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FI NAL DRAFT LABELI NG FOR CONCERTA™ EXTENDED- RELEASE TABLETS
Attachnment to Approval Letter

CONCERTA Cl'1
CONCERTA (et hyl pheni date HCl ) Extended-rel ease Tablets

DESCRI PTI ON

CONCERTAJ is a central nervous system (CNS) stinulant.
CONCERTAJ is available in two tablet strengths. Each extended-
rel ease tablet for once-a-day oral adm nistration contains 18 or
36 ng of nethyl phenidate HCl USP and is designed to have a 12-
hour duration of effect. Chemcally, nethylphenidate HC is d,|
(racem c) nmethyl a-phenyl-2-piperidineacetate hydrochl ori de.

Its enmpirical formula is GsHoNOS$SHC . Its structural formula
is:
Ox OCHs
H o
N HC

Met hyl pheni date HCl USP is a white, odorless crystalline powder.

Its solutions are acid to litnmus. It is freely soluble in water
and in nmethanol, soluble in alcohol, and slightly soluble in
chl oroformand in acetone. |Its nolecular weight is 269.77.

CONCERTAJ also contains the following inert ingredients:
butyl ated hydroxytol uene, carnauba wax, cellulose acetate,
hydr oxypr opyl met hyl cel | ul ose, | act ose, phosphoric acid,
pol oxaner, polyethylene glycol, polyethylene oxides, povidone,
propyl ene glycol, sodiumchloride, stearic acid, succinic acid,
synthetic iron oxides, titaniumdioxide, and triacetin.

Syst em Conponents and Perfornmance

CONCERTAJ uses osnmotic pressure to deliver nethyl phenidate HC
at a controlled rate. The system which resenbles a
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conventional tablet in appearance, conprises an osnotically
active trilayer core surrounded by a sem perneabl e nmenbrane with
an i medi ate-rel ease drug overcoat. The trilayer core is
conposed of two drug |layers containing the drug and excipients,
and a push layer containing osnotically active conponents.

There is a precision-laser drilled orifice on the drug-Ilayer end

of the tablet. In an aqueous environnent, such as the
gastrointestinal tract, the drug overcoat dissolves within one
hour, providing an initial dose of nethylphenidate. Wat er

perneates through the nenbrane into the tablet core. As the
osnmotically active polynmer excipients expand, nethyl phenidate is
rel eased through the orifice. The nenbrane controls the rate at
which water enters the tablet core, which in turn controls drug

delivery. The biologically inert conponents of the tablet
remain intact during gastrointestinal transit and are elim nated
in the stool as a tablet shell along with insoluble core

conponents.

CLI NI CAL PHARMACOL OGY
Phar macodynam cs

Met hyl phenidate HCl is a central nervous system (CNS) stimulant.
The node  of t herapeutic action in Attention Deficit
Hyperactivity Di sorder (ADHD) is not known. Methyl phenidate is
t hought to block the reuptake of norepinephrine and dopam ne
into the presynaptic neuron and increase the rel ease of these
monoam nes into the extraneuronal space. Met hyl pheni date is a
racem c m xture conprised of the d- and |-isoners. The d-isoner
is more pharnmacol ogically active than the |-isomer.

Phar macoki neti cs

Absor ption

Met hyl pheni date is readily absorbed. Foll ow ng oral
adm ni strati on of CONCERTAJ to adults, plasm nethyl phenidate
concentrations increase rapidly reaching an initial maxi mum at
about 1 to 2 hours, then increase gradually over the next
several hours. Peak plasm concentrations are achieved at about
6 to 8 hours after which a gradual decrease in plasm |evels of
nmet hyl pheni date begi ns. CONCERTAJ qd m nim zes the fluctuations
bet ween peak and trough concentrations associated wth
i medi at e-rel ease nethyl phenidate tid (see Figure 1). The
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relative bioavailability of CONCERTAJ gd and net hyl phenidate tid
in adults is conparable.

—o— CONCERTA™ 18 mg qd
4 1 R —me—- Methylphenidate 5 mg tid

Mean Plasma Methylphenidate
Concentration (ng/mL)

0 4 8 12 16 20 24 28 32
Time (h)

Figure 1. Mean nethyl pheni date plasnma concentrations in 36
adults, followng a single dose of CONCERTAJ 18 ng qd and
i mredi at e-rel ease net hyl phenidate 5 ng tid adm ni stered every 4
hour s.

The nean pharmacoki netic parameters in 36 adults follow ng the
adm ni strati on of CONCERTAJ 18 ng gd and nethyl phenidate 5 ng
tid are summari zed in Table 1.

Table 1
Mean + SD Pharnmacoki netic Paraneters
Par arret er s CONCERTA™ Met hyl pheni dat e
(18 ngy qd) (5 ng tid)
(n=36) (n=35)
Cax (Ng/ L) 3.7+ 1.0 4.2 + 1.0
Trax (D) 6.8+ 1.8 6.5+ 1.8
AUG + (ngih/ nL) 41.8 + 13.9 38.0 + 11.0
t % (h) 3.5+ 0.4 3.0+ 0.5
No differences in the pharnmacokinetics of CONCERTAJ were noted
followwng single and repeated qd dosing indicating no
significant drug accunul ation. The AUC and ty, follow ng

repeated qd dosing are simlar to those followng the first dose
of CONCERTAJ 18 ny.

Dose Proportionality

Fol | ow ng admi ni stration of CONCERTAJ in single doses of 18, 36,
3
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and 54 ng/day to adults, Cmax and AUCe.in) of d-nmethyl phenidate
were proportional to dose, whereas |-nethyl phenidate Cmax and

AUCo.inry I ncreased disproportionately with respect to dose.
Fol | owi ng adm ni stration of CONCERTAJ, plasnma concentrations of
t he | -isomer were approxi mately 1/40th the pl asma

concentrations of the d-isoner.

Di stribution

Plasma net hyl phenidate concentrations in adults decline
bi exponentially follow ng oral adm nistration. The half-life of
nmet hyl phenidate in adults following oral admnistration of
CONCERTAJ was approximately 3.5 h.

Met abol i sm and Excretion

I n humans, nethylphenidate is nmetabolized primarily by de-
esterification to aBphenyl -piperidine acetic acid (PPA) which

has little or no pharmacologic activity. In adults the
met abol i sm of CONCERTAJ gqd as eval uated by netabolismto PPA is
simlar to that of nethylphenidate tid. The netabolism of

single and repeated qd doses of CONCERTAJ is simlar.

After oral dosing of radiolabeled nethyl phenidate in humans,
about 90% of the radioactivity was recovered in urine. The main
urinary metabolite was PPA, accounting for approxi mtely 80% of
t he dose.

Food Effects

In patients, there were no differences in either the
phar macoki neti cs or the pharnmacodynam c performance of CONCERTAJ
when adm nistered after a high fat breakfast. There is no

evi dence of dose dunping in the presence or absence of food.

Speci al Popul ati ons

Gender

In healthy adults, the nmean dose-adjusted AUCq.in) values for
CONCERTAJ were 36.7 ngih/mL in men and 37.1 ngih/m. in wonen,
with no differences noted between the two groups.

Race
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In adults receiving CONCERTAJ, dose adjusted AUCo.inr)y Was
consi stent across ethnic groups; however, the sanple size may
have been insufficient to detect ethnic wvariations in
phar macoki neti cs.

Age

The pharmacokinetics of CONCERTAJ has not been studied in
children less than 6 years of age.

Renal I nsufficiency

There is no experience with the use of CONCERTAJ in patients
with renal insufficiency. After oral admnistration of
radi ol abel ed nmet hyl phenidate in humans, nethylphenidate was
ext ensi vel y met abol i zed and approximately 80% of t he
radioactivity was excreted in the urine in the form of PPA
Since renal clearance is not an inportant route of
nmet hyl pheni date cl earance, renal insufficiency is expected to
have little effect on the pharmacoki netics of CONCERTAJ.

Hepatic I nsufficiency

There is no experience with the use of CONCERTAJ in patients
with hepatic insufficiency.

Clinical Studies

CONCERTAJ was denonstrated to be effective in the treatnent of
Attention Deficit Hyperactivity Disorder (ADHD) in three doubl e-
blind, active- and pl acebo-controlled studies in 416 children 6
to 12 years old. The controlled studies conpared CONCERTAJ
given qd (18, 36, or 54 ng), nethylphenidate given tid over 12
hours (15, 30, or 45 ng total daily dose), and placebo in two
singl e-center, 3-week crossover studies (Studies 1 and 2) and in
a multicenter, 4-week, parallel-group conparison (Study 3). The
primary conparison of interest in all three trials was CONCERTAJ
versus pl acebo.

The Diagnostic and Statistical Manual, 4th edition, of the
American Psychiatric Association (DSM1V) provides criteria for
t hree subtypes of ADHD ( Combi ned Type, Predom nantly Inattentive
Type, or Predomnantly Hyperactive-Inpulsive Type). These
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criteria were used for diagnosis in all three studies.

Synptons of ADHD were evaluated by community school teachers
using the Inattention/Overactivity wth Aggression (IOM)
Conners scale. Statistically significant reduction in the
| nattention/ Overactivity subscale versus placebo was shown
consistently across all three controlled studies for CONCERTAJ
gd. The scores for CONCERTAJ and pl acebo for the three studies
are presented in Figure 2.

FIGURE 2
Mean (SEM) Community School Teacher IOWA Conners
Inattention/ Overactivity Scores
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Figure 2: Mean Community School Teacher | OM Conners lnattention/Overactivity
Scores w th CONCERTA™ qd (18, 36, or 54 ngy) and placebo. Studies 1 and 2
i nvol ved a 3-way crossover of 1 week per treatnment arm Study 3 involved 4 weeks
of parallel group treatnents with a Last Cbservation Carried Forward anal ysis at
week 4. Error bars represent the nmean plus standard error of the nmean.

| NDI CATI ON AND USAGE
Attention Deficit Hyperactivity Di sorder (ADHD)

CONCERTAJ is indicated for the treatnment of Attention Deficit
Hyperactivity Di sorder (ADHD).

The efficacy of CONCERTAJ in the treatnment of ADHD was
established in three controlled trials of children aged 6 to 12
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who met DSM IV criteria for ADHD (see Clinical Pharnmacol ogy).

A diagnosis of Attention Deficit Hyperactivity Di sorder (ADHD,
DSM1V) inplies the presence of hyperactive-inpulsive or
inattentive synptonms that caused inpairnment and were present
before age 7 years. The synptonms nust cause clinically
signi ficant i npai r nent e.g., in social, academ c, or
occupational functioning, and be present in tw or nore
settings, e.g., school (or work) and at hone. The synptons nust
not be better accounted for by another nental disorder. For the
| nattentive Type, at least six of the follow ng synptonms nust
have persisted for at least 6 nonths: lack of attention to
detail s/carel ess m stakes; lack of sustained attention; poor
listener; failure to follow through on tasks; poor organization;

avoi ds tasks requiring sustained nental effort; |oses things;
easily distracted; forgetful. For the Hyperactive-Inpul sive
Type, at least six of the follow ng synptonms nust have persisted
for at |east 6 nonths: fidgeting/squirmng; |eaving seat;
i nappropriate runni ng/ cli nbi ng; difficulty with qui et

activities; “on the go;” excessive talking; blurting answers;
can’'t wait turn; intrusive. The Conbined Types requires both
inattentive and hyperactive-inpulsive criteria to be net.

Speci al Di agnosti ¢ Consi derati ons

Specific etiology of this syndrome is unknown, and there is no
singl e diagnostic test. Adequate diagnosis requires the use not
only of nedical but of special psychol ogical, educational, and
soci al resources. Learning may or my not be inpaired. The
di agnosi s nust be based upon a conplete history and eval uation
of the child and not solely on the presence of the required
nunmber of DSM |V characteristics.

Need for Conprehensive Treatnment Program

CONCERTAJ is indicated as an integral part of a total treatnent
program for ADHD that may include other neasures (psychol ogical,
educational, social) for patients with this syndrone. Drug
treatment may not be indicated for all children with this
syndrone. Stinulants are not intended for use in the child who
exhibits synptons secondary to environnental factors and/or
other primary psychiatric disorders, including psychosis.
Appropri ate educational placenent is essential and psychosoci al
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intervention is often hel pful. Wen renedi al neasures al one are
insufficient, the decision to prescribe stinulant nmedication
wi ||l depend upon the physician's assessnent of the chronicity
and severity of the child s synptons.

Long- Term Use

The effectiveness of CONCERTAJ for long-termuse, i.e., for nore
than 4 weeks, has not been systematically evaluated in
controlled trials. Therefore, the physician who elects to use
CONCERTAJ for extended periods should periodically re-eval uate
the long-term useful ness of the drug for the individual patient
(see Dosage and Adm ni stration).

CONTRAI NDI CATI ONS

Agi tation

CONCERTAJ is contraindicated in patients with nmarked anxiety,
tension, and agitation, since the drug may aggravate these

synpt ons.

Hypersensitivity to Methyl pheni date

CONCERTAJ is contraindicated in patients known to be
hypersensitive to nethyl phenidate or other conponents of the
pr oduct .

G aucoma

CONCERTAJ is contraindicated in patients with glaucoma

Tics

CONCERTAJ is contraindicated in patients with notor tics or with
a famly history or diagnosis of Tourette's syndrone. (see
Adverse Reacti ons)

Monoam ne Oxi dase | nhibitors

CONCERTAJ is contraindicated during treatnment w th nonoam ne

oxi dase inhibitors, and also within a mninmum of 14 days
following discontinuation of a nonoani ne oxidase inhibitor

8
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(hypertensive crises nmay result).

WARNI NGS
Depr essi on

CONCERTAJ shoul d not be used to treat severe depression.

Fati gue

CONCERTAJ shoul d not be used for the prevention or treatnent of
normal fatigue states.



NDA 21-121

Long- Term Supressi on of G owth

Sufficient data on the safety of | ong-term use of
nmet hyl phenidate in children are not yet available. Although a
causal relationship has not been established, suppression of
growmh (i.e., weight gain, and/or height) has been reported with
the long-termuse of stimulants in children. Therefore, patients
requiring long-term therapy should be carefully nonitored.
Patients who are not growing or gaining weight as expected
shoul d have their treatment interrupted.

Psychosi s

Clinical experience suggests that 1in psychotic patients,
adm ni stration of nethylphenidate may exacerbate synmptons of
behavi or di sturbance and thought di sorder.

Sei zur es

There is some clinical evidence that nethyl phenidate may | ower
the convulsive threshold in patients with prior history of
seizures, in patients with prior EEG abnormalities in absence of
sei zures, and, very rarely, in absence of history of seizures
and no prior EEG evidence of seizures. In the presence of
sei zures, the drug should be discontinued.

Potential for Gastrointestinal Obstruction

Because the CONCERTA™ tablet is nondeformable and does not
appreci ably change in shape in the G tract, CONCERTAJ should
ordinarily not be admnistered to patients with preexisting
severe gastrointestinal narrow ng (pathologic or iatrogenic, for
exanpl e: small bowel inflammtory di sease, “short gut” syndrone
due to adhesions or decreased transit tinme, past history of
peritonitis, cystic fibrosis, chronic i ntesti nal
pseudoobstruction, or Meckel’s diverticulum. There have been
rare reports of obstructive synptons in patients wth known
strictures in association with the ingestion of other drugs in
nondef ormabl e control |l ed-rel ease fornul ations, Due to the
control l ed-rel ease design of the tablet, CONCERTAJ should only
be used in patients who are able to swallow the tablet whole
(see PRECAUTIONS: Information for Patients).
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Hypertensi on and ot her Cardi ovascul ar Conditions

Use cautiously in patients with hypertension. Bl ood pressure
shoul d be nonitored at appropriate intervals in patients taking
CONCERTAJ, especially patients wth hypertension. In the
| aboratory classroom clinical trials (Studies 1 and 2), both
CONCERTAJ and met hyl pheni date tid increased resting pul se by an
average of 2-6 bpm and produced average increases of systolic
and diastolic blood pressure of roughly 1-4 mm Hg during the
day, relative to placebo. Therefore, caution is indicated in
treating patients whose underlying nedical conditions m ght be
conpronm sed by increases in blood pressure or heart rate, e.g.,
those with pre-existing hypertension, heart failure, recent
myocardi al infarction, or hyperthyroidism

Vi sual di sturbance
Synptonms of visual disturbances have been encountered in rare
cases. Difficulties with accommpdati on and blurring of vision
have been reported.

Use in Children Under Six Years of Age

CONCERTAJ shoul d not be used in children under six years, since
safety and efficacy in this age group have not been establi shed.

DRUG DEPENDENCE

CONCERTA™ should be given cautiously to patients with a history of drug dependence or
alcoholism. Chronic abusive use can lead to marked tolerance and psychological dependence
with varying degrees of abnormal behavior. Frank psychotic episodes can occur, especially with
parenteral abuse. Careful supervision is required during withdrawal from abusive use since severe
depression may occur. Withdrawal following chronic therapeutic use may unmask symptoms of
the underlying disorder that may require follow-up.

PRECAUTI ONS
Hemat ol ogi ¢ Monitoring

Periodic CBC, differential, and platelet counts are advised
during prol onged therapy.

11
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| nformati on for Patients

Pati ents should be infornmed that CONCERTAJ should be swal | owed
whole with the aid of liquids. Tablets should not be chewed,

di vided, or crushed. The nedication is contained within a
nonabsor babl e shell designed to release the drug at a controlled
rate. The tablet shell, along with insoluble core conponents,

is elimnated fromthe body; patients should not be concerned if
t hey occasionally notice in their stool sonething that | ooks
li ke a tablet.

Patient information is printed at the end of this insert. To
assure safe and effective use of Concerta, the information and
instructions provided in the patient information section should
be di scussed with patients.

Drug I nteractions

Because of possible effects on bl ood pressure, CONCERTAJ should
be used cautiously with pressor agents.

Human phar macol ogi ¢ studi es have shown that nethyl pheni date may
i nhi bit t he met abol i sm of coumarin anti coagul ants,
anti convul sants (eg, phenobarbital, phenytoin, primdone), and
sonme antidepressants (tricyclics and selective serotonin
reuptake inhibitors). Downward dose adjustnent of these drugs
may be required when given concomtantly with nethyl pheni date.
It may be necessary to adjust the dosage and nonitor plasnma drug
concentrations (or, in the case of coumarin, coagulation tines),
when initiating or discontinuing concomtant nethyl phenidate.

Serious adverse events have been reported in concomtant use
with clonidine, although no causality for the conbination has
been established. The safety of wusing nethylphenidate in
conbination with clonidine or other centrally acting al pha-2
agoni sts has not been systematically eval uated.

Car ci nogenesi s, Miutagenesis, and Inpairnent of Fertility

In a lifetime carcinogenicity study carried out in B6C3F1 nice,
met hyl pheni date caused an increase in hepatocellular adenonas
and, in males only, an increase in hepatoblastomas at a daily
dose of approximtely 60 ng/kg/day. This dose is approximtely
30 times and 4 tines the maxi mum recomended human dose of

12
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CONCERTAJ on a ng/kg and ng/nf Dbasis, respectively.
Hepat obl astoma is a relatively rare rodent malignant tunor type.
There was no increase in total malignant hepatic tunmors. The
nmouse strain used is sensitive to the devel opment of hepatic
tunors, and the significance of these results to humans is
unknown.

Met hyl pheni date did not cause any increases in tunmobrs in a
lifetime carcinogenicity study carried out in F344 rats; the
hi ghest dose used was approximtely 45 ng/kg/day, which is
approximately 22 tinmes and 5 tinmes the nmaxi mumreconmended human
dose of CONCERTA™ on a nyg/ kg and ng/ nf basis, respectively.

In a 24-week carcinogenicity study in the transgeni c nouse
strain p53+/-, which is sensitive to genotoxic carcinogens,

t here was

no evidence of carcinogenicity. Male and female mce were
fed diets containing the same concentration of nethyl phenidate
as in the lifetime carcinogenicity study; the high-dose groups
were exposed to 60 to 74 ng/ kg/ day of nethyl pheni date.

Met hyl pheni date was not nutagenic in the in vitro Ames reverse
mut ati on assay or the in vitro nmouse | ynphoma cell forward

mut ati on assay. Sister chromatid exchanges and chronosone
aberrations were increased, indicative of a weak clastogenic
response, in an in vitro assay in cultured Chinese Hanster
Ovary cells. Methyl pheni date was negative in vivo in mles and
femal es in the nouse bone marrow m cronucl eus assay.

Met hyl pheni date did not inpair fertility in male or female
mce that were fed diets containing the drug in an 18-week
Conti nuous Breeding study. The study was conducted at doses
up to 160 ng/ kg/ day, approximtely 80-fold and 8-fold the

hi ghest recommended human dose of CONCERTAJ on a ng/kg and
mg/ nf basis, respectively.

Pregnancy: Teratogenic Effects

Pregnancy Category C. Methyl pheni date has been shown to have
teratogenic effects in rabbits when given in doses of 200
ng/ kg/ day, which is approximtely 100 tines and 40 tinmes the
maxi mum r econmended human dose on a ng/ kg and ng/ nf basis,
respectively.

13
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A reproduction study in rats reveal ed no evidence of harmto
the fetus at oral doses up to 30 ng/kg/day, approximtely 15-
fold and 3-fold the maxi rum recomended human dose of
CONCERTAJ on a ng/ kg and ng/nf basis, respectively. The
approxi mate plasm exposure to nethyl phenidate plus its main
met abolite PPA in pregnant rats was 2 tines that seen in
trials in volunteers and patients with the maxi num recomended
dose of CONCERTAJ based on the AUC.

There are no adequate and well-controlled studies in pregnant
wormen. CONCERTAJ shoul d be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nur si ng Mot hers

It is not known whet her met hyl phenidate is excreted in human
m | k. Because many drugs are excreted in human m |k, caution
shoul d be exercised if CONCERTAJ is adm nistered to a nursing
woman.

Pedi atric Use

The safety and efficacy of CONCERTAJ in children under 6 years
ol d have not been established. Long-term effects of

met hyl pheni date in children have not been well established
(See Warnings).

ADVERSE REACTI ONS

The premarketing devel opnent program for CONCERTAJ i ncl uded
exposures in a total of 755 participants in clinical trials (469
patients, 286 healthy adult subjects). These participants
recei ved CONCERTAJ 18, 36, and/or 54 ng/day. The 469 patients
(ages 6 to 13) were evaluated in three controlled clinical
studies (Studies 1, 2, and 3), two uncontrolled clinical studies
(including a Ilong-term safety study), and one clinica

phar macol ogy study in children with ADHD. O the 469 patients in
this program 68 CONCERTA™treated patients in one uncontrolled
dose-initiation study were naive to any pharmacol ogi c therapy
for their ADHD. Safety data on all patients are included in the
di scussion that foll ows. Adverse reactions were assessed by
coll ecting adverse events, results of physical exam nations,
vital signs, weights, |aboratory anal yses, and ECGs.
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Adverse events during exposure were obtained primarily by
general inquiry and recorded by clinical investigators using
term nol ogy of their own choosing. Consequently, it is not
possi ble to provide a meaningful estimte of the proportion of
i ndi vi dual s experiencing adverse events wi thout first grouping
simlar types of events into a smaller nunmber of standardized
event categories. In the tables and listings that follow,
COSTART term nol ogy has been used to classify reported adverse
events.

The stated frequencies of adverse events represent the
proportion of individuals who experienced, at |east once, a
treat ment - emergent adverse event of the type listed. An event
was considered treatnment energent if it occurred for the first
time or worsened while receiving therapy follow ng baseline
eval uati on.

Adverse Findings in Clinical Trials with CONCERTA™

Adverse Events Associated with Disconti nuati on of Treat nent

In the 4-week placebo-controlled, parallel-group trial one
CONCERTA™ treated patient (0.9% 1/106) and one pl acebo-treated
patient (1.0% 1/99) discontinued due to an adverse event
(sadness and increase in tics, respectively).

In uncontrolled studies up to 12 nonths with CONCERTA™ 6.6%
(29/441) patients discontinued for adverse events. Those events
associ ated with discontinuation of CONCERTA™in nore than one
patient included the following: twitching (tics, 1.8%; anorexia
(l oss of appetite, 0.9%; aggravation reaction (0.7%; hostility
(0.799; insomia (0.7%; and somol ence (0.5%

Adverse Events Occurring at an Incidence of 1% or npre Anmong
CONCERTA™ Tr eat ed Patients

Table 2 enunerates, for a 4-week placebo-controlled, parallel-
group trial in children with ADHD at CONCERTA™ doses of 18, 36,
or 54 ng/day, the incidence of treatnent-energent adverse
events. The table includes only those events that occurred in
1% or nore of patients treated with CONCERTA™ where the
incidence in patients treated with CONCERTA™ was greater than
the incidence in placebo-treated patients.
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The prescriber should be aware that these figures cannot be used
to predict the incidence of adverse events in the course of
usual nedical practice where patient characteristics and other
factors differ from those which prevailed in the clinical

trials. Simlarly, the cited frequencies cannot be conpared
with figures obtained from other <clinical investigations
involving different treatnments, uses, and investigators. The

cited figures, however, do provide the prescribing physician
with some basis for estimating the relative contribution of drug
and non-drug factors to the adverse event incidence rate in the
popul ati on studi ed.

Table2
Incidence of Treatment-Emergent Events® in a 4-Week
Placebo-Controlled Clinical Trial of CONCERTA™

Body System  Preferred Term CONCERTA™ Placebo
(n=106) (n=99)
General Headache 14% 10%
Abdominal pain (stomach ache) 7% 1%
Digestive Vomiting 4% 3%
Anorexia (loss of appetite) 4% 0%
Nervous Dizziness 2% 0%
Insomnia 4% 1%
Respiratory Upper Respiratory Tract Infection 8% 5%
Cough Increased 4% 2%
Pharyngitis 4% 3%
Sinusitis 3% 0%

1:Events, regardless of causality, for which the incidence for patients treated with CONCERTA™ was at least 1% and greater than the incidence
among placebo-treated patients. Incidence greater than 1% has been rounded to the nearest whole number.

Ti cs

In a long-termuncontrolled study (n=407 children), the
cumul ati ve i nci dence of new onset of tics was 8% after 10
mont hs of treatnent wi th CONCERTAJ.
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Adverse Events with O her Methyl pheni date HCl Products

Ner vousness and insomia are the nost common adverse reactions
reported with other methyl phenidate products. O her reactions
i nclude hypersensitivity (including skin rash, urticaria,
fever, arthralgia, exfoliative dermatitis, erythema nultiforne
wi t h histopathol ogi cal findings of necrotizing vasculitis, and
t hrombocyt openi ¢ purpura); anorexia; nausea; dizziness;

pal pi tations; headache; dyskinesia; drowsiness; blood pressure
and pul se changes, both up and down; tachycardi a; angina;
cardiac arrhythm a; abdom nal pain; weight |oss during

prol onged therapy. There have been rare reports of Tourette's
syndrone. Toxic psychosis has been reported. Although a
definite causal relationship has not been established, the
foll owi ng have been reported in patients taking this drug:

i nstances of abnormal liver function, ranging from

transam nase el evation to hepatic coma; isolated cases of
cerebral arteritis and/or occlusion; |eukopenia and/or anem a;
transi ent depressed nood; a few instances of scalp hair |oss.
Very rare reports of neuroleptic malignant syndrome (NMS) have
been received, and, in nost of these, patients were
concurrently receiving therapies associated with NMS. In a
single report, a ten year old boy who had been taking

nmet hyl pheni date for approximately 18 nont hs experienced an
NMS-1i ke event within 45 m nutes of ingesting his first dose
of venlafaxine. It is uncertain whether this case represented
a drug-drug interaction, a response to either drug al one, or
sonme ot her cause.

In children, |oss of appetite, abdom nal pain, weight |oss
during prolonged therapy, insomia, and tachycardia may occur
nore frequently; however, any of the other adverse reactions
|'i sted above may al so occur

DRUG ABUSE AND DEPENDENCE

Control |l ed Substance Cl ass

CONCERTAJ, |ike other nethyl phenidate products, is classified
as a Schedule Il controlled substance by federal regul ation.

Abuse, Dependence, and Tol erance
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See WARNI NGS f or boxed warning containing drug abuse and
dependence i nformation

OVERDGSAGE
Signs and Synpt ons

Signs and synptons of acute nethyl pheni date overdosage,
resulting principally fromoverstinulation of the CNS and from
excessive synpat hom nmetic effects, may include the follow ng:
vom ting, agitation, trenmors, hyperreflexia, nuscle twtching,
convul sions (may be foll owed by com), euphoria, confusion,

hal I uci nati ons, delirium sweating, flushing, headache,

hyper pyrexi a, tachycardia, palpitations, cardiac arrhythm as,
hypertension, nydriasis, and dryness of nucous nenbranes.

Recommended Tr eat nent

Treat ment consists of appropriate supportive neasures. The
patient must be protected against self-injury and agai nst
external stimuli that woul d aggravate overstinul ati on already
present. Gastric contents may be evacuated by gastric | avage
as indicated. Before perform ng gastric |avage, control
agitation and seizures if present and protect the airway.

O her measures to detoxify the gut include adm nistration of
activated charcoal and a cathartic. |Intensive care nust be
provided to maintain adequate circul ation and respiratory
exchange; external cooling procedures may be required for
hyper pyr exi a.

Ef fi cacy of peritoneal dialysis or extracorporeal henodial ysis
for CONCERTAJ overdosage has not been established.

The prol onged rel ease of nethyl phenidate from CONCERTAJ shoul d
be consi dered when treating patients with overdose.

Poi son Control Center

As with the managenment of all overdosage, the possibility of
mul ti ple drug ingestion should be considered. The physician
may wi sh to consider contacting a poison control center for

up-to-date information on the managenment of overdosage with

nmet hyl pheni dat e.
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DOSAGE AND ADM NI STRATI ON
CONCERTA™ i s adm ni stered orally once daily in the norning.

CONCERTAJ nust be swal |l owed whole with the aid of |iquids, and
must not be chewed, divided, or crushed. See PRECAUTI ONS:
| nformati on for Patients.

CONCERTAJ nmay be adm nistered with or w thout food and should
be adm nistered once daily in the norning.

Dosage shoul d be individualized according to the needs and
responses of the patient.

Patients New to Met hyl pheni date

The recommended starting dose of CONCERTAJ for patients who
are not currently taking nethyl phenidate, or for patients who
are on stinulants other than nethyl phenidate, is 18 ng once
daily.

Dosage may be adjusted in 18 ng increnents to a maxi nrum of 54
ng/ day taken once daily in the nmorning. |In general, dosage
adj ustment may proceed at approximately weekly intervals.

Patients Currently Using Methyl pheni date

The recommended dose of CONCERTAJ for patients who are
currently taking nmethyl phenidate bid, tid, or sustained-

rel ease (SR) at doses of 10 to 60 ng/day is provided in Table
3. Dosing recomendations are based on current dose reginen
and clinical judgenent.

Dosage may be adjusted in 18 nmg increnments to a maxi nrum of 54
nmg/ day taken once daily in the nmorning. |In general, dosage
adj ustment may proceed at approximately weekly intervals.

Tabl e 3

Recommended Dose Conversion from
Met hyl pheni date Regi nens to CONCERTAJ
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Previ ous Met hyl pheni date Daily Dose Recommended
CONCERTAJ Dose

5 ng Met hyl pheni date bid 18 ng q am

or 5 ng Met hyl phenidate tid

or 20 ng Met hyl pheni dat e- SR

10 mg Met hyl pheni date bid 36 ng g am

or 10 mg Met hyl pheni date tid

or 40 nmg Met hyl pheni dat e- SR

15 nmg Met hyl pheni date bid 54 ng q am

or 15 ng Met hyl pheni date tid

or 60 ng Met hyl pheni dat e- SR

Ot her met hyl pheni date regi nens: Clinical judgenent should be
used when selecting the starting dose.

Dai |l y dosage above 54 ng is not recommended.

Mai nt enance/ Ext ended Tr eat ment

There is no body of evidence available fromcontrolled trials
to indicate how long the patient with ADHD shoul d be treated
with CONCERTAJ. It is generally agreed, however, that

phar macol ogi cal treatnment of ADHD nay be needed for extended
periods. Neverthel ess, the physician who elects to use
CONCERTAJ for extended periods in patients with ADHD should
periodically re-evaluate the | ong-term useful ness of the drug
for the individual patient with trials off nmedication to
assess the patient’s functioning wthout pharmcotherapy.

| npr ovenment may be sustai ned when the drug is either
tenporarily or permanently discontinued.

Dose Reducti on and Di sconti nuati on

| f paradoxi cal aggravation of synptonms or other adverse events
occur, the dosage should be reduced, or, if necessary, the
drug shoul d be di sconti nued.

| f inprovenent is not observed after appropriate dosage
adj ust nent over a one-nonth period, the drug should be
di sconti nued.
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HOW SUPPLI ED

CONCERTAJ (net hyl pheni date HCl) Extended-rel ease Tablets are
available in 18 ng and 36 ng dosage strengths. The 18 ng
tablets are yellow and inprinted with Aalza 180. The 36 ny
tablets are white and inprinted with Aal za 360. Both dosage
strengths are supplied in bottles containing 100 tablets.

18 ny 100 count bottle NDC 17314-5850- 2
36 ng 100 count bottle NDC 17314-5851-2
St or age

Store at 25EC (77EF); excursions permtted to 15-30EC (59-86EF)
[ see USP Controll ed Room Tenperature]. Protect fromhumdity.
REFERENCE

Ameri can Psychiatric Association. Diagnosis and Statistical
Manual of Mental Disorders. 4th ed. Washington DC. Anerican
Psychiatric Associ ation 1994.

Rx Only

For nore information call 1-888-440-7903 or visit www.concertanet

Manuf actured, distributed, and marketed by ALZA Corporation,
Mount ai n View, CA 94043. Marketed by MNeil Consuner
Heal t hcare, Fort Washi ngton, PA 19034.

[ ALZA | ogo]

[l dentification nunber]

Edi tion:

| NFORVATI ON FOR PATI ENTS TAKI NG CONCERTA™ OR THEI R PARENTS OR
CAREG VERS
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CONCERTA™ ( et hyl pheni date HCl ) Extended-rel ease Tablets Cl

This information is for patients or their parents or caregivers
t aki ng CONCERTA™ Ext ended-rel ease tablets ClI for the treatnent
of Attention Deficit Hyperactivity Di sorder.

Pl ease read this before you start taki ng CONCERTA™ Renenber
this information does not take the place of your doctor’s
instructions. If you have any questions about this informtion
or about CONCERTA™ talk to your doctor or pharnmacist.

VWhat i s CONCERTA™

CONCERTA™ is a once-a-day treatnment for Attention Deficit
Hyperactivity Di sorder, or ADHD. CONCERTA™ cont ai ns the drug
nmet hyl pheni date, a central nervous system stinmulant that has
been used to treat ADHD for nore than 30 years. CONCERTA™ i s
taken by nouth, once each day in the norning.

What is Attention Deficit Hyperactivity Di sorder?

ADHD has three main types of synpt ons: i nattention,
hyperactivity, and i npul siveness. Synptons of inattention
include not paying attention, naking careless m stakes, not
listening, not finishing tasks, not follow ng directions, and
being easily distracted. Synptonms of hyperactivity and
i npul siveness include fidgeting, talking excessively, running
around at inappropriate tinmes, and interrupting others. Sonme
pati ents have nore synptons of hyperactivity and i npul siveness
while others have nore synptons of inattentiveness. Sone
patients have all three types of synptons.
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Many people have synptons |ike these from tine to tinme, but
patients with ADHD have these synptonms nore than others their
age. Synptoms nust be present for at l|least 6 nobnths to be
certain of the diagnosis.

How does CONCERTA™ wor k?

Part of the CONCERTA™t abl et dissolves right after you swall ow
it in the norning, giving you an initial dose of
nmet hyl pheni date. The remaining drug is slowmy released during
the day to continue to help lessen the synptonms of ADHD.
Met hyl pheni date, the active ingredient in CONCERTA™ hel ps
i ncrease attention and decrease inpul siveness and hyperactivity
in patients with ADHD

VWho shoul d NOT take CONCERTA™
You shoul d NOT take CONCERTA™| f:

You have significant anxiety, tension, or agitation since
CONCERTA™ may make t hese conditions worse.

You are allergic to nethylphenidate or any of the other
i ngredi ents in CONCERTA™

You have gl aucoma, an eye di sease.
You have tics or Tourette's Syndronme, or a famly history of
Tourette’s Syndrone

Tal k to your doctor if you believe any of these conditions apply
to you.

How shoul d | take CONCERTA™

Do not chew, crush, or divide the tablets. Swal | ow CONCERTA™
tabl ets whole with the help of water or other liquids, such as
mlk or juice.

Take CONCERTA™ once each day in the norning.
You may take CONCERTA™ pbefore or after you eat.

Take the dose prescribed by your doctor. Your doctor nay adjust
t he anount of drug you take until it is right for you. From
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time to time, your doctor nmay interrupt your treatnment to check
your synptons while you are not taking the drug.

What are the possible side effects of CONCERTA™

In the clinical studies with patients using CONCERTA™ the nost
common side effects were headache, stomach pain, sleeplessness,
and decreased appetite. O her side effects seen wth
met hyl pheni date, the active ingredient in CONCERTA™ include
nausea, vomting, dizziness, nervousness, tics, allergic
reactions, increased blood pressure and psychosis (abnorm
t hi nki ng or hall uci nations).

This is not a conplete list of possible side effects. Ask your
doctor about other side effects. If you develop any side
effect, talk to your doctor.

What must | discuss with my doctor before taki ng CONCERTA™
Tal k to your doctor before taking CONCERTA™if you:

Are being treated for depression or have synptons of
depression such as feelings of sadness, worthl essness, and
hopel essness.

Have motion tics (hard-to-control, repeated tw tching of any
parts of your body) or verbal tics (hard-to-control repeating
of sounds or words).

Have soneone in your famly with notion tics, verbal tics, or
Tourette’s syndrone.

Have abnornmal thoughts or visions, hear abnormal sounds, or
have been di agnosed with psychosis.

Have had seizures (convul sions, epilepsy) or abnormal EEGs
(el ectroencephal ograns).

Have hi gh bl ood pressure.

Have a narrowi ng or blockage of your gastrointestinal tract
(your esophagus, stomach, or small or large intestine).

Tell your doctor immediately if you devel op any of the above
conditions or synptons while taking CONCERTA™

Can | take CONCERTA™wi th ot her nedicines?

Tell your doctor about all nedicines that you are taking. Your
doct or shoul d deci de whet her you can take CONCERTA™ wi th ot her

24



NDA 21-121
medi ci nes. These i ncl ude:

Ot her medicines that a doctor has prescribed.
Medi ci nes that you buy yourself w thout a prescription.
Any herbal renedies that you may be taking.
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You should not take CONCERTA™ wi th nonoan ne oxidase (MAO
i nhi bitors.

Whi | e on CONCERTA™ do not start taking a new nedicine or herba
remedy before checking with your doctor

CONCERTA™ may change the way your body reacts to certain
medi ci nes. These include nedicines used to treat depression,
prevent seizures, or prevent blood clots (commonly called “bl ood
thinners”). Your doctor nay need to change your dose of these
medicines if you are taking them wi th CONCERTA™

Ot her Inportant Safety Information
Abuse of nethyl phenidate can | ead to dependence.

Tell your doctor if you have ever abused or been dependent on
al cohol or drugs, or if you are now abusing or dependent on
al cohol or drugs.

Bef ore taki ng CONCERTA™ tell your doctor if you are pregnant or
pl an on becom ng pregnant. |If you take nethyl phenidate, it nmay
be in your breast mlk. Tell your doctor if you are nursing a
baby.

Tell your doctor iif you have blurred vision when taking
CONCERTA™

Sl ower growth (weight gain and/or height) has been reported with
| ong-term use of nethyl phenidate in children. Your doctor wll
be carefully watching your height and wei ght. If you are not
growi ng or gaining weight as your doctor expects, your doctor
may stop your CONCERTA™treat nent.

Call your doctor immediately if you take nore than the anount of
CONCERTA™ prescri bed by your doctor.

What el se should | know about CONCERTA™
CONCERTA™ has not been studied in children under 6 years of age.

The CONCERTA™t abl et does not dissolve conpletely after all the
drug has been rel eased, and you nmay sonetines notice it in your
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st ool .

Thi s

is normal .
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CONCERTA™ may be a part of your overall treatnment for ADHD
Your doctor may al so reconmend that you have counseling or other
t her apy.

As with all nedicines, never share CONCERTA™ wi th anyone el se
and take only the nunber of CONCERTA™t abl ets prescribed by your
doct or.

CONCERTA™ shoul d be stored in a safe place at room tenperature

(between 59°-86° F). Do not store this nedicine in hot, danp, or
hum d pl aces.

Keep out of the reach of children.

For nmor e i nformati on cal l 1-888-440- 7903 or Vvisit
WWV. concert a. net

Manuf actured, distributed, and nmarketed by Alza Corporation,
Mount ai n View, CA 94043. Marketed by McNeil Consuner Healt hcare,
Fort Washi ngton, PA 19034.

[ Al za | ogo]
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