours prior to transplantation surgery. The recommended

seconid 20 ing dos¢ should be given 4 days dfter transplan-

tation. The second dose should be withheld if complications
such-as severe hypersen51t1v1ty reactlons to Sxmulect® or
‘graft Toss occur: .

Pediatric . -

In pediatric patients weighing less
mended reginien is two doses ‘of 10 mig edch, In pé
pahents W elghmg 35 kg of more, ‘the recommended T
is two_ doses of 20 mg_e each. The first dose shculd be g1ven
within.2 hours prior to transplantahon surgery. The recom:
mended second dose should be given 4 days-after transplan-
tation: The second dose should be withheld if complications
such-as severe: hypersensrtmty reactlons to Sxmulect® 'or
graﬁ loss oecu.r . . -

f 10:mg anl [

To prepare the reconstituted soluhon, add’2: mL of Sterile
Water for Injection, USP; usmg asephc technique, tothe vigl

contaxmng the Sitftifect® powder:’ Shake the"mal gen‘dyto |

w1th norral saline o dextrose 5%, for mfusmn, When mix-

ing the solution, gently invert the bag i order to avoid

foaming; DO, NOT SHAKE. . “

Reconstltut«on of 20 mg Snmulect Vlal Sy

To.prepare the ‘feconstituted solution, -add 5 mL of Stenle

Waterfor Injection; USP, using aseptic technique, to the vial

containing the Simulect® powder. Shake the’ v1a1 gently to

dissolve the powder.

The reconstituted solution is isotonic and may be gwen ei-

ther as a bolus injection or diluted to a volume:of 50 mL

with normal saline or dextrose 5% for. infusion: When mix-

ing the solution, gently invert the bag in order to avoid

foaming; DO-NOT SHAKE.

HOW SUPPLIED

Simulect® (basﬂmmab) is supphed ina smg]e use glass

vial.

Each carton contains one of the following:

1 Simuléct® 10 mg vial . .. NDC 0078-0393-61

1 Simulect® 20 mg vial . NDC 0078-0331-84

Store lyophilized Slmulect® under refngerated conditions

(2°C to 8°C; 36°F to 46°F).

Do not use beyond the expiration date stamped on the vial,

REFERENCES

1. Kahan, B.D,, Ra)agopalan PR. and Hall M., Transplanta-
tion, 67 276-284 (1999).

2, I\'ashan B Moore R Amlot P Schm1th G , Abeywick-
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slerated dosé of Sxmulect® has not been deter-
mined in patients. During the colirse of clinical studies,

“Rx-only ) -
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STALEVO™ 50

STALEVO™ 100 . - ol T e
STALEVO™ 150 : B
[std-le-va) RS
{carbidopa, Ievodopa and entacapone)

Tablets -

DESCRIPTION

_Stalevo™ (carbidopa, 1evodopa and’ entacapone) is a combi-

nation of carbidopa, levodopa and entacapone for the treat-
ment of Parkinson’s disease.

Carbidopa, an inbibitor 6f aromatic aming acid décarboxy-
lation, is a white, crystalline compound, slightly soluble in
water, with a molecular weight of 244.3. It is designated
chemically” as (-)-L-{c-hydrazino-(a-methyl--(3,4-dihy-
droxybenzene) propanoic acid monohydrate. Its empmcai
formula is CyoH,4Ny0,*H,0, and its structural formula is

Tablet content is expressed in terms of anhydrous carbz‘
dopa, which has a molecular weight of 226.3. :
Levodopa, an aromatic amino acid, is a whlte, crystalline
tompound, slightly soluble in water, with:a molecular
weight of 197.2. It is designated chemically“as (-)-L-a-
amino-p-(3,4-dihydroxybenzene) propanoic acid. Its empiri-
cal formula is CgH;;NOy, and its structural forniula is -

X Entacapone an mhlbltor of catechol O methyltransferase

(COMT), is a nitro-catechol-structured compound with a
molecular weight of 305.3. The chemical name of entaca-
pone is (E)-2- -Cyano- -3-(3,4- dxhydroxy- ~n1trophenyl) NN-

Stalevo"“ (carbxdopa levodopa and entacapone) is supphed
as tablets in three strengths:
Stalevo 50, containing 12.5 mg of carbldupa, 50
levodopa and 200 mg of efitacapone; - i
" Stalevo 100, containing 25 mg of carbidopa; 100 mg of
Jevodopa and 200 mg of entacapone; g .
Stalevo 150, containing 37.5 mg of carbidopa;
levodopa'aid 200 mg of ¢iitacapone:
The inactive ingredients’ of “the Stalevo: tablet are
corn starch, croscarmellose'sodinmyglycerol 85%, hypromel-
lose, mdgnesium stearate; mannitol; polysorbate 80, povi-
done, sucrose, red iron oxide, t1tamum dmx:de -and'; yellow
iron oxide:* K

CLINICAL PHARMACOLOGY . . . .. .~

Parkinson’s disease is a progressive;- neurodegeneratwe dxs-
order of the estrapyramidal .nervous system affecting:the
mobility and control of the skeletal muscular system. Its
characteristic features include resting tremor, ngldlty, and
bradykinetic movements; "

Mechanism of Action

Levodopa : :
Current evidence mdmates that sympbcms of Parkmsons
disease:are related to depletion of dopamine in the corpus
striatum. Administration:of-dgpamine is ineffective-in the
treatment of Parkinson’s disease apparently because it-does

150" of

89007805 |

not cross the blood-brain barrier. However, levodopa, the
metabolic precursor of dopamine, does ¢ross the blood-brain
barrier, and presumably is converted to dopamine in the
brain. This is thought to be the mechanism whereby
levodopa relieves sy'mptoms of Parkmson 5 dlsease
Carbidopa’

When levodopa is administered orally it is rapidly decar-
boxylated to dopamme in extracerebral tissues so that only
a small portion of a given dose is trafisported unchanged to
the central nervous system. Carbidopa inhibitsithe decar-
boxylation 6f peripherallevodopa;: making moré levodopa
available for transport to-the:brain.”When coadministered
with levodopa, carbidopa increases.-plasma levels of
levodopa and.reduces. the .amount of levodopa required to
produce a given response hy about 75%. Carbidopa prolongs
the plasma half-life of leyodopa from50 minutes to 1.5
hours and decreases plasma and urinary dopamine and its
major metabolite, homovanillic acid, The Ty, imax of levodopa,
however, was unaffected By the coadmini
Entacapone ’ L
Entacapone is a selective and reversible inhibitor of catechol-
O-methyltransferase (COMT).

In mammals, COMT is distributed throughout various or-
gans with the h1ghest activities in, the liver and kldney
COMT also occurs in neuronal tissues, especially in’glial
cells. COMT catalyzes the transfer of the methyl group of
S-adengsyl-. L-methxomne to .the phenolic group of sub-
strates that contain a catechol structure. Physiological sub-
strates of COMT include DOPA, catecholamines(dopamire,
norepinephrine, and epinephrine) and their hydroxylated
metabolites. The function of COMT is the elimination -of
biologically active “catechols and some other hydroxylated
metabolites. When decarboxylahon of levodopa is prevented
by carbidopa, COMT b .the major metabolizing.en-
zyme for levodopa, catalyzing, its metabnhsm to 3- methoxy-
4-hydroxy-L- phenylalamne (3-0MD).

When entacapone is given in copjunction with levodopa and
carbidopa, plasma levels of levodopa are greater and more
sustained than after administration of levodopa and carbi-
dopa alone. It is believed that at a given frequency.of
levodopa administration, these more sustained plasma lev-
els of }evodopa result in more constant, dopaminergic stim-
ulation_in the brain, leading to greater effects on the
signs and symptoms of Parkmsons disease. The higher
levodopa levels may also lead to increased levodopa adverse
effects, sometimes requiring a decrease in the dose of
Ievodopa

When 200 mg entacapone is cuadmxmstered with levodopa/
carbldcpa it incréases levodopa plasma exposure (AUC) by
35%-40% and prolongs its, elimination halflifé in Parkin-
s0D's d:sease patients from 1. 3t024 hours. Plasma levels of
the major ‘COMT- mediated dopamine metabohte 3-methoxy-
4-hydroxy:L-phenylalanine (3-OMD), are also markedly de-
creased. proportmnally with increasing dose of entacapone.
In animals, while entacapone enters the CNS to.a minimal
extent, it has been shown to inhibit central, COMT activity.
In humans, entacapone inhibits the; com
peripheral tissues. The. effects of entacapon on central
COMT activity in humans bhave not, been studied.
Pharmacokinetics
The, pharmacokmems of Stalevc'N (carbxdopa levodopa
and entacapone) tablets have been studied in healtfly sub-
jects (age 45-75, years, old), Overall followmg ad.mxms a-
tion of correspondmg doses of levodopa, carbidopa_.and
entacapone as. Stalevo,or as carbidopa/levodopa :product
plus Comtan® (entacapone) tablets the. mean. plasma
concentrations of levodopa, carbidopa, and entacapone are
comparable.

Absalgtmn/Dlstnbutmn Both levodopa and entacapone

are rapidly. absorbed and eliminated, and their distribution

lume, is moderately small. Carbldopa is absorbed and
eliminated slightly. more slow]y compared with levodopa
ang entacapone There are substantial inter- and intra;
individual variations in the absorption of levodopa, carbx-
dopa and entacapoue pamcula.rly concerning ifs,  Conase -
The food- effect on the Stalevo tablet has not been evaluated
Levodopa . -
R harmacokmetlc propemes of |
stration of single dose Stalevo“‘ (carbx(fop le
an entacapone) tablets are summamed in Tabfe
{See table 1 below] . - ;
Since levodopa competes vnth certam ammo acids for trans-
port across the gut wall, the absorptmn of levodopa may be
impaired in some patients on a high protein diet. Meals rich
in large neutral amino acids may delay a d réduce: the
absorption of levodopa (see PRECAUTIONS). :

Levodopa 1. bound to plasma protgin only to 2 minor extent
(about 10%-30%).

Carbidopa

Following administration of Stalevo as a single.dose to
healthy male and female subjects, the peak concentratwn of
carbidopa was reached within 2.5 to 3.4 hours on average.

Continued on next page

Table 1 . |
Pharmacokinetic Characteristics of Levodopa

With Different Tablet Stréngths of Stalevo (mean +:SD)

’ T AUCg..: Conax :  Tinax
Tablet Strength (ng-h/mL} {ng/mlL) o {h)
12,5 - 50 - 200 mg 1040 = 314 470+ 154 11205 .
AX 1AN" AR wn Q010 < mik ons < aan TAine
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PHYSICIANS' DESK REFERENCE®

Leustatin—Cont. .
Dose of
LEUSTATIN | Recommended | Quantity
Injection - Diluent of Diluent
7-day 7 (days). X Bacteriostatic q.s. to
infusion 0.09 mg/kg 0.9% Sodium ].00 wkL
method Chloride
(use sterile Injection, USP
0.22p filter (0.9% benzyl
when alcohol)
preparing
infusion
solution)

Since limited compatibility data are avallable adherence to
the recommended diluents and i is ad-

Rx ONLY = -

{ Viaflex® containers; manufactured by Baxter Healthcare
Corporatxon Code No. 2B8013 (tested in 1991)
+ MEDICATION CASSETTE™ Reservoir, manufactured by
SIMS Deltec, Inc. - Reorder No. 602100A (tested in 1991)
ORTHO BIOTECH PRODUCTS LP
Rantan, New Jersey 08869 )

'ORTHO BIOTECH
GOBPLP 2000 638-10-940-8
Revised October 2002 -

ORTHOCLONE OKT®3 STERILE SOLUTION . R
{muromonab-CD3}.
For Intravenous Use Only

vised. Solutions containing LEUSTATIN In)ectlon should
not be mixed with other intravenous drugs or additives or
infused simultaneously via a common intravenous line,
since compatibility testing has not been performed. Prepa-
rations containing benzyl alcohol should not be used in neo-
nates (see WARNINGS).

Care must be taken to assure the sterility of prepared solu-
tions. -Once diluted, solutions of LEUSTATIN Injection
should be administered promptly or stored in the refrigera-
tor (2° to 8°C) for no more than-8 hours prior to start of
administration. Vials of LEUSTATIN Injection are for
single-use only. Any unused portion should be discarded in
an appropriate manner (see Handling and Disposal).
Parenteral drug products should be mspected visually for
particulate matter and discoloration prior to administra-
tion, whenever solution and container permit. A precipitate
may occur during the exposure of LEUSTATIN Injection to
low temperatures; it may be resolubilized by allowing the
solution to warm naturally to room temperature and by
shaking vigorously. DO NOT HEAT OR MICROWAVE,
Chemical Stability of Vials:

When stored in refrigerated conditions between 2° to 8°C
(36° to 46°F) protected from light, ‘unopened vials of
LEUSTATIN Injection are stable until the expiration date
indicated on the package. Freezing does not adversely afféct
the solution. If freezing occurs; thaw naturally to room tem-
perature. DO"NOT heat or microwave. Once thawed, the
vial of LEUSTATIN Injection is stable until expiry if refrig-
erated. DO NOT refreeze. Once diluted, solutions contain-
ing LEUSTATIN Injection should be administered promptly
or stored in the refrigerator (2°.to 8°C) for no. more than 8
hours prior to administration.

Handling and Disposai:

The potential hazards associated with cytotoxic agents are
well established and proper precautions should be taken
when handling, preparing, and administering LEUSTA’I‘IN
InJectlon The use of disposable gloves and protective gar-

WARNING:

Only physicians experienced in immunosuppressive
therapy and management of solid organ transplant pa-
tients should use; ORTHOCLONE OKTS$ (muromonab-
CD3). Patients treated with ORTHOCLONE OKT3
must be managed in a facility equipped and.staffed for
cardiopulmonary resuscitation and where the patient
can be closely monitored for an appropriate period based
on his or her health status. )

Anaphylactic and anaphylactoid reactions may oecur
following administration of any dose or course of
ORTHOCLONE OKTS. In addition, serious, occasion-
ally life-threatening or lethal, systemic, cardiovascular,
and central nervous system-reactions have been re-
ported following administration “of
ORTHOCLONE OKT3. These have-included: pulmo-
nary edema, especially in patients with volume over-
load; shock,:cardiovascular collapse, cardiac or respira-
tory arrest, seizures, coma, cerebral edema, cerebral
herniation, -blindness, and paraly51s Fluid status
should be carefully. monitored prior to and .during
ORTHOCLONE OKT3 administration. Pretreatment
with methylprednisolone is recommended to minimize
symptoms of Cytokine Release Syndrome. (See: WARN-
INGS: Cytokine Release Syndrome, Central Nervous
System Events, Anaphylactic Reactions; DOSAGE AND
ADMINISTRATION.)

DESCRIPTION

ORTHOCLONE OKT3 (muromonab-CD3) Sterile Solution
is a murine monoclonal antibody to the CD3 antigen of hu-
man T cells'which functions as an immunosuppressant. It is
for intravenous use only. The antibody is a biochemically
purified .IgGy, immunoglobulin with a heavy.chain of ap-
proximately 50,000 daltons and a light chain of approxi-
mately 25,000 daltons, It is directed to a glycoprotein with a

ments is recommended. If LEUSTATIN Injection contacts
the skin or mucous membranes wash the involved surface
immediately with copious amounts of water, Several guide-
lines on this subject have been published.*® There i is no

lecular weight of 20,000 in the human T cell surface
which is essential for T cell functions. Because it is a mono-
clonal anhbody preparation, ORTHOCLONE OKTS3 Sterile
Solution i isa homogeneous, reproducible antibody product

general agreement that all of the procedures r
in the guidelines are necessary or appropriate. Refer to your
Institution’s guidelines and all applicable state/local regula-
tions for disposal of cytotoxic waste.

HOW SUPPLIED

LEUSTATIN Injection is supplied as a sterile, preservative-
free, isotonic solution containing 10mg (Img/mL) of cladrib-
ine as 10 mL filled into. a single-use clear flint glass 20 mL
vial, LEUSTATIN® Injection is supplied in 10 mL (1 mg/mL)
single-use vials (NDC 59676-201-01) available in a treat-
ment set (case) of seven vials.

Store refrigerated 2° to 8°C (36° to 46°F). Protect from light

during storage.
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with tent, measurable reactivity to human T cells.
Each 5 mL ampule of ORTHOCLONE OKT3 Sterile Solu-
tion contains 5 mg (1 mg/mL) of muromonab-CD3 in a clear
colorless solution which may contain a few fine translucent
protein particles. Each ampule contains a buffered solution
(pH 7.0 = 0.5) of monobasic sodium phosphate (2.25 mg),
dibasic sodium phosphate (9.0 mg), sodium chloride (43 mg),
and polysorbate 80 (1.0 mg) in water for injection.

The proper name, muromonab-CD3, is derived from the de-
scriptive term murine monoclonal antibody. The CD3 desig-
nation-identifies the specificity of the antibody as the Cell
Differentiation (CD) cluster 3 defined by the First Interna-
tional Workshop on Human Leukocyte Differentiation
Antigens.

CLINICAL PHARMACOLOGY

ORTHOCLONE OKT3 reverses graft rejection, probably by
blocking the function of T cells which play a major role in
acute allograft rejection. ORTHOCLONE OKTS3 reacts with
and blocks the function of a 20,000 dalton molecule (CD3) in
the membrane of human T cells that has been associated in
vitro with the antigen recognition structure of T cells and is
tial for signal transduction. In in vitro cytolytic assays,
ORTHOCLONE OKT3 blocks both the generation and func-
tion of effector cells. Bmdmg of ORTHOCLONE OKTS3 to
T lymphocytes results in early activation of T cells, which
leads to cytokine release, followed by blocking T cell func-
tions. After termination of ORTHOCLONE OKTS3 therapy,
T cell function usually returns to normal within one week.
In vivo, ORTHOCLONE OKT3 reacts with most peripheral
blood T cells and T cells in body tissues, but has not been
found to react with other hematopoietic elements or other
tissues of the body.
Arapid and concomitant decrease in the number of circulat-
ing CD3 positive cells, including those that are CD2; CD4,
or CD8 positive has: been observed in patients studied
within  minutes. after the . administration : of
ORTHOCLONE OKT3. This decrease in the number of CD3
positive T cells results from the specific interaction between
ORTHOCLONE OKT3 and the CD3 antigen on the surface
of all T lymphocytes T cell actxvatmn results in the release

ofn evtals wwrhinh are falt #a hn wa
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following ORTHOCLONE . OKT3 administration. (See:
WARNINGS: Cytokine. Release Syndrome, Central Nervous
System-Events:)

While CD3 posmve cells are not detectable between days
two and seven, increasing numbers of cireulating CD2, CD4,
and CD8 positive cells have been observed. The presence of
these CD2, CD4, and €D8 positive cells has not been shown
to affect- reversal of rejection. After termination of
ORTHOCLONE: OKT3 therapy, CD3 positive cells reappear
rapidly and reach preAtreatment levels within a week. In
some patients however, increasing numbers of CD3 positive
cells - have been . observed prior to termination -of
ORTHOCLONE OKT3 therapy. This. reappearance of CD3
positive cells has been attributed to the development of neu-
tralizing antibodies to ORTHOCLONE OKT3, which in turn
block its ability to.bind to the CD3 antigen on T lympho-
cytes. {See: PRECAUTIONS: Sensitization.)

Pediatric patients are known to have higher CD3 lympho
cyte counts than adults. Pediatric paments receiving
ORTHOCLONE OKT®3 therapy often require progressively
higher doses of ORTHOCLONE OKT3 to achieve depletion
of CD3 positive cells (<25 cells/mm®) and ensure therapeu-
tic ORTHOCLONE OKT3 serum concentrations (>800 ng/
mL). (See: DOSAGE AND ADMINISTRATION; PRECAU-
TIONS: Laboratory Tests.)

Serum levels of ORTHOCLONE .OKT$ are measurable us-
ing an enzyme-linked immunosorbent assay (ELISA). Dur-
ing the initial clinical trials in renal allograft rejection, in
patients treated with 5 mg per day for 14 days, mean serum
trough levels of the drug rose over the first three days and
then averaged 900 ng/mL on.days 3 to 14. Serum concentra-
tions measured daily .during treatment with
ORTHOCLONE OKTS3 in renal, hepatic, and cardiac allo-
graft recipients revealed that pediatric patients less than 10
years of age have higher levels than patients 10-50 years of
age. Subsequent clinical experience has demonstrated that
serum levels- greater than or equal to 800 ng/mL of
ORTHOCLONE OKT3:blocks the -function of cytotoxic
T cells in vitro and in vivo. Reduced T cell clearance or low
plasma ORTHOCLONE OKT3 levels provide a basis for ad-
justing ORTHOCLONE:OKT3 dosage or for discontinuing
therapy. (See: WARNINGS: Anaphylactic Reactions; PRE-
CAUTIONS: Laboratory Tests; ADVERSE EVENTS: Hyper-
sensitivity Reactions; DOSAGE AND ADMINISTRATION:)
Following administration of ORTHOCLONE OKTS3 in vivo,
leukocytes have been observed in cerebrospinal and perito-
neal fluids, The: mechanism for this effect is not.completely
understood, but probably is related to cytokines: altering
membrane permeability; rather than an active inflamma-
tory process. (See: WARNINGS: Cytokine Release Syn-
drome, Central Nervous System Events.)

CLINICAL STUDIES .

Acute Renal Rejection:

In " a  controlled. randomized = clinical. trial,
ORTHOCLONE OKT3 was compared with conventional
high-dose steroid therapy in reversing acute renal allograft
rejection. In this trial, 122 evaluable patients undergoing
acute rejection of cadaveric renal transplants were treated
either with ORTHOCLONE .OKT3 daily for a mean of 14
days, with concomitant lowering of the dosage of azathio-
prine and maintenance steroids (62 patients), or with con-
ventional  high-dose. steroids (60  patients).
ORTHOCLONE OKT3 reversed 94% of the rejections com-
pared to a 75% reversal rate obtained with conventional
high-dose steroid treatment (p=0.006). The one year Kap-
lan-Meier, (actuarial) estimates of graft survival rates for
these patients who had acute rejection were 62% and 45%
for ORTHOCLONE OKT$ and steroid-treated patients, re-
spectively (p=0.04). At two years the rates were 56% and
42%, respectively (p=0.06). .

One- and two-year patient sumvals were not significantly
different between the two groups, bemg 85% and 75% for
ORTHOCLONE OKTS treated patients and 90% and 85%
for steroid-treated patients.

In additional open clinical trials, the observed rate of rever-
sal of acute renal allograft rejection was 92% (a=126) for
ORTHOCLONE OKT3 therapy. ORTHOCLONE OKT3 was
also effective in reversing acute renal allograft rejections in
65% (n=225) of cases where steroids and lymphocyte. im-
mune globulin preparations were contraindicated or were
not successful.

The effectiveness of ORTHOCLONE OKT3 for prophylaxis
of renal allograf} rejection has not been established.

Acute Cardiac or Hepatic Allograft Rejection;
ORTHOCLONE OKT3 was studied for use.in reversing
acute cardiac and hepatic allograft rejection in patients who
are unresponswe to high-doses of steroids. The rate of re-
versal in acute cardiac allograft rejection was 90% (n=61)
and was 83% for hepatic allograft rejection {n=124) in ‘pa-
tients unresponsive to treatment with steroids.

Controlled randomized trials have not been conducted to
evaluate the effectiveness of ORTHOCLONE OKT3 com-
pared to°conventional therapy as first line treatment for
acuté cardiac and hepatic allograft rejection.
INDICATIONS AND USAGE

ORTHOCLONE OKT3 is indicated for the treatment of
acute allograft rejection in renal transplant patients. -
ORTHOCLONE OKTS3 is indicated for the treatment of
steroid-resistant acute allograft rejection in cardiac and
hepahc transplant patlents
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the lowest level compatible with an effective therapeutic re-

sponse. (See: WARNINGS and ADVERSE EVENTS: Infec

tions, Neoplasla, DOSAGE AN D ADMINISTRATION )

CONTRAINDICATIONS

ORTHOCLONE OKT3 should nof be given to patients who:

* are hypersensxhve to this or"any other product of murine
origin;

 have anti-mouse antibody titers =1: 1000;

+ are in (uncompensated) héart failure or in fluid ‘overload,
as evidenced by chest X-ray or a greater than 3 percent
weight gain within the week prior to planned
- ORTHOCLONE OKT3 administration; .

+ have uncontrolled hypertensmn

* have a history of seizures, or are predlsposed to sexzures,

¢ are determined or suspected to be pregnant, or who are
breast-feeding. (See: PRECAUTIONS Pregnancy, Nurs-
ing Mothers.).

WARNINGS

SEE BOXED WARNING

Cytokine Release Syndrome

Most patients develop an acute clinical syndrome fie., CyA
tokine Release Syndrome(CRS)] that has been attributed to
the release of cytokines by actwabed lymphocytes or mono-
cytes and is temporally iated with the:administration
of the first few doses of ORTHOCLONE OKT®3 (particu-
larly, the:first two to three doses). This clinical syndrome
has ranged-from a more frequently reported mild, self-
limited; “flu-like” illness to a less frequently reported se-
vere, life-thredtening shock-like reaction, which may in-
clude serious cardiovascular and central nervous system
manifestations.. The syndrome typically- begins approxi-
mately 30 to 60 minutes after-administration of a-dose of
ORTHOCLONE OKT3 (but may occur later) and may per:
sist for several hours. The frequency and severity of this
symptom complex is usually greatest with the first dose.
With each successive dose.of ORTHOCLONE .OKT3, both
the frequency and severity-of the Cytokine Release Syn:
drome tends to diminish. Increasing the amount -of
ORTHOCLONE OKT3 or resuming treatment after a hia-
tus:may result in a reappearance of the CRS.

Common clinical manifestations of CRS may include: high
fever (often spiking, up to 107°F), chills/rigors, headache,
tremor, nausea/vomiting, diarrhea, abdominal pain, mal
aise, muscle/joint aches and pains, and-generalized weak-
ness. Liess frequently reported adverse experiences include;
minor dermatologic reactions (e.g., rash, pruritus, etc.) and
a spectrum of often serious, occasmnalfy fatal, cardxorespxr-
atory and central nervous system adverseexperiences.
Cardiorespiratory findings may include: dyspnea, shortness
of breath, bronchospasm/wheezing, tachypnea, respiratory
arrest/faiture/distress, cardiovascular collapse, cardiac ar-
rest, angina/myocardial infarction, chest pain/tightness,
tachycardia (including ventricular), hypertension, hemody-
namic instability, hypotension including profound shock,
heart failure, pulmonary edema (cardiogenic and non- card1

treatment with 8 mg/kg of methylprednisolone-(i.e., high-
dose steroids), given 1 to 4 hours:prior to administration of
the first dose of: ORTHOCLONE ‘OKT3; and by closely fol-
lowing recommendations for dosage and- treatment dura-
tion. (See: DOSAGE AND ADMINISTRATION.) It is not
known if corticosteroid pretreatment decreases organ dam-
age and. sequelae associated with CRS. For example,in-
creased intracranial. pressure and cerebral herniation have
occurred despite pretreatment.with-currently recommended
doses and schedules of methyprednisolone.

If any-of the more serious présentations of the Cytokine Re-
lease Syndrome oceur, intensive treatment including oxy-
gen, intravenous fluids, corticosteroids, pressor amines, an-
tihistamines, intubation, etc., may be requxred

Central Nervous System-Events

Seizures, encephalopathy, cerebral edema aseptic méningi-
tis, and headache have ‘beeni feportéd, even following the
first dose, during therapy with ORTHOCLONE OKT®3. Sei-
zures, some nied by loss of ioushess or cardi-
m-espiratory arrest, or death, have occurred indépendently
or in conjunction with any of the neurologlc syndromes de-
scribed below.

A'few cases of fatal cerebral herniations sub to-cer-

Serious allergic events,. including ‘anaphylactic-or_anaphy-
lactoid reactions, have been reported in pauents re-
exposed to ORTHOCLONE OKT3 subsequent to their initial
course of therapy. Pretreatment with antihistamines
and/or steroids' may not reliably prevent anaphylaxis in
this setting. Possible allergic hazards: of retreatment
should be weighed against expected therapeutic benefits
and alternatives. i a patient is retreated - with
ORTHOCLONE OKTS, it is particularly important that epi-
nephrine and other emergency life-support equipment
should be immediately available.

If hypersensitivity is suspected, discontinue the drug im-
mediately; do not resume therapy or re-expose the patient
to ORTHOCLONE OKT3, Serious acute hypersensitivity re-
actions may réquire emergeniCy treatment with 0.3 mL to
0.5 mL aqueous epinephrine (1:1000 dilution) subcutane-
ously and other resuscitative measures including oxygen,
intravenous fluids, antihistamines, corticosteroids, pressor
amines, and airway management, as clinically indicated.
(See: PRECAUTIONS: Cytokine Release Syndrome vs. An-
aphylactic Reactions; ADVERSE EVENTS: Hypersensitiv-
ity Reactions.}
[«

ebral edema have been reported. All patients, partlcularly
pediatric patients, must be carefilly evaluate
tention ‘and hypertensiori before * the
ORTHOCLONE OKT?3 therapy. Close monitoring fof neuro-
Togic symptoms must be performed during the first twenty:
four (24) houts following each of the ﬁrst fe :
ORTHOCLONE OKTS3 injéction. . |
Pahenf,s should be closely ‘monitored for’ ccnvulsmns ‘and

ioris of encephalopathy, includir ‘impaired ¢og:
nition, confusion; obtundahon, alt,ered fnental” ‘status; dis:
orientatior, auditory/visual, hallumnatmns, psychosxs (dell
ium, paranoia), mood changes (¢.g., mania, aglta’non
combativeness, etc.), diffuse hypotonts, hyperreﬂema, myo-

of ssion

Serious and sometimes fatal infections and neoplasias have
been reported in association with all immunosuppressive
therapies, including those regimens containing
ORTHOCLONE-OKT®3,"

Infections: ORTHOCLONE OKT3 is usually added to im-
munosuppressive therapeutic regimens, thereby augnient”
ing the degree of immunosuppression: This increase in the
total amount of immunosuppression may alter the spectrum
of infections observed and increase the risk, the severity,
and the morbidity- of infectious complications. During the
first-morith postitransplant, patients are at greatest risk for
the following infections: (1) those present prior to trans-
plant;.perhaps exacerbated by post-transplant immunosup-

clonus, tremor, asterixis, mvoluntary T ts, major
motor seizures, lethargy/stupor/coma, and diffuse weak-
ness. Apprommately one-third of patients with a ﬂlagnusxs
of encephdlépathy may have had coexisting aseptic menin-
gitis syndrome. .

Signs and symptoms of the aseptic meningitis syndrome de-
seribed in association with the use 6f ORTHOCLONE OKT3
have included: fever, headache, meningismus. (stiff ‘neck),
and photophobia. Diagnosis is confirmed by cerebrosplna]
fluid (CSF) analysis demonstrating leukocytosis with pleo:
cytosis, élevated protein ‘and normal or decreased glucose,

with negative viral, bacterial, and fungal cultures. The pos-
sibility of infection shoiild be evaluated in any immunosup-
pressed transplant patient with clinical findings suggesting
meningitis. Approxnnately one-third of the patients with a
diagnosis of aseptic meningitis had coexisting signs and
symptorns of encephalopathy. Most patients with the -aseptic

“meningitis syndrome had a benign course and recovered

without any permanent sequelae during therapy or subse-
quent to its completion or disc,ontir}uation‘ However, be-
cause ingitis is a frequent infection encountered in pe-

ogenic), adult respiratory distress syndrome, hy
apnea, and arrhythmias. .(See; BOXED WARNING; PRE-
CAUTIONS; ADVERSE EVENTS.)
In the initial studies of renal allograft rejection, potentially
fatal, severe pulmonary edema occurred in 5% of the initial
107 patients. Fluid overload was present before treatment
in all of these cases. It occurred in none of the subsequent
311 patients treated with first-dose volume/weight restric-
tions, In subsequent trials and in post-marketing exper-
ience, severe pulmonary edema has.occurred in patients
who appeared to be euvolemic. The pathogenesis of pulmo-
nary edema may involve all or some of the following: volume
overload; increased pulmonary vascular permeability;
* and/or reduced left ventricular compliance/contractility.
During the first 1 to 3 days of ORTHOCLONE OKTS ther-
: .apy, some patients have experienced an acute and transient
Hecline in the glomerular filtration rate (GFR) and dimin-
; hed urine output with a resulting increase in the level of
m creatinine, Massive release of cytokines appears. to
ea‘d to reversible renal functional impairment and/or de-
]ayélfi renal allograft function. Similarly, transient eleva-
tions in hepatic transaminases have been reported following
admjnistration. -.of the first few doses. of
ORTHOCLONE OKT3.
Patients at risk for more serious complwatmns of CR,S may
include those with the following conditions: unstable an-
ging; recent-myocardial infarction or symptomatic ischemic
heart disease; heart failure of any etiology; pulmonary
edema of any etiology; any.form of chronic obstructive pul-
monary disease; intravascular volume overload or depletion
of any etiology (e.g.; excessive dialysis, recent intensive di-
uresis, blood loss, ete.); cerebrovascular disease; patients
with advanced symptomatic vascular disease or neuropa-
thy; a history of seizures; and septic shock. Efforts should be
made to correct or stabilize background conditions prior to
the initiation of therapy. (See: PRECAUTIONS.)
Prior to administration-of ORTHOCLONE OKT3, the pa-
tient’s volume (fluid) status and a chest:X-ray should be as-
sessed to rule out volume overload, uncontrolled hyperten-
sion, or uncompensated heart failure. Patients should not
weigh >3% above their minimum weight during the week
prior to injection.
The Cytokine Release Syndrome is associated with in-
creased serum levels of cytokines (e.g., TNF-q, IL-2, IL-6,
IFN-v) that peak between 1 and 4 hours following adminis-
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diatric allograft recipients, and the immunosuppression
associated with transplantation increases the risk of oppor-
tunistic infection, pediatric patients with signs or symptoms
suggestive of meningeal irritation while receiving
ORTHOCLONE OKT3 should have lumbar panctutes per-
formed to rule out an infectious etiology. (See: PRECAU-
TIONS: Pediatric Use.)

Signs or symptoms of encephalopathy, meningitis, seizures,
and cerebral edema, with or without headache, typically
have been reversible. Headache, aseptic meningitis, sei-
zures, and less severe forms of encephalopathy resolved in
most patients despite continued treatment "with
ORTHOCLONE QKT3. However, some events restlted in
permanent neurolo ic impairment.

The following additional central nervous system events
have each been reported: irreversible blindness, 1mpaued
vision, quadri- or paraparesis/plegia, cerebrovascular acci-
dent (hemiparesis/plegia), aphasia, transient ischemic at-
tack, subarachnoid hemorrhage, palsy of the VI cranial
nerve, hearing decrease, and deafness.

Patients who may be.at greater risk for CNS adverse expe-
riences include those: with known or suspected CNS disor-
ders {e.g., history of seizure disorder, etc.); with cerebrovas-
cular disease (small or large vessel); with conditions having
associated neurologic problems (e.g., head trauma, uremia,
infection, fluid and electrolyte disturbance, etc.); with un-
derlying vascular diseases; or who are receiving a medica-
tion concomitantly that may, by itself, affect the central ner-
vous system. (See: WARNINGS, PRECAUTIONS and
ADVERSE EVENTS: Cytokine Release Sy'ndrome )
Anaphylactic Reactions

Serious and occasionally fatal, immediate (usua]]y within
10 minutes) hypersensitivity (anaphylactic) reactions have
been  reported  in  patients . treated = with
ORTHOCLONE OKT3. Manifestations of anaphylaxis may
appear similar to manifestations of the Cytokine Release
Syndrome (descnbed above). It may be impossible to de-
termine the h ible for any sy ic reac-
tion(s). Reactions attnbuted to hypersensitivity have beeri
reported less frequently than those attributed to cytokine
release. Acute hypersensitivity reactions may be character-
ized by: cardiovascular collapse, cardiorespiratory arrest,
loss of consciousness, hypotension/shock, tachycardia; tin-
gling, angioedema (including laryngeal, pharyngeal, or fa-

pression;, (2) infection conveyed by the donor organ; and (3)
the usual post-operative urinary tract, intravenous line re-
latéd, wound, or:pulmonary. infections due to bacterial
pathogens (See: ADVERSE EVENTS: Infections.)
Approximately one to six months post- transplant patients
are at risk for viral infections [e.g., irus (CMV),
Epstein-Barr virug (EBV), herpes sit plex virus (HSV), etc.]
which Produce serious systémic disezse and which also in-
crease the overall state of immunosuppression.
Reactivation (1 to 4 months post-t'ransplant) of EBV and
CMV has been reported. When administration of an anti-
Iymphocyte antibody, including ORTHOCLONE OKTS, is
followed by an immunosuppressive regimen including
cyclosporine, there is an increased risk of reactivating CMV
and impaired ability to limit its proliferation, resulting in
symptomatic and disseminated disease. EBV infection, ei-
ther primary or reactlvated may play an important role in
the development of post- transplant lymphoproliferative dis-
orders. (See:’ WARNINGS and ADVERSE EVENTS:
Neoplasia.)

In the pediatric transplant population, viral infections often
include pathogens uncommon in adults, such as varicella
zoster virus (VZV), adenovirus, and respiratory syncytial vi-
rus (RSV), A large proportion of pedmmc patients have not
.been infected with the herpes viruses prior to transplanta-
tion and, therefore, are susceptible to developing primary
infections from the grafted organ and/or blood products.
Anti-infective prophylaxis may reduce the morbidity associ-
ated with certain potential pathogens and should be consid-
ered for pediatric and other high-risk patients. Judicious
use of immunosuppressive drugs, including type, dosage,
and duration, may limit the risk and seriousness -of sorae
opportunistic infections. It is also possible to reduce the risk
of serious CMV or EBV infection by avoiding transplanta-
tion. of a CMV-seropositive (donor) and/or EBV—seropcsitive
(donor) organ into a seronegative patient.

Neoplasia: As a result of depressed cell-mediated immu-
nity from immunosuppressive agents, organ transplant pa-
tients have an increased risk of developing malignancies.
This risk is evidenced almost exclusively by the occurrence
of lymphoproliferative disorders, squamous cell carcinomas
of the skin and lip, and sarcomas. In immunosuppressed pa-
tients, T. cell cytotoxicity is impaired allowing for transfor-
mation and proliferation of EBV-infected B. lymphocytes.
Transformed B lymphocytes. are thought to lmhate oncogen-
esis, which ultimately cul tes in the d t-of
most post-transplant lymphoproliferative disorders. Pa-
tients, especially pediatric patients, with primary EBV in-
fection may be at a higher risk for the development of EBV-
associated lymphoproliferative disorders. Data support an
association between the development of lymphoproliferative
disorders at the time of active EBV infection and
ORTHOCLONE OKT3 administration in pediatric liver al-
lograft recipients. (See: ADVERSE EVENTS Infections,
Neoplasia.}

Following the initiation of ORTHOCLONE OKT3 therapy,
patients should be continuously monitored for evidence of
lymphoproliferative disorders through physical examina-
tion and histological evaluation of any suspect lymphoid tis-
sue. Close surveillance is advised, since early detection with
subsequent reduction of total immunosuppression may re-
sult in regression of some of these lymphoproliferative dis-
orders. Since the potential for the development of lympho-
proliferative disorders is related to the duration and extent
(intensity) of total immunosuppression, physicians are ad-
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vised: to adbere to the recommended dosage and duration-of
ORTHOCLONE :OKT3 therapy; to limit the number:of
courses of ORTHOCLONE OKT3 and other anti- T lympho-
¢yte antibody preparations administered within a'short pé-
nod of time; and if appropriate, to reduce the dosage(s) of
essive drugs used 1y to the lowest
level compatible with an effective therapeutic response.
(See: DOSAGE AND ADMINISTRATION.)
A recent §tudy examined the incidence of non-Hodgkin’s
lymphoma {NHL) among 45,000 kidney transplant recipi-
ents and over 7,500 heart transplant recipients. This study
suggested that all transplant patients, regardless of the im-
munosuppressive regimen employed, are at increased risk
of NHL over the general population. The relative risk was
highest among those receiving the. most aggressive
regimens.
The long-term risk of neoplastic events in patients being
treated with ORTHOCLONE OKT3 has not been deter-
mined.

PRECAUTIONS
General :
When using combinations of immunosuppressive agents,
the dose of each agent, including ORTHOCLONE OKT®3,
should be reduced to the lowest level compatible with an ef-
fective therapeutic response 5o as to reduce the potential for
and severity of infections and malignant transformations.
Fever: If the temperature of the patient exceeds 37.8°C
(100°F), it should be lowered by antipyretics before admin-
istration of each dose of ORTHOCLONE OKT3. The possi:
bility of infection should be evaluated.:
Severe Cytokine Release Syndrome Vbrsus Anaphylactw Re:
actions: It may not be ible to distingui an
acute h {e-g., ‘anaphylaxis, angio-
edema, etc) and the Cytokme Release Syndrome Poten-
tially serious signs and " “having an diate
onset {usually within 10 ) followi: ini {
of ORTHOCLONE OKT3 are probably due to acute hyper:
If' itivity is cti i the
drug lmmedlatelv, do not resume therapy or re-expose the
patient to ORTHOCLONE OKT3. Clinical manifestations be-
ginning approximately 30 to 60 minutes (or later) following
administration of ORTHOCLONE OKT3 are more likely
cytokine-mediated. (See: WARNINGS: Cytokine Release
Syndrome Anaphylactic Reactions.)
Central Nervous System Events: Since some seizures (and
other serious céntral nervous system events) following
ORTHOCLONE OKT3 administration have’ been life-
threatening, anti-seizure precautions (e.g., an airway ready
for use, if needed) should be taken. (See: WARNINGS and
ADVERSE EVENTS: Central Nervous System Events.)
Infection/ Viral-Induced Lymphoproliferative Disorders:” If
infection or a viral induced lymphoprohferanve disorder
occurs, culture or biopsy as soon as possible, promptly
institute appropriate anti-infective therapy, and (if possible)
reduce/discontinue immunosuppressive therapy. (See:
WARNINGS, ADVERSE EVENTS.) .
Low Protein-Binding Filter: Use a low protéin-binding 0.2
or 0.22 micrometer (pm) filter to prepare the mjectmns
(See: ADMINISTRATION INSTRUCTIONS.)
Sensitization: ORTHOCLONE OKTS is a mouse (mzmuno
globulin) protein that can induce human anti-mouse anti-
body production (i.e., ization) in some p its follow-
ing exposure; a hter =1:1000 is a contramdmatmn for use.
(See: WARNINGS, ADVERSE EVENTS.)
In the initial chmcal trials using low doses of prednisone
and azathioprine during ORTHOCLONE OKTS3 therapy for
renal allograft rejection, antibodies to
ORTHOCLONE OKT3 were observed with an incidence of
21% (n=43) for IgM, 86% (n=43) for IgG and 29% (n=35) for
IgE. The mean time of appearance of IgG antibodies was 20
+ 2 days (mean-* SD). Early IgG antibodies appeared to-
wards the end of the second week of treatment in 3% (n=86)
of the patients.
Subsequent clinical experience has shown that the dose, du-
ration, and type of immunosuppressive medications used in
combination with ORTHOCLONE OKT3 may affect both
the incidence and magnitude of the host antibody response.
Furthermore; immunosuppressive agents used concomi-
tantly with ORTHOCLONE OKT3 (i.e., steroids, azathio-
prine, prednisone, or cyclosporine) have altered the time
course of anti-mouse antibody development and the speci-
ficity of the antibodies formed-(i.e., idiotypic, isotypic,
allotypic).
Thrombosis: - As with other immunosuppressive therapies,
arterial, venous, and capillary thromboses of allografts and
other vascular beds (e.g., heart, lungs, brain, bowel, etc)
have: been - reported in . patients treated - with
ORTHOCLONE - OKT3. In addition, microangiopathic
changes (e, g platelet mxcrothrombl) in the renal allograft

d with micr hic hemo-

in some P
lIytic anemia have been reporbed This was observed in 5 of
93 (5%) patients receiving doses above the:recommended
dose. The relationship to dose remains uncertain; however,
the relative risk appears to be greater with doses above the

recommended dose. Patients with a history of thrombosis or’

underlying’ vascular . - disease . should be .given

IPR2018-01710

Information for Patients:

Patients should be advised:«

* of the signs and symptoms assoc1ated w1t.h the Cytokme
Release Syndrome and.the potentially. serious nature of
this syndrome (e.g., Systemic, cardiovascular, central ner-
vous system events).. .

* to seek-medical attention for-skin rash, u.rtmana rapld
heart beat, respiratory distress, dysphagia, or any swell:
ing suggesting an allergic reaction or angioedema.

* that ORTHOCLONE OKT3 may impair mental alertness
and coordination and. may effect the ability to operate an
automobile or machinery.

e of other - risks associated with the wuse of
ORTHOCLONE OKT3. (See: BOXED WARNING; WARN-
INGS; PRECAUTIONS; ADVERSE EVENTS.)

Laboratory Tests:  The following tests should be monitored

prior to.and during ORTHOCLONE OKT®3 therapy:

* Renal: BUN, serum creatinine, etc

* Hepatic: tr i alkaline p hatase, bilirubin;

* Hematopoietic: WBCs and dlﬂ'erenmal platelet count,
etc.;

+ Chest X- -ray within 24 hours before initiating
ORTHOCLONE OKT3 treatment. to rule out heart failure
or fluid overload.

« Blood Tests: Periodic assessment, of organ system func-
tions (renal, hepatic, and hematopoietic) should be per-
formed.

During therapy with ORTHOCLONE OKT3: In adults, per-

iodic monitoring to ensure plasma ORTHOCLONE OKT3

levels (=800 ng/mL) or T cell clearance (CD3 positive T cells
<25 cells/mm®) is recommended. In pediatric patients, both

plasma ORTHOCLONE OKT3 levels (=800 ng/mL) and T

cell clearance (CD3 positive T cells <25 cells/mm®) should

be monitored daily. (See: CLINICAL PHARMACOLOGY.)

Carcinogenesis: Long-term studies have not been per

formed in laboratory animals to evaluate the carcinogenic

potential of ORTHOCLONE OKT3; however, neoplasia has
been reported in patients recewmg' this product. (See:
WARNINGS and ADVERSE EVENTS: Neoplasia.)
Pregnancy Category C: Animal reproductive studies have
niot been conducted with ORTHOCLONE OKT3. 1t is also
not known whether ORTHOCLONE OKT3 can cause fetal
harm when administered to a pregnant womax or can affect
reproduction capacity. However, ORTHOCLONE OKTS3 is
an IgG antibody and may cross the human p}acenta The
effect on the fetus of the release of cytokines and/or immu-
nosuppressmn after treatment with ORTHOCLONE OKT3

is not known, ORTHOCLONE OKT3 should be given o a

pregnant woman only if clearly o neéded. If this drug is used

during pregnancy, or the pament becomes pregnant whlle
taking this dmg, the patient should be apprised of the po»
tential hazard to the fetus. (See: CONTRAINDICATIONS,

WARNINGS, and ADVERSE EVENTS.) '

Nursing Mothers: It  is not known

ORTHOCLONE OKTS3 is excreted in human milk. Becguse

many drugs are éxcreted in huttian milk and because of the

potential for serious adverse events/oncogenesis shown for

ORTHOCLONE OKT3 in human studles, a decision should

be made to discontinue Bursing or tg dlscantmue ‘the drug,

taking into account the 1mportance of the drug to the
mother. (See: CONTRAINDICATIONS:)

Pediatric Use:  Safety and effectiveness have been estab-

lished in,infants (1 mo. up to 2 yr; children (2 yr. up to 12

yr); and adolescents (12 yr. up to 16 yr). Use of

ORTHOCLONE OKTS3 in these age groups is supported by

clinical studies that included adults and pediatric patients,

In those studies, the safety and efficacy of

ORTHOCLONE OKTS3 in pediatric patients receiving renal

or hepatic transplants was similar to that in the overall co-

hort. There were insufficient data to compare the safety and

efficacy of ORTHOCLONE OKT3 in pediatric patients in a

study of patients receiving cardiac transplants. Additional

pharmacokinetic, pharmacodynamic, and clinical studies'in
infants, children, and adolescents have been reported in
published literature.

Pediatric patients are known to have higher CD3, lympho-

cyte counts than adults; therefore, progréssively higher

doses of ORTHOCLONE OKT3 are often required to
dchieve therapeutic levels of lymphocyte ‘clearance. (See:

DOSAGE AND ADMINISTRATION.) -

Specific Safety Concerns in Pediatric Patients

Deaths Due to Cerebral Herniation:

The postmarketing data base indicates that ped.\atnc pa-

tients may be at increased risk of developing . cerebral

edema with or without herniation ‘compared to-adults. In
the period between 1986 and 1996, twenty-five cases (6 in
pediatric patients) of ‘cerebral edema were idéntified with
subsequent cerebral herniation and death in' five cases (4 in
pediatric patients). Herniation in the pediatricpatients and
oné 19 year old subject occurred:within a few hours to one
day! after.:the .first-dose (25:.-0x 5. mg): of
ORTHOCLONE .OKT3 administered in the investigational
setting for prophylaxis of renal allograft rejection. All pedi-
atric patients and.especially those receiving-a renal allo-
graft must be carefully evaluated for. fluid.retention and hy-
pertension. before the initiation of ORTHOCLONE -OKT3
therapy. (See: WARNINGS: Cytokine Release Syndrome;

DOSAGE AND ADMINISTRATION: General.) Patients

should be closely monitored for neurologic symptoms during

the-first twenty four (24) hours following each of the first
few doses of ORTHOCLONE OKTS3 injection.:

Other Serious Central Nervous System Adverse Events:

whether .

include status epxleptxcus, cerebral edema, diffuse encepha-
lopathy, cerebritis, seizures, cortical. dysfunctmn and intra-
cranial hemorrhage Permanent neurologic impairments
(e.g., blindness, deafness, paralysis) have been reported
rarely Because meningitis is a frequent infection encoun-
tered in pediatric allograft recipients, and the immunosup-
pression iated with ¢ lantation increases the risk
of opportunistic infection, patients with meningeal irrita-
tion following treatment with ORTHOCLONE OKT3 ther-
apy should be evaluated with lumbar puncture as early as
possible to rule out an infectious etiology.

Viral Infection:

The overall incidence of infections appeared to be similar in
pediatric patients comparéd to'the overall population stud-
ied. In the pediatric population, viral infections often in-
clude pathogens uncommon in adults, such as varicella
zoster- virus (VZV), adenovirus, enterovirus, parainfluenza
virus, and respiratory syncytial virus (RSV). In addition,
many viral diseases often manifest differently in pedxatnc
patients than they do in adults. Because a large proportion
of pediatric patients have not been infected by herpes vi-
ruses (e.g., EBV, HSV, CMV) prior to transplantation they
may be more susceptible to acquiring primary infections
from the grafted organ and/or blood products when immu-
nosuppressed. Antiviral prophylactic therapy may be partic-
ularly useful in these high risk pediatric patients. (See: AD-
VERSE EVENTS: Infections.)

Neoplasia:

Patients with primary EBV infection may be at higher risk
for the development of EBV-associated lymphoproliferative
disorders, There are data to support an association between
the development of Iymphoproliferative disorders at the
time of active EBV infection and ORTHOCLONE- OKT®3
administration in pediatric liver allograft recipients. Antivi-
ral prophylactic therapy may be partxcularly useful in these
high risk pediatric patients.

Gastrointestinal Fluid Losses:

Parenteral hydration may be required for gastrointestinal
fluid loss secondary. to diarrhea and/or vomiting resulting
from the “Cytokine Release Syndrome”.

Thrombosis:

Pediatric patients may be at an increased risk of thrombo-
sis. Pediatric patients weighing less than 15 kg are at high-
risk for hepatic artery thrombosis. Thrombosis has been re-
ported in pediatric transplant recipients treated with
ORTHOCLONE OKT3. A number of factors, including sur-
gical technique, the presence of a hypercoaguable state, and
the absence of prior dialysis experience may be relevant to
the pathophysiology of the increased risk of thrombosis.
(See: BOXED WARNING; WARNINGS; PRECAUTIONS;
ADVERSE EVENTS; DOSAGE AND ADMINISTRATION.)

ADVERSE EVENTS-

Cytokine Release Syndrome - - .

In controlled clinical trialsfor treatment of acute renal al-
lograft rejection, “patients treated - with
ORTHOCLONE OKT3 plus concomitant low-dose immuno-
suppressivé therapy (primarily azathioprine and cortico-
stéroids) were observed fo have an increased incidence of
adverse experiences during the first two-days of treatment,
as compared with the group of patients receiving azathio:
prine and high-dose steroid therapy. Durmg this period the
majority of patients experienced-pyrexia (90%), of which
19% were 40.0°C (104°F)-or above, dnd chills (59%). In ad-
dition, other‘adverse experiences-occuiring in 8% or mdre of
the ~patients - during - the - first {wo~ days of
ORTHOCLONE OKT3 therapy included: dyspnea (21%),
nausea (19%); vomiting (19%), chest pain (14%), diarrhea
(14%), tremor (13%), wheezing (13%), headache (11%),
tachycardia (10%), rigor (8%), and hypertension (8%). A sim-
ilar spectrum of clinical manifestations has been observed
in open clinical studies and in post-marketing experience
involving patients treated with ORTHOCLONE OKT3 for
rejection following renal, cardlac, and hepatic transplanta-
tion.

Additional serious and occasionally fatal cardiorespirators,
manifestations have been reported following any of the firgt
few doses. (See: WARNINGS: Cytokine Release Syndronhe
ADVERSE EVENTS: Cardiovascular, Respiratory.}

In the acute renal allograft rejection trials, potentially ffatal
pulmonary edema had been reportéd following the first; two
doses in less than 2% of the patients treated with ORTHO-
CLONE OKT3. Pulmonary edema was usually associated
with fluid overload. However, post-marketing experienée re-
vealed that pulmonary edema has occurred in patients who
appeared to be euvolemic, presumably as a ténsequence-of
¢ytokine-mediated increased vascular permeability. (‘leaky
capillaries”) and/or reduced myocardialcontractility/compli-
ance (i.e., left ventricular dysfunction). (See: WARNINGS:
Cytokine Release Syndrome DOSAGE AND ADMINISTRA-
TION.)

Infections

In the controlled randomized renal allograft rejection trial
conducted before cyclosporine was marketed, the most com-
mon infections - during ‘the first 45 days of
ORTHOCLONE OKT3 therapy were due to herpes simplex
virus (27%) and cytomegalovirus (19%). Other sévere-and
life-threaténing.infections were Staphylococcus epidermidis
(5%), Preumocystis carinii (3%), L lia (2%), Cryptococ-
cus (2%), Serratia (2%) and gram-negative bacteria (2%).
The incidence of infections was similar in patients treated
with. ORTHOCLONE OKT3 and in patients. treated with
high-dose steroids.

In a clinical trial of acute hepatic allograft rejection, refrac-
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during the first 45 days of the study were-cytomegalovirus
(16% of patients, of which 43% of infections were severe),
fungal infections (15% of patients, of which 30% were ‘se-
vere), and herpes simplex virus (8% of patients, of ‘which
10% were severe). Other severe and life-threateni

Table 1: Adverse Events Reported in Clinical Trials
{=1% incidence, n=393)

tions were gram-positive infections (9% of patients), gram-
negative infections (8% of patients), viral infections (2% ‘of
patients), and Legionella (1% of patients). In another trial
studying the use of ORTHOCLONE OKT®3 ini patients with
hepatic allografts, the incidence of fungal infections was
34% and infections with the herpes simplex virus was 31%.
In a clinical trial studying the use of ORTHOCLONE OKT3
in patients with acute cardiac rejection refractory to conven-
tional treatment, the most common infections in the
ORTHOCLONE OKT3 group reported during the first 45
days of the study were herpes simplex virus (5% of patients,
of which 20% were severe), fungal infections (4% of patients,
of which 75% were severe), and cytomegalovirus (3% of pa-
tients, of which 33% were severe). No other severe or life-
threatening infections were reported during this period.
In a retrospective analysis of pediatric patients treated for
acute hepatic rejection, the most common-infections re-
ported in patients treated with ORTHOCLONE OKT3 ther-
apy were due to bacterial infections (47%), fungal infections
(21%), cytomegalovirus (19%), herpes simplex virus (15%),
adenovirus (8%), and Epstein-Barr virus (8%). The overall
rates of viral, fungal, and bacterial infections were similar
in patients treated with ORTHOCLONE OKT3 (n=53) and
in patients whose rejection was treated with steroids alone
(n=27). In another study of 149 pediatric liver allograft pa-
tients where 59 episodes of steroid-resistant rejection were
treated with ORTHOCLONE OKTS3, the incidence of inva-
sive cytomegalovirus infection was higher in patients re-
ceiving ORTHOCLONE OKT3 than in those receiving ster-
oids alone.
Clinically significant infections (e.g:; pneumoma, sepsis,
ete.) due to the following.pathogens have been reported:
Bacterial: Clostridium species (including perfringens), Cory-
- nebacterium, Enterococeus, Enterobacter-aero-
genes, Escherichia coli, Klebsiella species; Lacto-
bacillus, Legionella, Listeria monocytogenes,
Mycobacteria species, Nocardia astervides, Pro-
teus species, Providi species; P:
aéruginosa, Serratia species, Staphylococcus spe-
cies, Streptocaccus species, Yersinid enterocolitica,
and other gram-negative bacteria.
Aspergillus, Candida, Cryptococcus, Dermato-
phytes.
Protozoa: Pneumocystis carinii, Toxoplasma gondii.
Viral:

Fungal:*

cytomegalovirus* (CMV), Epstein-Barr virus*
(EBV), herpes simplex virus* (HSV), hepatitis vi-

ruses, varicella zoster virus (VZV), adenovirus,

enterovirus, respiratory syncytial virus (RSV),

parainfluenza virus.
As a consequence of being a potent immunosuppressive, the
incidence and severity of infections with' designated(*)
pathogens, especially the herpes family of viruses, may be
increased. (See: WARNINGS: Infections.)
Neoplasia
In patients treated with ORTHOCLONE OKT3, post {rans-
plant lymphoproliferative -disorders have ranged from
lymphadenopathy or-benign polyclonal B cell hyperplasias
to malignant and often fatal monoclonal B celi lymphomas.
In post-marketing experience, approximately one-third of
the lymphoproliferations reported were benign and two-
thirds were malignant. Lymphoma types included: B cell,
large cell, polyclonal, non-Hodgkin’s, lymphocytic, T cell,
Burkitt’s. The majority were not histologically classified.
Malignant lymphomas appear to develop eatly after‘trans-
plantation, the majority within- the first four months post-
treatment. Many of these have been rapidly progressive.
Some were fulminant, involving the allografted organ and
were widely disseminated at the time of diagnosis. Carcino-
mas of the'skin included: basal cell, sqr cell; sarcoma,
melanoma, ‘and keratoacanthoma. Othér neoplasms infre-
quently reportéd include: multiple myeloma, leukemla, car-

numa of the breast, adenocatcinoma, cholﬁng'l arcmoma
ani 1 recurrences of pre-existing hepatoma and renal cell car-
- cinome- (See: WARNINGS: Neoplasia.)

Hypers@si vity Re,actmns
Reported: adverse reactions resultmg from the formatmn of
antibodies to ORTHOCLONE OKT3 have included antigen-
aﬁfBody {immune complex) mediated syndromes and IgB-
mediated reactions. Hypersensitivity reactions have ranged
from a mild, self-limited rash.or pruritus to severe, life:
threatening anaphylactic reactions/shock or angioedema
(including: swelling. of lips, eyelids, laryngeal spasm and
airway obstruction with hypoxia). (See: WARNINGS: Ana-
phylactic Reactions.) .
Other hypersensitivity reactions have included: ineffective-
ness of treatment, serum sickness, arthritis, allergic inter-
stitial nephritis, immune complex deposition resulting in
glomerulonephritis, vasculitis (including temporal and reti-
nal), and eosinophilia.
Adverse Reactions by Body System
Adverse events reported in greater th:

equal to 1% of

IPR2018-01710

Body System Incidence (%)
infec:
Autonomic Nervous Systemn Disorders .
Diaphoresis 7
Vasodilation 7
Body as a Whole, General D:sorders R
Anorexia ¢ 4
Asthenia 10~
Chills 43
Fatigue S g e
Lethargy 6
Malaise .. . 5,
Pain, trunk e 6
Pyrexia 77
Cardiovascular Disorders, General
Arrhythmia - - . 4
Bradycardia -4
Hypertension 19
Hypotension Lo 25
Pain,.chest .9
Tachycardia 26
Vascular Occlusion 2
Central & Peripheral Nervous System Disorders
Convulsions . 1
Dizziness 6
Headache 28
Meningitis : 1
Tremor 14
Gastrointestinal System Disorders
Diarrbea . . 37
Nausea s 32
Pain, abdominal . 6
Pain, GI . 7.
Vomiting 25
Hematopoietic Disorders .
Anemia 1 R . .2
Leukocytosis . 1
Thrombocytopenia 2
Metabolic and Nutritional Disorders -,
Edema 12
M loskeletal System.Disordi .

T Arthralgia 7
Myalgia . 1
Psychiatric Disorders
Confusion 6
Depression . 3
Nervousness 5
Somnolence 2
Renal Disorders .

Renal Dysfunction ) . 3
pi y System Disorders "~~~
Abnorma} Chest Sound : 10
Dyspnea’ ‘16
Hyperventilation 7
Hypoxia 1
Pneumonia ‘ 1
Pulmonary Edema e 2
Respiratory Congestion 4
Wheezing . 6
Skin and Appendages Disorders
Pruritus - L 7
Rash . 14
Rash Erythematous © ’ 27
Special Senses o
Photophobia*’ o 1
Tinnitus 1
White Cell and Ret:culoendothehal System Dlsorders
Leukopenia 7

Selected Adverse Events Reported In Glinical Trials (< 1%
mcsdence, n= 393)

Cardi I: . Angina, Cardiac Ar-
Test, Fluctuatwn in Blood Pressure Heart Failure, Myccar-
dial Infarction; Shock, Thrombosis.

Central and Peripheral Nervous System Dlsorders
Encephalopathy, Epilepsy; Hypotonia.
Gastromtestmal storders Gastromtestmﬂl Hemor-
rhage.’ d
Hemapoxetlc storders
adenopathy, Lymphopeni:
Hepatobiliary: ,Hepatms,
creased.

Coma,

Coagulatmn Dlsorder, Lymph

'SGOT Increased SGPT In-

Psvchxatnc‘ Disorders: H 11 jons, Mogd r‘L
Paranoia, Psychosis. .
Renal Disorders:  Anuria, Ohguna

Respiratory System Disorders: Apnea,. Pneumomtxs
Special Senses: - Conjunctivitis, Hearing Decrease:: - .~ @
Worldwide Postmarketing Experience - Body Systems/
Events Listed-Alphabetically: ..

Body.as a Whole, ‘General Disorders: Fever (mdudmg
spiking temperatures ds high as 107°F), Flu-like Syndrome.
Cardiovascular Disorders: - Cardiovascular:Collapse, He-
modynamic Instability, Left Ventricular Dysfunction.
Central and Peripheral-Nervous System Disorders:: Agita-
tion, Aphasia, Asterixis, Cerebritis, Cerebral Edema, Cere-
bral Herniation, Cerebrovascular Accident, CNS. Infection,
CNS Malignancy; Cranial Nerve VI Palsy, Encephalitis, Hy-
perreflexia, Involuntary Movements, Intracranial -Hemor-
rhage, Impaired Cognition, Myoclonus, Obnubilation, Pare-
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In a post-marketing survey:involving 214 renal transplant
patients, the incidence of aseptic meningitis syndrome was
6%. Fever (89%), headache (44%), neck stiffness (14%), and
photophobia (10%) were the most commonly reported symp-
toms; a combination of these four symptoms cccurred in 5%
of patients:

Between 1987 and 1992, 75 post-marketing reports have de-
scribed seizures, averaging about 12 per year, and including
23 fatalities. More than two-thirds of these reports (53)
were of domestic spontaneous origin, and their age and sex
distributions were broad- Post-licensure reports generally
provide insufficient data to- allow accurate estimation of risk
or of incidence.

Gastrointestinal Disorders: .. Bowel Infarction.
Hematopoietic Disordéfs: Aplastic anemia, Arterial, Ve-
nous and Capillary Thrombosis of allografts and other vas-
cular beds e.g., heart, lung, brain and bowel etc., Dissemi-
nated Intravascular. Coagulation, - Microangiopathic
Changes (e.g., platelet microthrombi), Microangiopathic He-
molytic Anemia, Neutropenia, Pancytopenia.

Hepatobiliary: Hepatitis' or. Hepato/splenomegaly, usually
secondary to viral infection or lymphoma.

Musculoskeletal Disorders:.. Arthritis, Stiffness/Aches/
Pains.

Renal Disorders: . Azotemia, Abnormal Urinary Cytology
including exfoliation of-damaged lymphocytes, collecting
duct cells and cellular casts, Delayed Graft Function, Renal
Insufficiency/Renal Failure, usually transient and revers-
ible and occasionally in assomatlon with Cytokme Release
Syndrome.

Respiratory System Disorders:  Adult Respiratory Dis-
tress Syndrome; Respiratory Arrest, Respiratory Failure.
Skin-and ‘Appendages: Erythema, Flushing, Stevens-
Johnson Syndrome, Urticaria. :

Special Senses:  Blindness; Blurred Vision, Deafness, Dip-
lopia, Otitis Media, Nasal and Ear Stuffiness, Papllledema

OVERDOSAGE ! .

Symptoms of oyerdosage with, ORTHOCLONE OKT®3 may
include hyperthermm severe chills, myalgia, vomiting, di-
arrhea, edema, oliguria, pulmonary edema, and acute renal
failure. A high incidence (5%) of microangiopathic hemolytic
anemia/HUS syndrome in patients receiving 10 mg per day
of ORTHOCLONE OKT3 was also,reported. In the event of
acute overdosage with ORTHOCLONE OKT3, the patient
should be carefully observed and given symptomatic and
supportive treatment.

DOSAGE AND ADMINISTRATION

Adults

The recommended dose of ORTHOCLONE OKT3 for the
treatment of acute renal, steroid-resistant cardiac, or ste-
roid-resistant hepatic allograft rejection is'5 mg per dayina
single (bolus) intravenous injection in less than one minute
for 10 to 14 days. For acute renal rejection; treatment
should begin upon diagnosis. For steroid-resistant.cardiac
or-hepatic allograft rejection, treatment should begin when
the tréating physician deems a-rejection has not been re-
versed by an adequate course of corticosteroid therapy. (See:
CLINICAL PHARMACOLOGY; PRECAUTIONS: Sensitiza-
tion, Laboratory Tests.)

Pediatric Patients

The initial recommended dose is 2. 5 mg per day in pediatric
patients weighing less than or equal to 30 kg and 5 mg per
day in pediatric patients weighing greater than 30 kg in a
single (bolus) intravenous m;ectmn in less-than one minute
for 10-to 14 days. Daily increases in ORTHOCLONE OKT3
doses (i.e., 2.5 mg increments) may be required to achieve
depletion of CD3 positive célls (<25 cells/mm®) and ensure
therapeutic ORTHOCLONE OKT3 serum concentrations
(> 800 ng/mL): Pediatric patients may require augmenta-
tion of the ORTHOCLONE OKT3 dose: For acute renal re-
jection, treatment should begin upon diagnosis. For steroid-
resistant cardiac or hepatic allograft rejection, treatment
should begin when the treating physician deems a rejection
has not been reversed by an adequate course. of corticoster-
oid therapy. (See: CLINICAL PHARMACOLOGY; PRE-
CAUTIONS; Laboratory Tests; Pedlamc Use.)

General

For- the first few ‘doses, patients should be momtored in a
facility equipped and staﬂ'ed for cardiopulmonary resuscita-
tion . (CPR)., Patients receiving. subsequent doses of
ORTHOCLONE OKTS3, should also be monitored in a facil-
ity equipped-and staffed for CPR: Vital signs should be mon-
itored frequently. Patients receiving ORTHOCLONE OKT3
should also be carefully monitored for signs and symptoms
of Cytokiné Release. Syndrome; particularly-after the' first
few doses but also after a treatment hiatus with resumption
of therapy. The patient’s temperature should be lowered to
<387.8°C (100°F).before the administration of any dose of
ORTHOCLONE OKT3.

Prior to-administration of ORTHOCLONE OKT3, the: pa:
tient’s volume status should be assessed carefully. 1t is im-
perative; especially prior to-the first few doses, that there be
no clinical evidence of volume overload, uncontrolled hyper-
tension,.or uncompensated heart failure. Patiénts should
have a clear chest X-ray ‘and should not weigh more than 3%
above their minimum weight during the week prior to injec-
tion.

To decrease the incidence and severity of Cytokine Release
Syndrome, :associated with the = first- dose of
ORTHOCLONE OKTS3, it is strongly recommended that
methylprednisolone sodium succinate 8.0 mg/kg be admin-
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PHYSICIANS’:DESK REFERENCE®

Orthoclone OKT 3-——-Cont

istered mtravenously 1 to 4hours prror m the mmal doSe of

ORTHOCLONE: OKT3: Acetaminophen -and-antihistamines

given concomitantly with ORTHOCLONE OKT3.may+aldo

help:to reduce some.edrly reactions. (Seel: WARNINGS-and

ADVERSE EVENTS: Cytokine: Release Syndrome.) i

‘When using concomitant’ immunosuppressive-drugs;ithe

dose:of each shoild be reduced to: the. lowest level compati-

ble with an effective therapeutic: response in order to: reduce
the: potential for malj and‘ir

immunosuppression should be resumed approxrmately

three days prior to the cessation of ORTHOCLONE. OKT®3

thérapy. {(See: WARNINGS and ADVERSEEVENT& Infect
tion, Neoplasia.)!

Reduced T . icell - clearance or low plasma

ORTHOCLONE QKT8 levels provide a: basxsvfnr adjusting

ORTHOCLONE OKT3 dosage or for.didcontinuing therapy.

(See: WARNINGS: Anaphylactic.- Reactions; PRECAU-

TIONS: Laboratory Tests; ADVERSE EVENTS Hypersen-

sitivity Reactions.):

ADMINISTRATION INSTRUCTIONS

1. Before administration, ORTHOCLONE OKTB should be

inspected: for particulate. matter and discoloration: Be-
cause ORTHOCLONE OKTS ig-a'protein solution, it may
develop-fine-translucent partxcles (shown not-to- affect
potency).

2. No bacteriostatic agent is present in tlus product Adher-
ence to aseptic technique is advised. Once the ampule is
opened, use immediately and discard the utiused portion.

. Prepare ORTHOCLONE OKT3:for injection by drawing

- solution into a syringe through a low: protein-binding:0.2

or 0.22 micrometer (pm) filter. Detath filter and attach a

new needle for a single intravenous (bolus) injection: -

_Because mo data is available on compatibility:-of

ORTHOCLONE OKT3 with other intravenous sub-

stances or additives, other medications/substances

“should not be added or irifused s1multaneous y through
the same intravenous lind. If the samé intravenous line is

“‘used for sequentxal infasion ‘of several different drugs,
the line should be flushed with saline before and after in-

“jection of ORTHOCLONE OKT3."

. Admiriister ORTHOCLONE OKT3 as a single intrave-
nous (bolus) myectmn in less thiari one mirute. Do not ad-

“thinister by intravenous infusion’or in conjunction with
other drug solutions.

HOW SUPPLIED ’ T ,

ORTHOCLONE: OKT3 is supplied as a sterile solution in

packages of-5 ampules (NDC.59676:101-01). Each § mL am-

pule.contains 5 mg of ‘muromonab-CD3,. :

Storage: - Store in a refrigerator at 2° to 8°C (36" to 46°F)

DO NOT FREEZE OR SHAKE.
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PROCRIT® e

[pro-krit)
{epoetin alfa)
PROCRIT registered trademark of d:smbutor
FOR INJECTION

DESCRIPTION

Erythropoietin is a glycoprotein which stimulates red bloud
cell production. It is produced in the kidney and stimulates
the division and differentiation of committed erythroid pro-
gemtors i the bone marrow. PROCRIT (Epoetin alfa); a 165
amino acid glycoprotein manufacturéd by recombinant DNA
technology, has the same biological effects as endogenous
erythropoietin.! It has a molecular weight of 30;400-daltons
and is produced by mammalian cells into which thé hiiman
erythropoietin gene has been introduced. The product-con-
tains the identical amino acid sequence of 1solated natural
erythropoietin,

PROCRIT is formulated as a sterile, colorless; lxqurd in'an
isotonic sodium'chloride/sodium- citrate or-a sodium chilo:
ride/sodium phosphate buffered solution for intravenous
(IV} or subcutaneous (SC) administration.

Single-Dose, Preservative-Free Vial: 1 mL (2,000, 8,000;
4,000 or 10,000 Units/mL). Each 1 mL of solution ¢ontains
2,000, 3,000, 4,000 or 10,000 Units of Epoetin alfa, 2:5 mg
Albumin (Human), 5.8 mg sodium citrate, 5.8 mg*sodivm
chloride, and 0.06 mg citric acid in Water for Injection, USP
(pH 6.9+0.3). This formulation contains no preservative.
Single-Dose, Preservative-Free Vial: 1 mL (40,000-Usits/
mL). Each 1 mL of solution contains 40,000 Units of Epoetin
aifa, 2.5 mg Albumin (Human), 1.164 mg sodium phosphate
monobasic monohydrate, 1.766 mg sodiiim phosphate diba:
sic anhydrate, 0.696 mg sodium citrate, 5.78 mg sodium
chloride, and 6.8 meg citric acid in Water for Injection, USP
(pH 6.920.3). This formulation contains fio preservative.
Multidose, Preserved Vial:- -2"mL (20000 Units, 10,000
Units/mL). Each 1 mL of solution contains 10,000 Units of
Epoetin alfa, 2.5 mg Albumin (Human), 1.3 mg sodium cit:
rate, 8.2 mg sodium chloride, 0.11 mg citric acid, and 1%
benzyl alcohol as preservative in Water for Injectxon USP
(pH 6.1:0.9).
Multidose, Preserved Vial: 1 mL (20, 000 Umts/mL) Each
1 mL of solution contains 20,000 Units of Epdetin alfa,
2.5 mg Albumin (Human), 1.3 mg sodium citrate, 8.2 mg
sodium chloride, 0.11 mg citric acid, and 1% benzyl alcohol
as preservative in Water for Injection, USP (pH 6.1x0: 3).

CLINICAL PHARMACOLOGY.

Chronic Renal Failure Patients

Endogenous production of erythropoxetm is normally regu—
lated by the level of tissue oxygenation. Hypoxia and ane-
mia generally increase the production of erythropoietin,
which in turn stimulates erythropoiesis.’ In normal sub-
jects, plasma eryﬂrropoxetm levels range from 0.01 to 0.03
Units/mL, and increase up to 100- to 1000-fold dunng hyp:
oxia or anemia.? In contrast, in patients with chronic renal
failure (CRF), production of erythropoxetm is impaired, and
this erythropmetm deficiency is the primary cause of therr
anemia.

Chronic renal failure is the clinical situation in which there
is a progressive and usually irreversible decline in kxdney
function. Such patients may manifest the sequelae of renal
dysfunction, including anemia, but do not necessarily Te-
quire regular dialysis. Patients with.end-stage renal disease
(ESRD) are those patients with CKF who require regular
dialysis or kidney transplantation for survival.

PROCRIT has.been shownto stimulate erythropoiesis. if
anemic patients with CRF, mcludmg both pahents on dial-
ysis and those who do riot require regular dialysis.*"* The
first: evidence of a response-to the ‘three times weekly
(T.1W.) administration of PROCRIT.is.an increase in the re:
ticulocyte count within 10:days; followed:by. increases in-the
red cell count, hemoglobin, and hematocrit; usually within
2-6 weeks*® Because-of the length-of:time: required-for
erythropoiesis — several days for erythroid progenitors to
mature and be-released: into:the circulation +-a:climeally
significant increase in hematocrit:is wsually not observed in

nancies: Transplant. Proc. 23:1101-1103,1991. >
9:: Rubin' RH -and ‘Tolkoff-Rubin- NE.. The Impact of:Infec-
* ‘tion onthe/Outcome:of Transplantation? Transplant
- Proc.-23:2068-2074,1991. - "+
10.'Schroéder TJ; Ryckman FC, Hm‘tubxse PE, et al: Immu
nological Monitoring During and Following OKT3 Ther-
apy in Children. Clin. Transplantation'5:191-196, 1991}
11. Goldstein G, Fuccello AJ, Norman DJ, et-al OKT3
Monoclonal Antibody- Plasma Levels-During Therapy
*+ and.the'Subsequent Developmentof Host Antibodies to
-~ OKT3: Transplantation 42:507-511, 1986: :
12. Sthroeder TJ, Michael AT, First MR, et al. Varmhrmq in

less than 2 weeks-and may require up t0.6 weeks in some
patients. Once the hematocrit reaches the suggested target
range {30-36%), that level can.be sustained: By:PROCRIT
therapy in the absence o{ iron deﬁmency and concurrent
illnesses. :

The rate of hematocntlnu ies.between pati and

to: PROCRIT: therapy. In:a:series.of fourielinical trials in-
volving 255 patients; 60%: to 80% of HIV-infected: patights
i rdovudrne had endogenous serum erythropol

d by reducedt. fusion reqmrements
and 1ncreased hematoerit:,. .. (7o .
Cancer Patients on Ch herapy. . ..
Anemia in, cancer patients may | be related to, the drsease it
self or the. eﬁ'ect of conconntantly administered chemother-
apeutic agents, PROCRIT has been shown to_ increase he-
matocrit and decrease transfusion reqmremeuts after the
first monthof terapy (months 2 and 3), in anemic ca.ncer
patrents undergoing chemotherapy

A'series of clinical trials enrolled 131 anenmc cancer pa-
tients' who were Teceiving cyclic cisplatin- or nt cnsplatm-
containing chemiotherapy. ‘Endogenous baselinle seram
erythropojetin levels varied dmong patients in'these trials
with ‘approximately 75% (N=83/110)-having-endogenous
serum‘erythropoiétin levels < 132 mUnits/ml, and approx-
imately 4% (N=4/110) of patients having endogenous serum
erythropoietin lévels> 500 mUnits/mb. In general; patients
with.lower baseline-serum erythropoietin levels responded
more ‘vigorously to-PROCRIT than patients with higher
baseline erythropoietin levels. Although no-specific serum
erythropoietin level can be stipulated above which patients
would be unlikely to respond to PROCRIT therapy, treat-
ment of patients with grossly elevated serum erythropoietin
levels (e.g., > 200 mUnits/mL) is not recommended.
Pharmacokinetics

Intravenously administered PROCRIT is eliminated at a
rate consistent with first order kinetics with a circulating
half-life ranging from approximately 4 to 13 hours in adult
and ‘pediatric patients with CRF'® Within the therapeu-
tic dose range; detectable levels of plasma erythropoietin
are maintaified for at least 24 hours. After subcutaneous ad-
ministration of PROCRIT to patients with CRF, peak serum
levels are achieved:within 5-24 hours after administration
and’decline slowly thereafter. There is no ‘apparent differ-
encein-half-life between adult:patients not.on dialysis
whose-serum creatinine levels. were greater than 3, and
adult patients maintained on dialysis.

In.normal volunteers, the half-life of intravenously admin-
istered PROCRIT is, approximately 20% shorter than the
half-life inCRF patients. The pharmacokinetics of
PROCRIT have not been studied in HIV- infected patients.
The phs.rmacol\mehc profile of Epoetin alfain children and
adolescents appears to be sumlar to that of adults Limited
data are available in neonates

It has been demonstrated in normal volunteers that the
10,000 U/mL citrate-buffered Epoetin alfa formulation and
the 40,000 U/l phosphate-bnﬁ‘ered Epoetin alfa formula-
tion are biosquivalent affer subciitaheous administration of

‘single 750 Units/kg doses. The'C;;,; and ty;, after adminis-
tratiori‘of the phosphate biffered Epoetiri alfd formulation

were 1. 80 +0.7 U/mL and 19:0 = 5.9-hours (miean * SD),

ively. The corresponding mean .+ SD values for the
cmrabe buﬁered Epoetin alfa: formulation were-2:+0.9 UlmL
and 16.3: + 3.0 hours. There was minimal accumulation in
serum after two weekly 750 Umts/kg subcutaneous doses of
Epoetin alfa. o ;

INDICATIONS AND USAGE

Treatment of Anemia of Chronic Renal Failure Patients
PROCRIT i indicated in the treatment of anemia associ-
ated with chroni¢ renal failure, including patients on dialy-
sis {end- -stage renial disease):and. patients'not on dialysis.
PROCRIT is indicated to elevate or maintain the red blood
cell level (as i d by the hematocrit or.h
determinations) and to decrease the need to transfusions in
these patients.

Non-dialysis patients with symptomahc anemia consrdered
for therapy should have a hematocrit less than 30%.
PROCRIT is not.intended for patients who require immedi-
ate corréction of severe anemia. PROCRIT. may obviate the
need ‘for maintenance transfusions but is not-a substitute
for emergency transfusion.

Prior to initiation of therapy, the patient’s iron stores should
be evaluated Transferrin saturation should be at least 20%
and ferritin 4t least 100 ng/mL. Blogd pressure should be
adequately controlled ‘prior to initiation of PROCRIT ‘ther-
apy, and must be closely momtored and controlled durii
therapy. = %
PROCRIT should be administered wiider the gmda' ice of 3
qualified physician (see “DOSAGE AND ADMII“ISTRA
TION). -

-

t of Anem:a
Patients” "~

1 ZidoVudine Treated HIV-Infectod

is dependent upon the dose of PROCRI’I‘ wrt.hm a therapeu

greaf,er biologic response if not observed ‘at'doses exceeding

300 Units/kg (DLW:).5.Other factorsaffectingithe rate and

extent of response include -availability: of iron stores, the
1

- Serum OKT3-Concentration Based Upon' Age; Sex;
Transplanted-Organ, Treatment Regimen, and Anti-
OKT3 Status. Therapeuhc Drug Momtonng 16 361—
367, 1994.

13. First MR, Schroeder TJ Hurtublse PE, et ak Immune
*Monitoring During Retreatment with OKTS 'I‘ransplan
Proc. 21:1753-1754, 1989, = =
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tocrit, and the presence of concurrent medxcal
problems. . . .
Zidovudine:Treated HV-1nf d-Pati
Responsiveness to PROCRIT in:HIV- m.fected patlents is de
pendent upon the endogenous serum-erythropoietin lével
prior:to tréatment. Patients with endogenous serum’ eryt}{-
ropoietin: levels =500 mUnits/mI}, and who.are receiving a
dose ' of zidovuditie . = 4,20 »mg/week ‘may respond to

N
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PROCRIT is mdlcated for the treatment of anemia related
to therapy’ with zidovudide in HIV-infécted patients.
PROCRIT is indicated to‘elevate or maintain the red blood
cell level-(as manifested by the hematocrit or hemoglobin
determinations) and to decrease the need for transfisions in
these patients. PROCRIT is not indicated for the treatment
of anernia in ' HIV-infected patients due to other factors such
as.iron orfolate deficiencies, hemolysis or-gastrointestinal
bleeding; which should be managed appropriately. -

PROCRIT, at-a dose-of 100 Units/kg three times per week, is
effective in decreasing the transfusion requirement and in-
creasing the red blood cell level of anemic, HIV-infected pa-
txents treated w1th zrdovudme when the endogenous serum
e et Ll cnbinmin
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WHAT TO DO DURING THE MONTH

1. TAKE ONE PILL AT THE SAME TIME EVERY DAY-UNTIL

THE PACK IS EMPTY, ) ]

Do not skip pills even if you are spotting or bleeding be-
tween monthly periods or feel sick to your stomach
{nausea).

Do not skip pills even if you do not have sex very often.

2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND
OF PILLS: ’

21 pills:”"Wait 7 days to start the next pack. You will prob-

ably have your period during that week. Be sure that no
more than 7 days pass between 21-day packs.

28 pills:  Start the next pack on the day after yourlast “re-
minder” pill. Do not wait any days between packs.

WHAT TO DO IF YOU MISS PILLS

The pill may not-be as effective if you miss white “active™
pills, and particularly if you miss the first few or the last
few white “active” pills in a pack.

If you MiSS 1 white “active” pill: .
1. Take it as.soon as you remember. Take the next pill at
your regular time. This means you may take 2 pills in 1 day.
2. You do not need to use a back-up birth control method if
you have sex. .

If you MISS 2 white “active” pills in a row in WEEK 1 OR
WEEK 2 of your pack:

1. Take 2 pills on the day you remember and 2 pills the next

day.

2. Then take 1 pill a day until you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the 7
days after you miss pills. You MUST use ancther birth con-

trol method (such as condoms, spermicide, or sponge) as a

back-up for those7 days.

If you MISS 2 white “active” pills in a row in THE 3rd WEEK:
The Day 1 Starter instructions are for the 21-day pill pack
only. The 28-day pill pack does not accommodate a DAY 1
START dosage regimen:. The Sunday Starter instructions
are for éithier the 21-day or 28-day pill pack.

1. if you are a Day 1 Starter:

THROW OUT the rest of the pill pack and start a new pack
that same day. -

If youare a Sunday Starter:

Keep taking 1 pill every day until Sunday,

On Sunday, THROW OUT the rest of the pack and start a
new pack of pills that same day. )

2. You may not have your period this.month but this is ex-
pected. However, if you miss your period 2 months in a row,
call your doctor or clinic because you might be pregnant.

3. You MAY BECOME PREGNANT if you have sex in the 7
days after you miss pills. You MUST use another birth con-
trol method (such as condoms, spermicide, of-sponge) as a
back-up for those 7 days. :

If you MISS 3 OR MORE white “active” pills in a row (during
the first-3 weeks): - :

The Day 1 Starter instructions are for the 21-day pill pack
only. The 28-day pill pack does not accommodate a DAY 1
START dosage regimen. The Sunday Starter instructions
are for either the 21-day or 28-day pill pack.

1. if you are a Day 1 Starter:

THROW OUT the rest of the pill pack and start a new pack
that'same day. ’

If you are a Sunday Starter:

Keep taking 1 pill every day until Sunday.

On Sunday, THROW OUT the rest of the pack and start a
new pack of pills that-same day.

2. You may not have your period this month but this is ex-
pected. However, if you miss your period 2 months in a row,
call'your doctor or clinic becduse you might be pregnant.

3. You MAY BECOME PREGNANT if you have sex in the 7
days after you miss pills. You MUST use another birth con-
trol method (such as condoms, spermicide; or sponge) as a
back-up for those 7 days.

A REMINDER FOR THOSE ON 28-DAY PACKS .

If you forget any of the 7 pink “reminder” pills in Week 4:
THROW AWAY the pills you missed.

Keep taking 1 pill each day until the pack is empty.

You do not need a back-up method if you start your next
pack on time. .

" Overdosage

Serious ill effects have not been reported-following ingestion

- of large doses of oral contraceptives by young children.

Overdosage may cause nausea and-withdrawal bleeding in
females. In case of overdosage, contact yoiur health-care pro-
vider or pharmacist. - Co

Other information .
Your health-care provider will take a medical and fanily
history before prescribing oral contraceptives.and. will ex-
amine you. The physical examination may be delayed to an-
other time if you request it and the health-care provider be-
lieves that it is appropriate to postpone it. You should be
reexamined at Jeast once a year. Be sure to inform your
health-care provider if there is a family history of any of the
conditions listed previously in this leaflet. Be sure to keep
all appointments with your health-care provider, because

+this is a time to determine if there are-early signs of side

effects of oral-contraceptive use. -

Do not use the drug for any condition'other than the one for

which it was prescribed. This drug has been prescribed spe-

cifically for you; do not give it to others who may want birth-

control pills. . .

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES

In addition to preventing pregnancy, use of oral contracep-

tives may provide certain benefits. They. are:

* Menstrual cycles may become more regular.

* Blood flow during menstruation may be lighter, and less
iron may be lost. Therefore, anemia due to iron deficiency
is less likely to occur.

¢ Pain or other symptoms during menstruation may be en-
countered less frequently. L .

¢ Ovarian cysts may gecur less frequently. ... -

* Ectopic (tubal) pregnancy may occur less frequently.

. * Noncancerous cysts or lumps in the breast may occur less

frequently,

* Acute pelvic inflammatory disease may occur-less fre-
quently. - e

* Oral-contraceptive use may provide some protection
against developing two forms of cancer: cancer of the ova-

* ries and cancer of the lining of the uterus.”

1f you want more information about birth-control pills, ask
your doctor or pharmacist. They have a more technical leaf-
let called the Professional Labeling which you may wish.to
read. _

Wyeth Laboratories
A Wyeth-Ayerst Company .
Philadelphia, PA 19101 . -
C1.4259-7 . . Revised November 30, 2001
Shown in Product Identification Guide, page 339 ..

MYLOTARG® B
[mi 'lo-tdrg] -
{gemtuzumab ozogamicin for Injection)

FOR INTRAVENOUS USE ONLY :

WARNINGS . .
Mylotarg should be-administered under the supervision
of physicians experienced in the treatment of acute leu-
kemia-and in facilities equipped to monitor and trea
leukemia patients. .
There are no controlled trials demonstrating eficacy
and safety using Mylotarg in combination with other
chemotherapeutic agents. Therefore, Mylotarg should
“only be used as single agent chemotherdpy-and not in
combination chemotherapy regimens outside clinical
trials. .
Severe myelosuppression occiirs wheti Mylotarg is used
at recommended doses!

HYPERSENSITIVITY REACTIONS INCLUDING ANAPHY-
LAXIS, INFUSION REACTIONS, PULMONARY EVENTS
Mylotarg administration can result in severe hypersen-
sitivity reactions (including anaphylaxis),.and other in-
fusion-related reactions which may include severe pul-
monary events. Infrequently, hypersensitivity reactions
and pulmonary events have been fatal. In most cases,
infiision-related symptoms occurred during the infusion
or within 24 hours of administration of Mylotarg'snd re--
solved. Mylotarg infusion should be interrupted for pa-
tients experiencing dyspnea or clinically significant

FINALLY, IF YOU ‘ARE STILL NOT SURE WHAT TO DO
ABOUT THE PILLS YOU HAVE MISSED

Use a' BACK-UP METHOD anytime you have.sex. 5
KEEP TAKING ONE PILL EACH DAY until you can reach
your doctor or clinic, :

Pregnancy due to pill failure

The incidence: of pill failure resulting in pregnancy is ap-
proximately less than 1.0% if taken every day as directed,
but average failure rates are 5%. If you do become pregnant,
the risk to the fetus is.minimal, but you should stop taking
your pills and discuss the pregnancy with your doctor.
Pregnancy after stopping the pill .
There-may be some delay in becoming pregnant-after you
stop using oral contraceptives, especially if you had irregu-
lar menstrual cycles before you used oral contraceptives. It
may be advisable to postpone conception until you begin
menstruating regularly once yout have stopped taking the
pill and desire pregnancy.

There does not appear to be any increase in birth defects in

IPR2018-01710

hypotension. Patients should be monitored until signs .
and symptoms conipletely resolve. Discontinuation of
Mylotarg treatment should be strongly considered for
patients who develop anaphylaxis, pulmonary edéma, or
acute respiratory distress syndrome. Since patients
with high periphéral blast counts may be.at greater risk
for pulmionary events and tuifior lysis syndrome, physi-
cians should consider leukoreduction with hydroxyurea
or Jéukapheresis to reduce the peripheral white count to
below 30,000/uL prior to administration of Mylotarg.
(Seé WARNINGS.) ) o

HEPATOTOXICITY:

Hepatotoxicity, including severe hepatic' veng-occlusive
disease (VOD), *ha's been reported in-association with'
the use of Mylotarg as a single agent, as part of a com-
bination chemotherapy regimen, and in patients with:
out a history of liver disease or h fetic stem-cell

therapy may be at increased risk for developing severe!
VOD. Death from liver failure and from VOD has been
reported in patients who received Mylotarg, Physicians

- should monitor their patients carefuily for symptoms of
hepatotoxicity, particularly VOD. These symptoms can
incyt #0: rapid weight gain, right upper quadrant pain,

| ‘hepatomegaly, ascites, elevations in bilirubin and/or
liver enzymes. However; careful monitoring may not
identify all patients at risk or prevent the complications -
of hepatotoxicity.

DESCRIPTION

Mylotarg® (gemtuzumab ozogamicin for Injection) is a
chemotherapy agent composed of a recombinant humanized
1gG4, kappa antibody conjugated with a cytotoxic antitumor
antibiotic, calicheamicin, isolated from fermentation of a
bacterium, Mic spora. echi @ $Sp.. calichensi
The antibody portion of Mylotarg binds specifically to the
CD33-antigen, a sialic acid-dependent,adhesion protein
found on the surface of leukemic blasts and immature nor-
mal cells of myelomonocytic lineage, but not on normal hem-
atopoietic stem cells. The anti-CD33 hP67.6 antibody is pro-
duced by mammalian cell suspension culture using a
myeloma NSO cell line and is purified under conditions
which remove or inactivate viruses. Three separate and in-
dependent steps in the bP67.6-antibody purification process
achieves retrovirus inactivation and removal. These'include
low pH treatment, DEAE-Sepharose chromatography, and
viral filtration.. Mylotarg contains amino acid sequences. of
which approximately 98.3% are of human origin, The con-
stant region and framework regions contain human se-
quences while the complementarity-determining regions
are derived. from.a murine antibody (p67.6) that binds
CD33. This antibody is : linked - to  ‘N-acetyl-gamma
calicheamicin via a bifunctional. linker. Gemtuzumab
ozogamicin has approximately 50%. of the antibody-loaded
with 46 moles calicheamicin. per- mole of antibody. The re-
maining 50% of the antibody is not linked to the calicheami-
cin derivative, Gemtuzumab ozogamicin has a melecular
weight of 151 to 153 kDa, <. . .
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Mylotarg (gemtuzumab ozogamicin for Injection) is a ster-
ile, white, preservative-fre¢ lyophilized powder containing
5 mg of drug conjugate (protein equivalent) in a 20-mL am-
ber vial. The drug product is light sensitive and must be
protected from direct and indireet sunlight anid unshielded
fluorescent light during the preparation and administration
of the infusion. The inactive ingredients are: dextran 40;
sucrose; sodium- chloride; monobasic and dibasic sodium
phosphate. ’

CLINICAL PHARMACOLOGY

General
Gemtuzumab ozogamicin binds to the CD33 antigen. This
antigen is expressed on the surface of leukemic blasts in
more than 80% of patients with acute myeloid leukemia
(AML). CD33 is also expressed on normal and leukemic my-
eloid colony-forming cells, including leukemic clonogenic
precursors, but it is not expressed on pluripotent hemato-
poietic stem cells or on nonhematopoietic cells.
Mechanism of Action: Mylotarg is directed against the
CD33 antigen expressed by hematopoietic cells. Binding of
the anti-CD33 antibody portion of Mylotarg with the CD33
antigen results in the formation of a complex that is inter-
nalized, Upon internalization, the calicheamicin derivative
is released inside the lysosomes of the myeloid cell. The re-
leased calicheamicin derivative binds to DNA in the minor
groove resulting in DNA double strand breaks and cell
death. ’
Gemtuzumab ozogamicin is cytotoxic to the CD33 positive
HL-60 human leukemia cell line. Gemt b ozogamicin
produces significant inhibition of colony formation in cul-
tures of adult leukemic bone marrow cells. The cytotoxic ef-
fect on normal myeloid precursors leads to substantial my-
elosuppression, but this is reversible because pluripotént
hematopoietic stem cells are spared. In preclinical animal
studies, gemtuzumab ozogamicin demonstratés antitumor
effects in-the HL-60 human promyelocytic leukemia xeno-
graft tumor in athymic mice. .
Human Pharmacokinetics : -0
After-administration of the first recommended 9 mg/m? dose
of gemtuzumab ozogamicin, given as a 2 hour infusion, the
o

transplant (HSCT). (See WARNINGS and ADVERSE
REACTIONS sections.) Patients who receive Mylotarg

tion half lives of total and unconjugated: calicheami-
cin were about 45'and 100 hours, respectively. After the sec-
ond 9 mg/m? dose, the half life of total calicheamicin was
: T b Alemerd OAT o v
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‘Mylotarg—Cont.

tration-time curve (AUC) was about twice that in the first
dose- period.. The pharmacekinetics. of unconjugated cali-
«cheamicin did not appear to change from.period one to, two.
Metahohc studies indicate: hydrolytm release of the cali-

icin derivative:from
‘metabolites of this derivative were found afterin vitro incu:
bation of gemtuzumab ozogamicin in human liver mi
scrosomes and cytosol, and in HL-60 promyelocytic leukemia
cells. Metabolic studies characterizing the possible isozymes
involved in the metabolic pathway of Mylotarg have not
been performed. ,

CLINICAL STUDIES

The efficacy and:safety of Mylotarg as'a smgle agent have
been evaluated-in 142 patientsin three single arm ‘opén-
Tabel studies ‘in: patients with CD33 -positive AMI}in first
relapse. The-$tudies included 65, 40, ‘and 37 ‘patients:In
studiés 1 -and 2 patients were =18 years-bfiage with a first
remission duration ‘of atJeast 6 fionths: In study 8, only
patients ='60 were enrolled and their first remission hi&d to
‘have lasted for at least:8 months. Patients with d

ozogamlcm Many |

TABLE 1: PERCENTAGE OF PATIENTS BY REMISSION CATEGORY

" ALl Stuidies

. Study . - Study 2 Study3*
- Type.of Remission | . - =65 Can=40 O |
CR Y 2 90 Ca
5% CT) - o s s (9,98) (9,36) (3725) (1, 23)
CRp e 15 13 N e 130
@5 D) 8, 26)" Cren (3,25) (820 -
OR (CR +CRf) 33 . .22 30
(95% CI) - (19, 45) (10, 38) 22, 38)

a Pahenl;s 60 yea of age or gréa’r.ef

TABLE '2' PERCENTAGE OF PATIENTS BV REMISSION CATEGORY AND PROGNOSTIC GROUP

leukemia’ or ‘white blood: cell (WBC) counts = 30;000/pL
weie excluded. Sone patients were leukoreduced with hy-
droxyurea ‘or leukapheresis to lower WBC counits' below
30,000/l in order to minimize the risk of tumor lysxs syn-
«drome. The treatment course included two 9 mg/m?:doses
separated by 14 days and‘a'28-day follow’up after the last
dose: Although smaller doses had elicited responses in ear-
lier stidies, the 9 mg/m? was chosen betause it would be
expected to saturate all CD33 sites fegardless of leukemic
burden: A total of 80 patients were 60'years of age and older.
The primary endpoint of the three clinical studies was the
rate of complete remission(CR); which was defined as
a)-leulketic blasts: absent from the peripheral blood;”
b) <5% blastsin the bone: marruw as measured by mor-
phology studies;
) hemoglobin (Hgb) =9 gdL platelef,s = 100 ,000/pL, ab
solute neutrophil count (ANC) = 1500/uL; and: ~
d) red cell and platelet-transfusion independence (no red

cell transfusions for 2 weeks, no platelet transfusions for

1 week).
In addition to CR, a seconid response category, CRp, was de-
fined as patients satisfying the definition of CR,; including
platelet transfusion independence, with the exception of
platelet recovery =100,000/pL. This category was added be-
cause Mylotarg appearsto delay platelet recovery in some
patients. Most:of these patients (18/19) achieved platelet
counts of at least 25,000/pL and about two-thirds (13/19)
achieved platelet counts of at least 50,000/uL, before any
additional therapy was administered. It is-not yet clear
whether CR and €Rp responses are clinically equivalent;
but survival in the two groups appeared similar. -
All patients were pre-medicated with acetaminophen
650-1000 mg and diphenhydramine 50 mg to decrease
acute mfusmn-re!ated symptoms Growth factors and cyto-
was“ixot speclﬁed
Response Rate
The overall response (OR) rate for the three pouled mono-
therapy studies was 30% (42/142) consisting of:16%(23/142)
of patients with CR and 13% (19/142) of patients with CRp.
The median time to remission was 60 days for both CR and

CRp. Remission rates in the individual studies are shown in

Table 1.

[See table 1 above] . :

Two of the most important determinants of response follow-
ing relapse are age and duration of first remissicit: Remis-
sion rates by prognostic category are outlined in Table 2;the
impact of age*and duration of first remission in theﬁe pa-
tients was niinimal:

[See table 2 above]

Among patients < 60 years of age thie overall response rate

was 34%; among patiefits =60 years of‘age the overall re-
sponseé Fate was 26%. Thé overall response rétés Were sim-
ilar for feméles and males: 31% of females and 29% of males
achieved remission:

The wigjority of patients (94%) in the Phase 2 clinical trials |

were white, only 6% were non- whlte All 42 of the resp(md—
ing patients were white.

Relapse-Free Survival : :
Relapse-free survival was ca’lculated from the date of initial
therapy (Table 3).

[See table 3 above}

Overali Survival

Median duration of overall survival for the 142 patlents was
5.9 months and 55/142 patients were alive as of the data
cutoff date. .
Post-Remission Therapy .

Fifteen (15/42, 36%) OR patients (8 CRs and 7 CRps) re-
ceived hematopoietic stem cell trapsplantation. The sur-
vival of these 15 patients ranged from 3.5 to 26.9 months as
of the data cut-off date. Nine OR patients (4 CR and 5 CRp)
had an overall survival of >12 months as of the data cut-off
date.

Repeat.Courses ;

Five patients have-received.a second trsatment course of
Mylotarg (gemfuzumab ozogamicin for Injection) in clinical

beinle

IPR2018-01710

Thacn natiante wara initislle trastad with Mulatars

Pkt - Age B Age First R Flrst“‘ i o
. .. < 60 years " 260 years =1lyr <lyr. .-
o6l n=80 n=62 n =80
CR - Tig 15 1 13-
5% CD 307 . (8,25)" (12,33) 6,22
CRp 6 1 n- “15
(95% CD) (8,28 ,20 6,22 . NER S
OR (CR + CRp) 34 .2 32 28 ;
(95% CI- (9,4 ar,3n {1, 45). 18,39 -
TABLE 3: SUMMARY OF RELAPSE-FREE SURVIVAL® FOR PATIENTS WITH CR AND CRp
; A L i . “Median e MinMax'
Remission Group  ~ [ . . . n " No. Relapsed months months®*
Cr P B! 72 05-248
CRp © Wi Tg ) 44 T 0astels
OF* 4 23 68 Jo.sahzé.s

a: Number of months after achieving-CR or CRp s
biData are‘limited by'data cut-off date; first event occurred in

0.83 months for CRp and in 0,5 months for OR

¢: Six OR patients:(1 CR and 5'CRp) had a relapse‘free survival of > 12 months.

after receiving the second course of Mylotarg. Prolonged se-
vere myelosuppression was observed in four patxents receiv-
ing a third dose.

Overview of Clinical:Data

Available single arm trial data da not prvwde vahd compan~
sons with various cytotoxic regimens that have been used in
relapsed acute myeloid leukemia. Response rates are in the
range of rates reported with such regimens only if the CRp
responses are included. Nevertheless, treatmeft “with
Mylotarg-can provide responses; including some of reason: .
“ablerduration: The'data support its use in patients for whom
aggressive: cytotoxic regimens would be:considered wnsuit:
able, such as many patients 60 years of age or older

INDICATIONS AND USAGE

Mylotarg. ,dlcated for the treatment of patients with
CD33. positive. acute myeloid leukemia in first relapse who
are 60 years of age or.older and who are not considered can-
didates for other cytotoxic chemotherapy. The safety and ef-
ficacy of Mylotarg in patients with poor performance status
and organ dysfunction has not been established.

The effectiveness of Mylotarg is based o
'CLINIGAL STUDIES sé mn) ere aré Ny’ nirulled i
als'denionstratiniga clinical benefit; sfich a 1
disease-related sympt,oms or mcreased su wal compared
R2E any other. treatment a .

sensitivity. to gemtuzumab ozogamlcm or: any .of its compo-

nents::-

ti-CD33 antlbf)dy (hP67.6), calicheamicin :derivi:

ered under the supervnslon of :
facute k

Mylotarg (gemtuzumab ozogamicin for Injection).infusion
should be interrupted for patients experiencing dyspnea or
clinically significant hypotenswn Patients -should be moni-
tored until signs.and symptoms completely. resolve. Discon-
tinuation of further Mylotarg treatment should be strongly
considered for patients who developlanaphylaxxs, pulmo-
nary edema, or acute respiratory distress syndrome. Since
patients with high peripheral blast counts may.be at
greater risk for such reactions, physicians should consider
leukoreduction with. hydroxyurea or leukapheresis, to re-
duce the peripheral white count to below 30 ,000/L prior to
administration of Mylotarg.

Infusion Reactions:. Mylotarg.can pmduce a pnst mfuslon
symptom complex of fever and chills, and less commonly
hypotension and dyspnea that may oceur during the first 24
hours after administration. Grade 3 or 4-non-hematologic
infusion-related adyerse events included chills, fever, hypo-
tension, hypertension, hyperglycemia, hypoxia, and dysp-
nea. Most patientsreceived the following prophylactic medi-
cations before administration: diphenhydramine 50 mg po
and acetaminophen 650-1000 mg po; thereafter, two addi-
tional doses of acetaminophen:650-1000 mg po, one every4
hours as needed. Vital signs should be monitored during in-
fusion and for the four hours following infusion.

In clinical studies, these symptoms generally occurred after
the end of the 2-hour intravenoys infusion and resolved af-
ter 2 to 4 hours with a supportive therapy of acetamino-
phen, dlphenhydramme and IV fluids. Fewer infusion-
related events Were Ghserved after the second dose.
Pulmonary Events: Severs pu]monary eve
death have been réported mfrequently with
Mylotarg in“the postmarketing setting. Signs, Symptors
and clinical findings inciude dyspnea, pulmonary infiltrates,
‘pleural eﬂ'\lsmns non= cardmgemc pulmonary edema, pul-

and in facllmes eqmpped to
_patiént:

apeutic agents. 'I'herefore'Montarg should only be'used as

single zige'nt chemothera d not ih combination chemo:
therapy regimens outside clinical trials.
Myelosuppression: Severe myelosuppressxon will o occur in
all patients given the recommended dose of thils agent.
Careful hematologic monitoring is required. Systemic mfec-
tions should be treated:

Hypersensitivity | Reactions lncludmg Anaphylax;s Infusmn
Reactions, Pulmonary: Events: Mylotarg- administration
can-result, in severe. hypersensitivity reactions (including
anaphylaxis), and other infusion-related reactions which
may, include severe pulmonary events. Infrequently, hyper:
sensitivity reactions and pulmonary-events:have been fatal.

Tn mact racoe .infucian.rslatad evmntame. noenrred diring
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monary fficienc hypoxia, and :acuterespiratory
distress syndrome. T[‘hese events occur: as sequelae of infu-
sion reactions; patients with WBC counts > 30;000/uL: may
be at-increased risk. (See. Infusion Reactions ‘section-of
WARNINGS.) Physicians should consider leukoreduction
with hydroxyurea or leukapheresis to reduce the peripheral
white count.to below. 30,000 nL. prior to administration.of
Mylotarg. Patients with symptomatic intrinsic lung disease
may also be at g-reater risk of severe pulmonary reactions.
p : D including severe VOD, has
been reported in assocxatlon with.the use of Mylotarg-as a
single agent, as part of a combination chemotherapy. regi-
men, and in patients without :a history of liver disease or
HSCT. (See:ADVERSE REACTIONS section.) Patients
who receive Mylotarg either before or after HSCT, patients
with'underlying hepatic disease or abnormal liver. function,
and patients receiving Mylotarg in combinations with other

chemotherapy may be at increased risk for developing se-
worn UNTY Niandh foam Tiran failiurn and fram VOT hac-hoon

H icit



PRODUCT INFORMATION . - "2+ ¢

WYETH/3439

atotoxicity, particularly VOD. These symptoms cari‘ inelude:

rapid weight gain, nght upper quadrant paix;: hepatomeg-
aly, ascites, elevations in“bilirubin’ andlor Tiver enzymes

However, careful monitoring may not xdentxfy all patiérits at
risk or prevent the complications of hepatot xicity.

Use in Patients with Hepatic Impai fent; Mylotarg has
not been studied in patients with bilirubin > 2 mg/dL. Extra
caution should be.exercised when. administering Mylotarg
in patients with hepatic impairment (see ADVERSE RE.
ACTIONS section). Sn
Tumor Lysis Syndrome {TLS): TLS maybe a consequence
of leukemia treatment with any chemotherapeutic agent in-
cluding Mylotarg. Renal failure secondary to TLS has been
reported in association with the use of Mylotarg. Appropri-
ate measures, (e.g. hydration and allopurinel), must be
taken to prevent hyperuricemia. Physicians should consider
leukoreduction ‘with hydroxyurea or leukapheresisto re-
duce the peripheral white blood count to-< 30,000/pL prior
to admlmstrat\on of Mylotarg (see CLINICAL STUDIES
section). '

Pregnancy: Mylotarg may cause fetal harm when admin-
isteréd to'a preghant” woman. Daxly trearment of preg-nant
rats with gemtuzimab amici

Ped»atnc Use' The safety and eﬁ‘e tiveness of- My]otarg
Sin 4 for Inj )i pedlatnc f

have not 'been studied:
Use'in Patients with Renal Impanrmem
nal impairment were not studied. '

ADVERSE REACTIONS - A

Mylotarg has been adm1mstered to 142 p tients with Te-
lapsed AML at 9 mg/m?. Mylotarg was generally given as
two intravenous infusions separated by 14 days.
Acute.Infusion-Related Events (Table 4)

‘Pahents thh Te-

" TABLE 4; PERCENTAGE OF PATIENTS, REPORTED
TO HAVE ACUTE INFUSION-RELATED
ADVERSE EVENTS

The mucositis events for the remaining 45/142 (32%) pa-
tients were categorized as Grade 1 or 2. :
Hepatotoxicity: Abnormalities of liver function were tran~
sient and generally reversible. In clinical studies, 33/141
(23%) patients experienced Grade 3 or Grade 4 hyperbxlml
binemja. ‘Nine percent (12/141) of patxents experienced
Grade 3 or Grade 4 abnormalities in levels of ALT, and
24/141 (17%) patients experienced Grade 3 or Grade 4 .ab-
normalities in levels. of AST. Thirteen patients had concur-
rent elevations of transaminases (grade'3 to 4) and biliru-
bin. One patient died with liver failure in.the setting of
tumor lysis syndrome and multisystem.organ failure 22
days after treatment. Another, patient died after an episode
of persistent jaundice and hepatosplenomegaly 156 days
after treatment. Among 27 patients who received, hemato-
poietic. .stem . cell transplantatxon following Mylotarg
(gemtuzumab ozogamicin for Injection), three (2'NRs and 1
CR) died of hepatic veno-occlusive disease (VOD) 22 to 35

No patients experienced alopecia. A nonspemﬁc rash

caused dose-related decreases in fetal wéight in association
with dose-related decreases in fetal skeletal ossification be-
ginning at 0.025 mg/kg/day. Doses of 0.060 mg/kg/day (ap-
proximately .0.04 - times the recommended human single
dose on"a“mg/m® basis) produced increased emibryo-fetal
mortality (increased numbers of resorptions and decreased
numbers'of live fetuses per litter). Gross external, visceral,
arid skeletal alterations at the 0.060 mg/kg/ddy dose level
included digital malformations (ectrodactyly, brachydactyly)
in one or‘both hind feet, absence of the:aortic arch, wavy
ribs, anomalies of the long bones in the forelimh(s) (short/
thick humerus; misshapen radius and ulna, and short/thick
ulna), misshapen scapula, absence of vertebral centrum,
and fused sternebrae. This dose was also associated with
maternal toxicity-(decreased weight gain, decreased food
consumption). There are no adequate and well-controlled
studies in pregnant women. If Mylotarg is-used in-preg-
nancy, or if the patient becomes pregnant while taking it;
the patient should be apprised of the potential hazard to the
fetus. Women of childbearing potential should be advised to
avoid becoming’ pregnant while receiving treatment with
Mylotarg.

PRECAUTIONS .

DO NOT ADMINISTER AS AN lNTRAVENOUS PUSH OR
BOLUS . .

Five (5) patlents have recewed more
than one course:of Mylotarg, 4 of these patients at 9 mg/m?

The adverse event profile for retreated patients was similar
to that following their initial treatment. One of the repeat
dose patients was in a Phase I study and received a first
course of 3 doses at 1 mg/m? and 2 doses of a second course
at 6, mg/m? This patient was discontinued from further dose
admlmstratwn as a resulc of an immune response to the

These symptoms genera]]y occurred aﬁer the-end of the
2-hour intravenous'infusion and resolved after 2-to 4 hours
with a supportive therapy of acetaminophen, diphenhydra-
mine, and IV fluids (see 'WARNINGS ‘section). Fewer
infusion-related events weré:dhserved after the second dose.
Antibody ~ Formation: Antibodies - to = gemtizufiab
ozogammicin were not detected in a total of 142 patiénts in
the Phase 2 clinical studies. Two patients in a Phase 1 study

portion of gemtuzumab
ozogamwm The 4 other retreated patients did not exper-

Dose Relationship for Adverse Events: Dose- relatlonshlp
data were generated from a small dose-escalation study.
The most common clinical adverse event observed in this
study was an infusion-related symptom complex of fever
and chills. In general; the severity of fever, but not. chiils,
increased as the dose level increased. Only one dose level of
Mylotarg was studied in the Phase 2 clinical trials in. re-
lapsed AML.

Treatment-Emergent Adverse Events (TEAE) TEAEs
(Grades 1-4) that occurred in = 10% of the patients regard-
less of causality are listed in Table 6.

.Adverse Event | (%) Any Severity | (%) Grade 3 or 4
Chills ! 62 ’ 11 days following transplantation.
i i M Skin:
Fever 61 Ty was reported. in: 22%:
ST Retrs Events:~
Nausea 38 .. <1
during orj ; - S : .
. Vomiting . .32, <1
Headache . | . 12, |7 <1
Hypotension R N 11 - j Cog
- - " — calicheami link
Hypertensiop IR SO e 3
- e - ience an immune Tesponse.
Hypoxid™ - 6 .2
Dyspnea’ C 4 I ¢
Hyperglyéemig 2 e 2

TABLE 6: NUMBER (%) OF PATIENTS REPORTING
TREATMENT-EMERGENT ADVERSE EVENTS®ALL
GRADES (INCIDENCE = 10%%} ...

developed “antibody- titers “against- thé -calicheamicin/
calichedmicin-linker porhon of gemtuzuriab ozogamicin af-

Efficacy and Safety Studies

ter thrée ‘doses! Orie patient éxperienced transient fevér, | Adverse Event All Patients ~ Age = 60
General . hypotension and dyspnea; the other patient had o clinical | - T (n = 1492) (n=80)-
Treatment by Experienced Physicians: Mylotarg shouldbe | symptoms. No patient developed antibody ‘resi to the - - e — -
administered under the supervision of physxcxans experi- | hP67.6 antibody portion of Mylotarg. - Body as a whole' ~
enced in the.treatment of acute leukemia and in facilities | Myelosuppression: Severe myelosuppresswn is-the major Abdomen enla.rged Coe 13(9) 9(11)
equipped to‘monitor and treat leukemia patients: toxicity dssociated with Mylotarg. During the ireatment Abdominal pain 52(37) 23 (29)
Laboratory Monitoring:  Eléctrolytes, tests of hepatic func- | phase; 137/140 (98%) patients experienced Grade 3 of Asthenia ' 63 (44) 36 (45)
tion, ‘complete blood counts (CBCs)-and platelet counts Grade 4 neutropenia. Responding patients recovéred ANCs Back pain 22 (15) 14(18)
should be monitored during Mylotarg:therapy. to 500/l by a median of 40.5 days aﬂer the ﬁrst dose of Chills 104 (73) 53 (66)
Drug Interactions: -There have been no formal drug inter- | Mylotarg. Fever 121(85) 64 (80}
action studies performed with Mylotarg. Atiemia, Thrombocytopenia: Durmg the treatméiit phase, Headache 50 (35) 21(26)
Laboratory Test Interactions: “Mylotarg is not known to'in- | 139/141 (99%) patients experienced Grade 3 or Grade 4 Neutropenic fever 30(21) 16 (20)
terfere with any routine diagnostic tests. thrombocytopenia. Responding patients récovered-platelet Pain L 80(21) 20 (25)
Carcinogenesis, Mutagenesis; Impairment of Fertility: No | courits:to 25,000/uL: by a median of 39 days: aﬁer the first Sepsis 36 (25) 19 (24)
long-term studies in: animals have been performed to eval- | dose of Mylotarg 66/141 (47%) pattents experienced Grade | Cardiovascular system
uate the carcinogenic potential of Mylotarg. Gemtuzumab | 3 or Grade 4 anemia-~ -~ R Hemorrhage 14 (10} 6(8)
ozogamicin was clastogenic in the mouse in vivo micronu- | Infection: During the treatment phase, 40/142 (28%) pa- Hypertension 29 (20) 16 (20}
cleus test: This positive result is consistent with the known | tients experiericéd Grade 3‘or Grade-4 infections, including Hypotension 28 (20) 13 (16)
ability of calicheamicin to cause double-stranded breaks in | opportunistic ‘infections: Thé’ tost' freqient Grade 3-or Tachycardia 15 (1) 8(10)
DNA..Gemtuzumab ozogamicin adversely affected male, but | Grade':4 infection-related tréatment-emergent adverse | Digestive system
not female, fertility in rats. Following daily administration | events (FEAEs) weré sepsis (16%)‘and prieumonia (7%). Anorexia 41(29) 25 (31)
of gemtuzumab ozogarmicin to male rats for 28 days at doses | Herpes simplex mfecnon was reported m 22% of the Constipation 36 (25) 22 (28)
of 0.02 to 0.16 mg/kg/day (apprommaﬂely 0.01 t0-0.11 tlmes patients. Diarrhea 54(38) 30(38)
the human dose ori-a tng/m” basis) mab 6 Bleedii During' the'treatment phasé, 21]142 (15%) pa- Dyspepsia 16 (11) 9011
caused: decreased fertility rates; epididymal‘sperm counts, | tients experienced Grade:3 or Grade 4 bléeding. The most | Nausea 100 (70) 51(64)
and spert motility; increased incidence of sperm abnormal- | frequent severe TEAE was eplsta}us (3%). There Weré also Stomatitis 45 (32) 20 (25)
ities;'and microscopic evidénce-of decredsed spermatogoma reports of cerebral hémorrhage (2%), disséminated ntrat Vomiting . 89.(63) 44 (55)
and’ spermatocyte count. These-findings. did not-resolve'fol- | vascular coagulatmn 2%), mtracramal hemonhage (2%) Hemic and lymphatic system .
lowing a 9-week recovery. period: and hematuria (1%). Ecchymosis 18(13) L12415)
Pregnancy Category. D: “See WARNINGS section. Transfusions: Durmg the treatment phase;mére transfu- | Metabolic
Nursing Mothers: Tt is not known if‘Mylotarg is excreted | sions'were réquiréd in the NR and CRp' patlents compared Hypokalemia 44(31) 24 (30)
in‘human milk. Because many drugs; including immuno- | with the GRs (Table 5): Hypomagnesemid .. 14 (10) 34
globulins, are excreted in human milk, and because of'the | [See tabie 5 below] Lactic dehydrogenase . .
potential for serious adverse reactions in nursing infants | Mucositis: A total of 50/142 (35%) patients were reported increased : 19(13) 14 (18)
from Mylotarg, a.decision should be made whether to dis- | tohave'a TEAE consistént with-oral mucositis or stomatitis! | Musculoskeletal system : D
continue nursing or to discontinue the drug, takmg into | During the treatment phase, 5/142 {4%) patients experi- Arthralgia 12(8) 8(10)
account the importance of the drug t/o the mother, enced Grade 3 or 4 stomatitis/ mucositis after thefirst dose: | Nervous system . I
' - gl Depression 1349) -~ ., 810) -
Dizzi g 22(15). - 9 (11)
TABLE 5: NUMBER OF TRANSFUSIONS BY RESPONSE GROUP Insomnia 22(15) 14:18)-
~ — Respiratory system A K
Transfusions All Patients v ) Cough increased 28 (20} 15(19)
- Dyspnea 46 (32) 29 (36)
it n=142 .. n=23 & - Epistaxis 44.(81) 23.(29)
T T G Pharyngitis : ... 20 (14) 11(14)
Platelet transfusions . . i Pneumonia - : o 1410) - 8 (10).
T A T T Pulmonary physical ﬁndmg 16 (1) 0 :10<(18)-.
Mean (SD) 14(23) .. 5.4(6) Rhinitis - . -14(10) 8(10)
N T S = Xin and appenda o e
(95% CI/ 102,178 © 3,78) SHemes S,g‘;kx ges 1205 -
. PR : " B St Rash 1o e © + 18(28)
RB.Q "3?55‘5"’“5 . L it o 5 Local reactxon 20 (25) i
Méan' 8206 262 Periphetal edoms o v gg
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PHYSICIANS® DESK REFERENCE®

Mylotarg—Cont."
Urogenital gystem?

Hematuria 14 (10) .8(10)
Vaginal*hemorrhage - 7(12) 2{(7)

a:Does not include-changes in laboratory values reported as
adverse events for events included in the NCI common
toxicity scale:

b= 10% limit specifies the minimum. percentage threshold
from at least 1 column for an’event to be displayed in the
table.

¢ Includes rales, rhonchi, and changes in breath sounds.

d:'Percentages for sex-specific‘adverse events are based on
the number of patients of the relevant Sex.

TEAE with a Grade 3 or 4 severrltyv are listed in Table 7.

TABLE 7: PERCENT (%) OF PATIENTS REPORTED
TO HAVE SEVERE OR NCI GRADE 30R 4
“TREATMENT-EMERGENT ADVERSE EVENTS®
(INCIDENCE = 5%°)

Body System

Efficacy and Safety Studies
: Grades 34
Adverse Event All Patients - Age = 60
(n =142) (n = 80)

Any adverse event 129(91) 70(88)
Body as a whole

Asthenia 10(7) 8(10)

Chills 18 (13) 12 (15)

Fever 21(15) 11(14)

Neutropenic fever 10(7) 4 (5)

Sepsis 23 (16) 12(16)
Cardiovascular system

Hypertension 13(9) 9(11)

Hypotension 1148) 6(8)
Digestive system

Nausea 13(9) 6(8)
Metabolic

Hypokalemia 4(3) 4(5)

Lactic dehydrogenase

increased 6(4) 6(8)

Respiratory system

Dyspnea 139 10(13)

Pneumonia 10(7) 5(6)

a: Does not include changes in laboratory values reported as
adverse events for events included in the NCI common
toxicity scale.

b: = 5% limit specifies the minimum percentage threshold
from at least 1 column for an event to be displayed i in the
table.

Clinically important‘laborabow abnormalities with a Grade
3 or 4 severity are listed in Table 8.

TABLE 8: NUMBER (%2) OF PATIENTS WiTH
LABORATORY TEST RESULTS OF GRADE

or. subsequent HSCT. Renal failure secondary to TLS, hy-
persensitivity -reactions, - anaphy]a)us, and pulmonary
events, have also been reported in association with the use
of Mylotarg (gemtuzumab ozogamicin, for Injection). (See
WARNINGS section).

OVERDOSAGE

No cases of overdose with Mylotarg were repazted in chmcal
experience. Single doses higher than 9 mg/m® in adults were
not tested. When a single dose ‘of Mylotarg was adminis-
tered to animals, mortality was observed in rats at the dose
of 2 mg/kg (approxxmately 1.3:times the recommended hu-
man dose on_a mg/m® basis), and in male monkeys at the
dose of 4.5 mg/kg (apprommate]y 6-times the recommended
human dose on a mg/m basis).

Signs and Symptoms:"Signs of overdose with Mylotarg
are unknown.

- Recommended Treatmient: General supportive measures

should be followed in case of overdose. Blood pressure and
blood counts should be carefully monitored. Gemtuzumah
o0zogamicin is not dialyzable.

DOSAGE AND ADMINISTRATION

The recémmended dose of Mylotarg is 9 mg/m?, adminis-
tered as a 2-hour intravenous infusion: Physicians should
consider leukoreduction with hydroxyurea or leukapheéresis

Manufactured by:
Wyeth Laboratories
Division of Wyeth-Ayerst Pharmaceutlcals Inc.
Philadelphia, PA 19101
CI 7407-4
Revised May 28, 2002
Shoun in Product Idenuﬁcatwn Guide, ‘page 339
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BOXED WARNING

Allergic Reactlons jing A i

eumega has caused allergic or hy'persen51t1v1ty Teac-
tions; “including anaphylaxis. Administration of
Neumega should be permanently discontinued in any
patient who develops an allergic or hypersensitivity.re-
action (see WARNINGS, CONTRAINDICATIONS,
ADVERSE REACTIONS and ADVERSE REAC-
'l'[ONS Immunogemcltx)

P

to reduce the peripheral white blood count fo below
30,000/uL prior to administration of Mylotarg. Appropriate
measures (e.g. hydration and allopurinol) must be taken to
prevent hyperuricemia, Patients should receive the follow-
ing prophylactic medications one hour before Mylotarg ad-
ministration: diphenhydramine 50 mg po and acetamino-
phen 650-1000 mg po; thereafter, two additional doses of
acetaminophen 650-1000 mg po, one every 4 hours as
needed. Vital signs should be monitored during infusion and
for four hours following infusion: The recommended treat-
ment course with Mylotarg is a total of 2 doses with 14 days
between the doses. Full recovery from hematologic toxicities
is not a requirement for administration of the second dose.
Hepatic Insufficiency: Patients with hepatic impairment
were not included in the clinical studies. See WARNINGS
section.

Renal Insufficiency: Patients with renal impairment were
not included in the clinical studies.

Instructions for Reconstitution

The drug product is light sensitive and must be protected
from direct and indirect sunlight and unshielded fluorescent
light during the preparation and administration of the in-
fusion. All preparation should take place in a biologic safety
hood with the fluorescent light off. Prior to reconstitution,
allow drug vials to come to room temperature. Reconstitute
the contents of each-vial with 5 mL Sterile Water for Injec-
tion, USP, using sterile syringes. Gently swirl each vial.
Each vial should be inspected for complete solution and for
particulate. The final concentration of drug in.the vial is
1 mg/mL. While in the vial, the reconstituted drug may be
stored refrigerated (2-8° C) and protected from light for up
to 8 hours. e el .
Instructions for Dilution

Withdraw the desired volume from each vial and inject into
a 100.mL IV bag of 0.9% Sodium Chloride Injection. Place
the 100-mL IV bag into an UV protectant bag. The resulting
drug solution in the IV bag should be used immediately.

A s e

3 OR 4 SEVERITY®
Efficacy and Safety Studies Grades 3-4
All Patients - Age = 60
Test (n = 142) (n = 80)
Hematologic :
Hemoglobin 66/141(47)  36/80 (45)
WBC 136/141(96)  75/80 (94}
Total neutrophils, absolute 137/140(98)  78/79 (99)
Lymphocytes 130/140 (93) 70779 (89)
Platelet count 139/141(99)  79/80 (99)
Prothrombin time 2/47 (4) 1723 (4)
Partial thromboplastin V79 (1) 142 ()
time =
Non-hematologic o
Glucose 17/140 (12) 9/79 (11)
Creatinine 2/141(1) 0/80
Total bilirubin 33/141(23) - 18/80(23)
AST 24/141(17)  12/80 (15)
ALT 12/14149) 7/80 (9)
Alkaline phosphatase 5/141 (4) 1/80 (1)
Calcium 17/141(12) 5/80 (6)

a: Percentage is based on the number of patients receiving a
particular laboratory-test during the study as is indicated
for each test.

b: Severity as defined by NCI common toxicity scale version
1

There were considered to be no clinically important differ-
ences in TEAEs between patients < 60 years of age and
those patients = 60. Laboratory parameters associated with
hepatic dysfunction (e.g., elevated levels of bilirubin, AST,
and ALT) were more consistently observed in patients = 60
years old than in those < 60 years old.

There were considergd to be no clinically important d1ﬁer~
ences in TEAEs between female and male patients.

Other Clinical Experience:

In postmarketing experfience and other clinical trials, addi-
tional cases of VOD have been reported, some in association

IPR2018-01710

DO NOT ADMINISTER AS AN INTRAVENOUS PUSH OR
BOLUS

Once the reconstituted Mylotarg is diluted.into -the IV bag
containing normal saline, the resulting sa]utmn should be
infused over a 2-hour period. A separate IV line equipped
with a low protein-binding 1.2-micron terminal filter must
be used for administration of the drug. Mylotarg may be

DESCRLPTION

Interleukin eleven (IL-11)is a thrombopmetxc g'rowth factor
that directly stimulates the proliferation of hematopoietic
stem cells and megakaryocyte progenitor cells and induces
megakaryocyte maturation resulting in increased platelet
production. IL-11'is a member of a family of human growth
factors which includes human growth hormone, granulocyte
colony-stimulating factor (G-CSF), and other growth
factors.

Oprelvekin, the active ingredient in Neumega, is produced
inEscherichia coli (E. coli) by recombinant DNA technology.
The protein has a molecular mass of approximately 19,000
daltons, and is non-glycosylated. The polypeptide is 177
amino acids in length and differs from the 178 amino acid
length of native IL-11 only in lacking the amino-terminal
proline residue. This alteration has not resulted in measur-
able differences in bioactivity either in vitro or in vivo.
Neumega is formulated in single-use vials containing 5 mg
of oprelvekin (specific activity approximately 8 x 10° Units/
mg) as a sterile, lyophilized powder with 23 mg Glycine,
USP, 1.6 mg Dibasic Sodium Phosphate Heptahydrate, USP,
and 0.55 mg Monobasic Sodium Phosphate Monohydrate,
USP. When reconstituted with 1 mL of Sterile Water for In-
jection, USP, the resulting solution has a pH of 7.0 and a
concentration of 5 mg/mL.

CLINICAL PHARMACOLOGY

The primary hematopoietic activity of Neumega is stimula-
tion of megakaryocytopoiesis and thrombopoiesis. Neumega
has shown potent thrombopeietic activity in animal models
of compromised hematopoiesis, including moderately to se-
verely myelosuppressed mice and nonhuman primates. In
these models, Neumega improved platelet nadirs and accel-
erated platelet recoveries compared to-controls.

Preclinical trials have shown that mature megakaryocytes
which develop during in vivo treatment with- Neumega are
ultrastructurally normal. Platelets produced in response to
Neumega were morphologically and functionally normal
and possessed a normal life span.

IL-11 has also been shown to have non- hemacopmenc activ-
ities in animals including the regulation of intestinal epi-
thelium growth (enhanced healing of gastrointestinal
lesions), the inhibition of adipogenesis, the induction of
acute-phase protein synthesis, inhibition: of pro-inflamma-
tory cytokine prnductmn by macrophages, and the stimula-

glven penpherally or through a central line. Premedication
of acetaminophen and diphenhydramine, should
be given before each infusion to reduce the incidence of a
post-infusion symptom. complex (see: ADVERSE REAC-
TIONS, Acute Infusion-Related Events).
Stability and Storage: Mylotarg should be stored refriger-
ated 2° to 8° C (36° to 46° F) and protected from light.
Instructions for Use, Handling and for Disposal: Mylotarg
should be inspected visually for particulate matter and dis-
coloration, following reconstitution and prior to administra-
tion. Protect from light and use an UV protective bag over
the IV bag during infusion. Procedures for handling and dis-
posal of anticancer drugs should be considered. Several
guidelines on this subject have been published.*?

HOW SUPPLIED

Mylotarg® (gemtuzumab ozogamicin for Injection) is sup-
plied as a single-vial package with an amber glass vial con-
taining 5 mg of Mylotarg lyophilized powder. Single-unit
5 mg package: each 20 mL vial contains § mg of Mylotarg.
NDC 0008-4510-01.
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tion of osteoclast and neur Non-hemato-
poietic pathologic: changes observed in animals include
fibrosis of tendons and joint capsules, periosteal thickening,
papilled and embryotoxicity (see PRECAUTIONS, Pe-
diatric Use and PRECAUTIONS, Pregnancy Category <.
LT is produced by bone marrow stromal cells and is part
of the cytokine family that shares the gp130 signal trans-
ducer. Primary and mature 1 express
mRNAs for both IL-11 receptor (IL-11R alpha) and gp130,
Both bone-forming and. bone-resorbing cells are potential
targets of [L-11. .

Pharmacokinetics

The pharmacokinetics of Neumega have been evaluated in
studies of healthy, adult subjects and cancer patients receiv-
ing chemotherapy. Ini a study in which a single 50 pg/kg sub-
cutaneous dose was ad ed to eigl healthy men,
the peak serum concentration (Cp) of 17.4 * 5.4 ng/mL
(mean’ + 8.D.) was reached at 3.2 = 2.4 hrs (T,,,,) following
dosing. The terminal half-life was 6.9 = 1.7 hrs. In a'second
study, in which single 75 pg/kg subcutaneous and intrave-
nous doses were administered to twenty-four healthy sub-
jects, the pharmacokinetic profiles were similar between
men and women. The absolute bioavailability of Neumega
was >80%. In a study in which multiple subcutaneous doses
of both 25 and 50 pg/kg were administered to cancer pa-
tients receiving chemotherapy, Neumega did not accumu-
late and clearance of Neumega was not impaired.following
multiple doses,

In a dose escalation Phase 1 study, Neumega was also ad-

_ ministered to 43 pediatric (ages 8 months to 18 years)and 1

adult patient receiving ICE (ifosfamide, carboplatin, etopo-
side) chemiotherapy. Administered doses ranged from 25 to





