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DESCRIPTION:

METADATE CD isacentral nervous system (CNS) stimulant.

METADATE CD contains 20 mg of methylphenidate hydrochloride for ord adminigration. The
extended-rel ease capsules comprise both immediate-release (IR) and extended-release (ER)
beads such that 30% of the dose (6 mg) is provided by the IR component and 70% of the dose
(14 mg) is provided by the ER component.

Chemicaly, methylphenidate HCl isd,| (racemic) -threo-methyl a -phenyl-2-piperidineacetate
hydrochloride. Itsempiricd formulais Ci4H;oNO,- HCI.
Its Sructurd formulais

o My

H
1] +HG

Methylphenidate HCI USP isawhite, odorless, crystdline powder. Its solutions are acid to
litmus. Itisfredy solublein water and in methanol, soluble in dcohoal, and dightly solublein
chloroform and in acetone.  I1ts molecular weight is 269.77

METADATE CD dso containsthe following inert ingredients  Sugar spheres, povidone,
hydroxypropylmethylcdllulose and polyethylene glycol, ethylcellulose aqueous dispersion, dibutyl
sebacate, gdatin, titanium dioxide, FD& C Blue No. 2.
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CLINICAL PHARMACOLOGY:

Phar macodynamics:

Methylphenidate HCl is a central nervous system (CNS) stimulant.

The mode of therapeutic action in Attention Deficit Hyperactivity Disorder (ADHD) is not
known. Methylphenidate is thought to block the reuptake of norepinephrine and dopamine into
the presynaptic neuron and increase the release of these monoamines into the extraneurona
gpace. Methylphenidate is a racemic mixture comprised of the d- and I-threo enantiomers. The
d-threo enantiomer is more pharmacologicaly active than the I-threo enantiomer.

Phar macokinetics:

The pharmacokinetics of the METADATE CD methylphenidate hydrochloride formulation have
been sudied in hedthy adult volunteers and in children with atention deficit hyperactivity
disorder (ADHD).

Absorption and Digribution:

Methylphenidate is readily absorbed. METADATE CD has a plasmaltime concentration profile
showing two phases of drug release with a sharp, initid dope smilar to a methylphenidate
immediate-release tablet, and a second rising portion gpproximately three hours later, followed
by agradud decline. (See Figure 1 below.)

Comparison of Immediate Release (IR) and METADATE CD FormulationsAfter
Repeated Doses of M ethylphenidate HCI in Children with ADHD:

METADATE CD was administered as repeated once-daily doses of 20 mg or 40 mg to
children aged 7-12 years with ADHD for one week. After adose of 20 mg, the mean (= SD)
early Chx Was 8.6 (£2.2) ng/mL, the later Cra Was 10.9 (£3.9)* ng/mL and

AUC g, Was 63.0 (£16.8) ng- WmL. The corresponding values after a40 mg dose were 16.8
(£5.2) ng/mL, 15.1 (+5.8)* ng/mL and 120 (+39.6) ng- WmL, respectively. The early pesk
concentrations (median) were reached about 1.5 hours after dose intake, and the second peak
concentrations (median) were reached about 4.5 hours after dose intake. The meansfor Crax
and AUC following a dose of 20 mg were dightly lower than those seen with 10 mg of the
immediate-release formulation, dosed &t 0 and 4 hours.

*25-30% of the subjects had only one observed peak (Crnax) concentration of methylphenidate.
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FIGURE 1

Comparison of Immediate Release (IR) and METADATE CD Formulations After
Repeated Doses of M ethylphenidate HCI in Children with ADHD

Mean methylphenidate Cp (ng/mL)

Time after dosing (hours)

—0— 1x10mglRat0and 4 h (n=21)_
—0— 1x20mg METADATE CD (n=12)
—A— 2 x20mg METADATE CD (n=9-10)
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Dose Proportionality:

Following single ord doses of 10-60 mg methylphenidate free base as a solution given to ten
hedthy mae volunteers, Crox and AUC increased proportiondly with increasing doses.  After
the 60 mg dose, tm Was reached 1.5 hours post-dose, with a mean C of 31.8 ng/mL (range
24.7 - 40.9 ng/mL).

Following one week of repested once-daily doses of 20 mg or 40 mg METADATE CD to
children aged 7-12 years with ADHD, C,,.x and AUC were proportiond to the administered
dose.

Food Effects:

In agtudy in adult volunteersto investigate the effects of ahigh-fat med on the bioavailability of
adose of 40 mg, the presence of food delayed the early peak by approximately 1 hour (range -
2to5hoursdday). The plasmalevelsrose ragpidly following the food-induced delay in
absorption. Overdl, ahigh fat med increased the C,.x of METADATE CD by about 30% and
AUC by about 17%, on average (see DOSAGE and ADMINISTRATION).

After asingle dose, the bicavailadility (C.. and AUC) of methylphenidate in 26 hedlthy adults

was unatfected by sprinkling the capsule contents on applesauice as compared to the intact
capaule This finding demondrates that 2 20 mg METADATE CD Capsule, when opened and
sprinkled on one tablespoon of applesauce, is bioequivaent to the intact capsule.’

M etabolism and Excretion:
In humans, methylphenidate is metabolized primarily via deeterification to dpha-phenyl-
piperidine acetic acid (ritdinic acid). The metabalite has little or no pharmacologic activity.

In vitro studies showed that methylphenidate was not metabolized by cytochrome P450
isoenzymes, and did not inhibit cytochrome P450 isoenzymes at clinicaly observed plasmadrug
concentrations.

The mean termind hdf-life ( ty,,) of methylphenidate following administration of METADATE
CD (ty2=6.8h) islonger than the mean termind ty,, following adminigtration of methylphenidate
hydrochloride immediate-rel ease tablets (t1,=2.9h) and methylphenidate hydrochloride
sustained-rel ease tablets (t1,=3.4h) in hedthy adult volunteers. This suggeststhat the
elimination process observed for METADATE CD is controlled by the release rate of
methylphenidate from the extended-rel ease formulation, and that the drug absorption is the rate-
limiting process.

Special Populations:
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Gender: The pharmacokinetics of methylphenidate after a sngle dose of METADATE CD
were smilar between adult men and women.

Race: Theinfluence of race on the pharmacokinetics of methylphenidate after METADATE
CD adminigtration has not been studied.

Age:  The pharmacokinetics of methylphenidate after METADATE CD administration have not
been studied in children less than 6 years of age.

Rend Insufficiency

Thereis no experience with the use of METADATE ® CD in patients with rena
insuffic . After ord adminidration of radiolabeled methylphenidate in hum

methvl idate was extensvely metabolized and approximately 80% of the radioactivity was
excreted in the urine in the form of ritdinic acid. Since rend clearance is not an important route

of methylphenidete clearance, rend insufficiency is expected to havelittle effect on the
pharmacokinetics of METADATE ® CD.

Hepatic Insufficiency
Thereis no experience with the use of METADATE ® CD in patients with hepatic

insufficency.

CLINICAL STUDIES:

METADATE CD was evauated in adouble-blind, parald-group, placebo-controlled trid in
which 321 untreated or previoudy trested pediatric patients with aDSM-IV diagnosis of
attention deficit hyperactivity disorder (ADHD), 6 to 15 years of age, received a Single morning
dose for up to 3 weeks. Petients were required to have the combined or predominantly
hyperactive-impulsive subtype of ADHD; patients with the predominantly inattentive subtype
were excluded. Patients randomized to the METADATE CD group received 20 mg daly for
thefirst week. Their dosage could be increased weekly to a maximum of 60 mg by the third
week, depending on individual response to trestment.

The patient's regular school teacher completed the teachers version of the Conners Global
Index Scale (TCGIS), ascde for assessng ADHD symptoms, in the morning and again in the
afternoon on three aternate days of each trestment week. The change from basdine of the
overal average (i.e., an average of morning and afternoon scores over 3 days) of the total
TCGI'S scores during the last week of trestment was analyzed as the primary efficacy
parameter. Petients trested with METADATE CD showed a statistically sgnificant
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improvement in symptom scores from baseline over patients who received placebo. (See
Figure2.) Separate andyses of TCGIS scoresin the morning and afternoon revealed
superiority in improvement with METADATE CD over placebo during both time periods.
(SeeFigure3.) Thisdemondgrates that a Sngle morning dose of METADATE CD exertsa
treatment effect in both the morning and the afternoon.

FIGURE 2

Leas] Squares Mean Clange
from Saseling in TOGIS Scores”

Q
i T
3 -2 4 1.2
& Placebe
m in=158)
E -
[T
E .5
(%]
H
w BT
= 79

i METADATE CD Capsules (n=155)

FIGURE 3

Least Squares Mean Change Irom Basaline
In TEGS Boores, Morningiaferncon Groups®

0.9

LS Mean Change From Baseline

76

8.2

-10

AM PM

[ METADATE GD Copsules (n=155)
O Placebe (n=155)

* FIGURES 2 & 3: Last abserwabion camead fonsard analysis al wask 3
Errer bars reprasant the standasd eerar of the mean,

INDICATION AND USAGE:
Attention Deficit Hyperactivity Disorder (ADHD):



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

METADATE CD isindicated for the trestment of Attention Deficit Hyperactivity Disorder
(ADHD).

The efficacy of METADATE CD in the treetment of ADHD was established in one controlled
trial of children aged 6 to 15 who met DSM-1V criteriafor ADHD (see CLINICAL
PHARMACOLOGY).

A diagnosis of Attention Deficit Hyperactivity Disorder (ADHD; DSM-IV) implies the presence
of hyperactive-impulsve or inattentive symptoms that caused impairment and were present
before age 7 years. The symptoms must cause dinicaly sgnificant impairment, eg., in socid,
academic, or occupationa functioning, and be present in two or more settings, e.g., school (or
work) and & home. The symptoms must not be better accounted for by another mental
disorder. For the Inattentive Type, at least Six of the following symptoms must have perssted
for at least 6 months: lack of attention to detail/careless mistakes; lack of sustained attention;
poor listener; failure to follow through on tasks; poor organization; avoids tasks requiring
sustained mental effort; loses things, essily distracted; forgetful.  For the Hyperactive-Impulsve
Type, a least Sx of the following symptoms must have persisted for at least 6 months:
fidgeting/squirming; leaving seet; ingppropriate running/dimbing; difficulty with quiet activities; "on
the go;" excessve taking; blurting answers, can't wait turn; intrusve.  The Combined Types
requires both inattentive and hyperactive-impulsive criteriato be met.

Special Diagnostic Considerations:

Specific etiology of this syndrome is unknown, and there is no single diagnogtic test. Adequate
diagnosis requires the use not only of medical but of specid psychologicd, educationd, and
socid resources.  Learning may or may not be impaired. The diagnosis must be based upon a
complete history and evauation of the child and not solely on the presence of the required
number of DSM-IV characteristics.

Need for Comprehensive Treatment Program:

METADATE CD isindicated as an integrd part of atota treatment program for ADHD that
may include other measures (psychologica, educationd, socid) for patients with this syndrome.
Drug trestment may not be indicated for dl children with this syndrome. Stimulants are not
intended for use in the child who exhibits symptoms secondary to environmenta factors and/or
other primary psychiatric disorders, including psychosis. Appropriate educationa placement is
essential and psychosocid intervention is often helpful.  When remediad measures done are
insufficient, the decision to prescribe stimulant medication will depend upon the physician’s
assessment of the chronicity and severity of the child’s symptoms.

Long-Term Use:
The effectiveness of METADATE CD for long-term usg, i.e., for more than 3 weeks, has not
been systematically evauated in controlled tridls.  Therefore, the physician who dectsto use
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METADATE CD for extended periods should periodicaly re-evauate the long-term usefulness
of the drug for the individua patient (see DOSAGE and ADMINISTRATION).
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CONTRAINDICATIONS:
Agitation:

METADATE CD is contraindicated in patients with marked anxiety, tenson and agitation, snce
the drug may aggravate these symptoms.

Hyper sensitivity to M ethylphenidate:

METADATE CD is contraindicated in patients known to be hypersenstive to methylphenidate
or other components of the product.
Glaucoma:

METADATE CD is contraindicated in petients with glaucoma.
Tics:

METADATE CD is contraindicated in patients with mator tics or with afamily history or
diagnoss of Tourette's syndrome. (see ADVERSE REACTIONS).

M onoamine Oxidase I nhibitors:

METADATE CD is contraindicated during trestment with monoamine oxidase inhibitors, and
aso within aminimum of 14 days following discontinuation of a monoamine oxidase inhibitor
(hypertensive crises may result).

WARNINGS:

Depression:

METADATE CD should not be used to treat severe depression.
Fatigue:

METADATE CD should not be used for the prevention or trestment of normal fatigue States.
Long-Term Suppresson of Growth:

Sufficient data on the safety of long-term use of methylphenidate in children are not yet
available. Although acausd relationship has not been established, suppression of growth (i.e,
weight gain, and/or height) has been reported with the long-term use of simulantsin children.
Therefore, patients requiring long-term therapy should be carefully monitored. Peatientswho
are not growing or gaining weight as expected should have their trestment interrupted.
Psychosis:

Clinica experience suggests that in psychatic patients, adminigtration of methylphenidate may
exacerbate symptoms of behavior disturbance and thought disorder.

Seizures:

Thereis some clinica evidence that methylphenidate may lower the convulsve threshold in
patients with prior history of saizures, in patients with prior EEG abnormadlities in abosence of
seizures, and, very rardly, in absence of higtory of saizures and no prior EEG evidence of
saizures.  Inthe presence of seizures, the drug should be discontinued.

Hypertension and other Cardiovascular Conditions:

Use cautioudy in patients with hypertension. Blood pressure should be monitored a
appropriate intervals in patients taking METADATE CD, especidly patients with hypertension.
Studies of methylphenidate have shown modest increases of resting pulse



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

and systolic and diastolic blood pressure. Therefore, caution isindicated in tregting patients
whose underlying medica conditions might be compromised by increases in blood pressure or
heart rate, e.g., those with pre-existing hypertension, heart failure, recent myocardia infarction,
or hyperthyroidism.

Visual Disturbance:

Symptoms of visud disturbances have been encountered in rare cases. Difficulties with
accommodation and blurring of vision have been reported.

Usein Children Under Six Yearsof Age:

METADATE CD should not be used in children under Sx years, since safety and efficacy in this
age group have not been established.

DRUG DEPENDENCE: METADATE CD should be given cautioudy to patientswith a
history of drug dependence or acoholism. Chronic abusive use can lead to marked tolerance
and psychologica dependence with varying degrees of abnorma behavior. Frank psychotic
episodes can occur, epecidly with parenteral abuse. Careful supervison isrequired during
withdrawa from abusive use Since severe depresson may occur.  Withdrawa following chronic
therapeutic use may unmask symptoms of the underlying disorder that may require follow-up.

PRECAUTIONS:
Hematologic Monitoring:
Periodic CBC, differential, and platelet counts are advised during prolonged therapy.

Information for Patients:

Patients shoul d be mstructed to take one dose in the morni ng before breakfast The Qatlent
should be instructed that the capsule may be swallowed whole, or dternatively, the capsule may
be opened and the capsule contents sprinkled onto a small amount (tabl n) of lesalce

and given immediately, and not stored for future use. The capsules and the capsule contents
must not be crushed or chewed.

Patient information is printed dong with thisinsart.  To assure safe and effective use of
METADATE CD, the information and indructions provided in the patient information section
should be discussed with patients.

Drug Interactions:
Because of possble effects on blood pressure, METADATE CD should be used cautioudy with
pressor agents.

Human pharmacologic studies have shown that methylphenidate may inhibit the metabolism of
coumarin anticoagulants, anticonvulsants (e.g., phenobarbita, phenytoin, primidone), and some

10
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antidepressants (tricyclics and selective serotonin reuptake inhibitors). Downward dose
adjustment of these drugs may be required when given concomitantly with methylphenidate. It
may be necessary to adjust the dosage and

monitor plasma drug concentrations (or, in the case of coumarin, coagulation times), when
initiating or discontinuing concomitant methyl phenidate.

Serious adverse events have been reported in concomitant use with clonidine, athough no
causdity for the combination has been established. The safety of using methylphenidatein
combination with clonidine or other centraly acting apha-2 agonists has not been systematicaly
eva uated.

Carcinogenesis, Mutagenesis, and I mpairment of Fertility:

In alifetime carcinogenicity study carried out in B6C3F1 mice, methylphenidate caused an
increase in hepatocd lular adenomas and, in males only, an increase in hepatoblastomeas, at a
daily dose of approximately 60 mg/kg/day. This doseis gpproximately 30 times and 4 times the
maximum recommended human dose of METADATE CD on amg/kg and mg/nt basis,
repectively. Hepatoblastomalis ardatively rare rodent maignant tumor type. There was no
increase in totd maignant hepatic tumors. The mouse strain used is sendtive to the devel opment
of hepatic tumors, and the significance of these results to humans is unknown.

Methylphenidate did not cause any increasesin tumorsin alifetime carcinogenicity study carried
out in F344 rats, the highest dose used was approximately 45 mg/kg/day, which is approximately
22 times and 5 times the maximum recommended human dose of METADATE CD on amg/kg
and mg/n' basis, respectively.

In a24-week carcinogenicity study in the transgenic mouse strain p53+/-, which is sengtive to
genotoxic carcinogens, there was no evidence of carcinogenicity. Mae and femae mice were
fed diets containing the same concentration of methylphenidate asin the lifetime carcinogenicity
study; the high-dose groups were exposed to 60 to 74 mg/kg/day of methylphenidate.

Methylphenidate was not mutagenic in thein vitro Ames reverse mutation assay or inthein
vitro mouse lymphomacell forward mutation assay. Sister chromatid exchanges and
chromosome aberrations were increased, indicative of aweak clastogenic reponse, inan in
vitro assay in cultured Chinese Hamgter Ovary cells. Methylphenidate was negative in vivo in
maes and females in the mouse bone marrow micronucleus assay.

Methylphenidate did not impair fertility in male or female mice that were fed diets containing the
drug in an 18-week Continuous Breeding study. The study was conducted at doses up to 160
mg/kg/day, approximately 80-fold and 8-fold the highest recommended human dose of
METADATE CD on amg/kg and mg/n¥ basis, respectively.

11
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Pregnancy: Teratogenic Effects:

Pregnancy Category C.

Methylphenidate has been shown to have teratogenic effects in rabbits when given in doses of
200 mg/kg/day, which is gpproximatdy 100 times and 40 times the maximum recommended
human dose on amg/kg and mg/nt basis, respectively.

A reproduction study in rats revealed no evidence of teratogenicity at an ord dose of 58
mg/kg/day. However, this dose, which caused some materna toxicity, resulted in decreased
postnatal pup weights and surviva when given to the dams from day one of gestation through the
lactation period. Thisdoseis gpproximately 30 fold and 6 fold the maximum recommended
human dose of METADATE CD on amg/kg and mg/nt basis, respectively.

There are no adequate and well-controlled sudies in pregnant women. METADATE CD
should be used during pregnancy only if the potentia benefit judtifies the potentid risk to the
fetus.

Nursing Mothers:

It isnot known whether methylphenidate is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised if METADATE CD isadministered to a
nursng woman.

Pediatric Use:

The safety and efficacy of METADATE CD in children under 6 years old have not been
established.  Long-term effects of methylphenidate in children have not been well established
(see WARNINGS).

12
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ADVERSE REACTIONS:

The premarketing development program for METADATE CD included exposuresin atota of
228 participantsin clinical trials (188 pediatric patients with ADHD, 40 healthy adult subjects).
These participants received METADATE CD 20, 40, and/or 60 mg/day. The 188 patients
(ages 6 to 15) were evauated in one controlled clinica study, one controlled, crossover clinical
study, and one uncontrolled clinica study. Safety dataon dl patients are included in the
discusson that follows. Adverse reactions were assessed by collecting adverse events, results
of physica examinations, vita sSgns, weights, laboratory andyses, and ECGs.

Adverse events during exposure were obtained primarily by generd inquiry and recorded by
clinica investigators usng terminology of their own choosing. Consequently, it is not possbleto
provide a meaningful estimate of the proportion of individuas experiencing adverse events
without first grouping Smilar types of eventsinto a smaller number of sandardized event
categories. Inthetables and listings that follow, COSTART terminology has been used to
classfy reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, atrestment-emergent adverse event of the typelisted. An event was
consdered trestment emergent if it occurred for the firgt time or worsened while receiving
thergpy following basdine evauation.

Adverse Findingsin Clinical Trialswith METADATE CD:

Adver se Events Associated with Discontinuation of Treatment:

In the 3-week placebo-controlled, parale-group trid, two METADATE CD-treated patients
(1%) and no placebo-trested patients discontinued due to an adverse event (rash and pruritus,
and headache, abdomind pain, and dizziness, respectively).

Adver se Events Occurring at an Incidence of 5% or more Among METADATE CD-
Treated Patients:

Table 1 enumerates, for a pool of the three studiesin pediatric patients with ADHD, a
METADATE CD doses of 20, 40, or 60 mg/day, the incidence of treatment-emergent adverse
events. One study was a 3-week placebo-controlled, parale-group trid, one sudy was a
controlled, crossover trid, and the third study was an open titration trid.  The table includes
only those events that occurred in 5% or more of patients treated with METADATE CD where
the incidence in patients treated with METADATE CD was gregter than the incidence in
placebo-treated patients.

The prescriber should be aware that these figures cannot be used to predict the incidence of
adverse eventsin the course of usual medica practice where patient characteristics and other

13
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factors differ from those which prevaled in the clinicd trids. Similarly, the cited frequencies
cannot be compared with figures obtained from other clinica investigations

involving different trestments, 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 population studied.

TABLE 1
| ncidence of Treatment-Emer gent Events' in a Pool of 3-4 Week Clinical Trials of
METADATE CD
Body System Preferred Term METADATE CD Placebo
(n=188) (n=190)

Generd Headache 12% 8%
Abdomind pain 7% 4%
(stomach ache)

Digegtive System Anorexia (loss of 9% 2%
appetite)

Nervous System Insomnia 5% 2%

!-Events, regardless of causdlity, for which the incidence for patients treated with METADATE
CD was at least 5% and greater than the incidence among placebo-treated patients. Incidence has
been rounded to the nearest whole number.

Adverse Eventswith Other M ethylphenidate HCI Products:.

Nervousness and insomnia are the most common adverse reactions reported with other
methylphenidate products. Other reactions include hypersengtivity (including skin rash, urticaria,
fever, athrdgia exfolidive dermatitis, erythema multiforme with histopathologica findings of
necrotizing vasculitis, and thrombocytopenic purpura); anorexia; nauses; dizziness, papitations,
headache; dyskinesia; drowsiness; blood pressure and pulse changes, both up and down;
tachycardia; angina; cardiac arrhythmia; abdomina pain; weight loss during prolonged therapy.
There have been rare reports of Tourette’s Syndrome. Toxic psychosis has been reported.
Although a definite causd relationship has not been established, the following have been reported
in patients taking thisdrug: ingtances of abnormd liver function, ranging from transaminase
elevation to hepatic coma; isolated cases of cerebrd arteritis and/or occlusion; leukopenia and/or
anemia; transent depressed mood; afew ingtances of scalp hair loss. Very rare reports of
neuroleptic malignant syndrome (NMS) have been reported, and, in most of these, patients were
concurrently receiving therapies associated with NMS. In asingle report, aten year old boy
who had been taking methylphenidate for gpproximately 18 months experienced an NMSike
event within 45 minutes of ingesting hisfirst dose of venlafaxine. It is uncertain whether this case
represented a drug-drug interaction, aresponse to either drug alone, or some other cause.

14
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In children, loss of gppetite, abdomind pain, weight loss during prolonged therapy, insomnia and
tachycardia may occur more frequently; however, any of the other adverse reactions listed above
may aso occur.

15
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DRUG ABUSE AND DEPENDENCE:

Controlled Substance Class:

METADATE CD, like other methylphenidate products, is classified as a Schedule |1 controlled
substance by federa regulation.

Abuse, Dependence, and Tolerance:

See WARNINGS for boxed warning containing drug abuse and dependence information.

OVERDOSAGE:

Signsand Symptoms:

Signs and symptoms of acute methylphenidate overdosage, resulting principally from
oversimulation of the CNS and from excessive sympathomimetic effects, may include the
falowing: vomiting, agitation, tremors, hyperreflexia, muscle twitching, convulsions (may be
followed by coma), euphoria, confuson, halucinations, delirium, sweeting, flushing, headache,
hyperpyrexia, tachycardia, papitations, cardiac arrhythmias, hypertension, mydriasis, and
dryness of mucous membranes.

Recommended Treatment:

Treatment consists of gppropriate supportive measures. The patient must be protected against
sf-injury and againgt externd stimuli that would aggravate overstimulation aready present.
Gadtric contents may be evacuated by gadtric lavage asindicated. Before performing gastric
lavage, control agitation and seizuresif present and protect the airway. Other measuresto
detoxify the gut include adminigtration of activated charcod and a cathartic. Intensive care must
be provided to maintain adequate circulation and respiratory exchange; externd cooling
procedures may be required for hyperpyrexia.

Efficacy of peritoned diadyss or extracorporea hemodidysisfor METADATE CD overdosage
has not been established.

The prolonged release of methylphenidate from METADATE CD should be considered when
treating patients with overdose.

Poison Control Center:

Aswith the management of dl overdosage, the possihility of multiple drug ingestion should be
consdered. The physician may wish to consider contacting a poison control center for up-to-
date information on the management of overdosage with methylphenidate.
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DOSAGE AND ADMINISTRATION:

METADATE CD isadministered once daily in the morning, before breskfadt.

METADATE CD may be swalowed whole with the aid of liguids, or dternatively, the le
may be opened and the le contents sorinkled onto a smal amount (tabl

applesauce and given immediately, and not stored for future use. Drinking some fluids, eq.
water, should follow the intake of the sprinkles with applesauce. The capsules and the capsule
contents must not be crushed or chewed. (See PRECAUTIONS: Information for Petients).

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

Initial Treatment:

The recommended starting dose of METADATE CD is 20 mg once daily.

Dosage may be adjusted in weekly 20 mg increments to a maximum of 60 mg/day taken once
daly in the morning, depending upon tolerability and degree of efficacy observed.  Daily
dosage above 60 mg is not recommended.

Maintenance/Extended Treatment:

Thereis no body of evidence available from controlled trids to indicate how long the patient
with ADHD should be treated with METADATE CD. It is generdly agreed, however, that
pharmacologica trestment of ADHD may be needed for extended periods. Nevertheless, the
physician who eectsto use METADATE CD for extended periods in patients with ADHD
should periodicaly re-evauate the long-term usefulness of the drug for the individua patient with
trids off medication to assess the patient's functioning without pharmacothergpy. Improvement
may be sustained when the drug is either temporarily or permanently discontinued.

Dose Reduction and Discontinuation:
If paradoxical aggravetion of symptoms or other adverse events occur, the dosage should be
reduced, or, if necessary, the drug should be discontinued.

If improvement is not observed after appropriate dosage adjustment over a one-month period,
the drug should be discontinued.
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HOW SUPPLIED:

METADATE CD (methylphenidate HCl, USP) Extended-Release Capsules are avallable as
20 mg blue and white capsules. The capsuleis printed with “MEDEVA 575’ in white |etters
on the blue cap, and "20 mg" in black |etters on the white body of the capsule.

NDC 53014-575-30 Dose Pack of 30 Capsules

PHARMACIST: Dispense only in current dose pack.

Store at 25°C (77°F): excursgons permitted to 15° - 30°C (59° - 86°F) [See USP Controlled
Room Temperature]

Keep out of the reach of children.

Reference
American Psychiatric Association. Diagnosis and Satistical Manual of Mental Disorders.
4th ed. Washington D.C.. American Psychiatric Association 1994.

Marketed by:

CELLTECH (Logo)

Celltech Pharmaceuticals, Inc.
Rochester, NY 14623 USA

Manufactured by:

Eurand America, Inc.
Vandalia, Ohio 45377 USA
® Cedlltech Pharma Limited.

© 2001, Celltech Pharmaceuticas, Inc.
Rev. X/XX R549
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INFORMATION FOR PATIENTS TAKING METADATE® CD OR THEIR
PARENTS OR CAREGIVERS

OnceDaily
Metadate® CD

(methylphenidate HCI, USP)
Extended-Release Capsules  ClI|

Thisinformation isfor patients or their parents or caregivers taking METADATE CD Capsules
for the treetment of Attention Deficit Hyperactivity Disorder.

Please read this before you start taking METADATE CD. Remember, this information does
not take the place of your doctor’ s ingructions. If you have any questions about this
information or about METADATE CD, tak to your doctor or pharmaci<.

What is METADATE® CD?

METADATE CD isaonce-aday treatment for Attention Deficit Hyperactivity Disorder, or
ADHD. METADATE CD contains the drug methylphenidate, a centrd nervous system
siimulant that has been used to trest ADHD for more than 30 years. METADATE CD istaken
by mouth, once each day in the morning, before breskfast.

What is Attention Deficit Hyperactivity Disorder?

ADHD has three main types of symptoms: inattention, hyperactivity, and impulsveness.
Symptoms of inattention include not paying attention, making careless mistakes, not listening, not
finishing tasks, not following directions, and being easily distracted. Symptoms of hyperactivity
and impulsveness include fidgeting, talking excessvely, running around at inappropriate times,
and interrupting others. Some patients have more symptoms of hyperactivity and impulsveness
while others have more symptoms of inattentiveness. Some patients have al three types of
symptoms.

Many people have symptoms like these from time to time, but patients with ADHD have these
symptoms more than otherstheir age. Symptoms must be present for &t least 6 months to be
certain of the diagnosis.

How does METADATE® CD work?

The METADATE CD cgpsule dissolves right after you swalow it in the morning, giving you an

initia dose of methylphenidate. The remaining drug is dowly reeased during the day to continue
to help lessen the symptoms of ADHD. Methylphenidate, the active ingredient in METADATE
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CD, helpsincrease attention and decrease impulsveness and hyperactivity in patients with
ADHD.
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Who should NOT take METADATE® CD?
Y ou should NOT teke METADATE CD if:
Y ou have sgnificant anxiety, tenson, or agitation snce METADATE CD may make these
conditions worse.
Y ou are dlergic to methylphenidate or any of the other ingredientsin METADATE CD.
Y ou have glaucoma, an eye disease.
Y ou havetics or Tourette' s Syndrome, or afamily history of Tourette' s Syndrome.

Tdk to your doctor if you believe any of these conditions gpply to you.

How should | take METADATE® CD?

Do not chew or crush the capsules or the beadsinside the capsule. Swalow the

METADATE CD Capsules whole with the help of water or other liquids, such as whole milk or
juice. Alternatively, the capsule may be opened and the capsule contents sprinkled onto asmdll
amount (tablespoon) of applesatice and taken immediately (do not store for future use) without
chewing. Teke adrink of water after the sprinkles with applesauce have been swallowed.

Take METADATE CD once each day in the morning, before breskfadt.

Take the dose prescribed by your doctor. Y our doctor may adjust the amount of drug you
take until it isright for you. From time to time, your doctor may interrupt your treatment to
check your symptoms while you are not taking the drug.

What are the possible side effects of METADATE® CD?

In the clinica studies with patients usng METADATE CD, the most common side effects were
headache, ssomach pain, deeplessness, and decreased appetite. Other side effects seen with
methylphenidate, the active ingredient in METADATE CD, incdlude nausea, vomiting, dizziness,
nervousness, tics, alergic reactions, increased blood pressure and psychos's (abnormal thinking
or halucinations).

Thisisnot acomplete list of possible sde effects. Ask your doctor about other Sde effects. If
you develop any side effect, talk to your doctor.

21




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

22



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

What must | discusswith my doctor before taking METADATE®CD?
Tak to your doctor before taking METADATE CD if you:

Are being treated for depression or have symptoms of depression such as fedings of
sadness, worthlessness, and hopel essness.

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

Have someonein your family with mation tics, verbd tics, or Tourette' s Syndrome.

Have abnormal thoughts or visons, hear abnorma sounds, or have been diagnosed with
psychosis.

Have had saizures (convulsions, epilepsy) or abnorma EEGs (€l ectroencepha ograms).
Have high blood pressure.

Tdl your doctor immediately if you develop any of the above conditions or symptoms while
taking METADATE CD.
Can | take METADATE® CD with other medicines?

Tel your doctor about all medicines that you are taking or intend to take. 'Y our doctor should
decide whether you can teke METADATE CD with other medicines. These include:

Other medicines that a doctor has prescribed.
All medicines that you buy yourself without a prescription.
Any herbd remedies that you may be taking.

Y ou should not take METADATE CD with monoamine oxidase (MAO) inhibitors.

While on METADATE CD, do not start taking a new medicine or herba remedy before
checking with your doctor.

METADATE CD may change the way your body reactsto certain medicines. Theseinclude
medicines used to treat depression, prevent seizures, or prevent blood clots (commonly called
“blood thinners’). 'Y our doctor may need to change your dose of these medicinesif you are
taking them with METADATE CD.
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Other I mportant Safety | nformation:
Abuse of methylphenidate can lead to dependence.

Tel your doctor if you have ever abused or been dependent on acohol or drugs, or if you are
now abusing or dependent on alcohol or drugs.

Before taking METADATE CD, tell your doctor if you are pregnant or plan on becoming
pregnant. If you take methylphenidate, it may be in your breast milk. Tdl your doctor if you

are nursng a baby.
Tdl your doctor if you have blurred vison when taking METADATE CD.

Sower growth (weight gain and/or height) has been reported with long-term use of
methylphenidate in children. Y our doctor will be carefully weatching your height and weight. I
you are not growing or gaining weight as your doctor expects, your doctor may stop your
METADATE CD trestment.

Call your doctor immediately if you take more than the amount of METADATE CD
prescribed by your doctor.

What else should | know about METADATE® CD?

METADATE CD has not been sudied in children under 6 years of age.

METADATE CD may be apart of your overdl trestment for ADHD. Y our doctor may aso
recommend that you have counsdling or other therapy.

Aswith dl medicines, never shae METADATE CD with anyone dse and take only the number
of METADATE CD Capsules prescribed by your doctor.

METADATE CD should be stored in a safe place at room temperature (between 59°-86°F).
Keep out of thereach of children.
For moreinformation call 1-888-METADATE (1-888-638-2328).

Marketed by:
CELLTECH (Logo)

Celltech Pharmaceuticals, Inc.
Rochester, NY 14623 USA

Manufactured by: ® Cedlltech Pharma Limited.
Eurand America, Inc. © 2001, Celltech Pharmaceuticals, Inc.
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